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SUMMARY

In vulvar neoplasia, substantial improvements irdpy and care have been attained during the last
decades. Nevertheless even minor surgical interventionsseamultiple symptoms and side effects
that impact women’s quality of life.The term ‘vulvar neoplasia’ includes vulvar infpihelial
neoplasia (VIN) and vulvar cancef. Vulvar neoplasia is a rare condition with incregsincidence
rates in the last 3 decades in Europe and th& Ulhe incidence of vulvar neoplasia in Germany and
Switzerland is about 2 to 7 per 100'000 women mary® Surgical treatment is the standard therapy
for women with vulvar neoplasfa’® The prevalence of surgery related complicationshsas wound
infections, is estimated to be between 5% to 45%Surgery-related complications are one type of
adverse event and a substantial number of theselications are preventabté.™ Surgery-related
complications in women with vulvar neoplasia resulta variety of physical and psychosocial
problems’ ** and contribute to high health care cd3t$® Modified surgical procedures such as the
replacement of radical vulvectomy by less wide laoecision often mean shorter hospitalizatiohs.
Furthermore oncology care in general is shiftingthe outpatient setting. Thus, after discharge
women with vulvar neoplasia and surgical treatna@etconfronted with the need to assess, evaluate

and manage surgery-related symptoms without theasupf the inpatient care team.

Symptoms are defined as patient’s perceived chaimgb®psychosocial functioning, sensations, or
cognition’® '° e.g. bleeding, shame, and fear. A patient's sympéxperience includes 2 common
dimensions with symptom occurrence, frequency aewerty as the cognitive dimension, and
symptom distress as the emotional dimenélomodd et al'? developed a generic symptom
management model to understand how patients exyerignd manage symptoms, to provide health
care professionals with direction for selectingniclal interventions, and to inform research. The
model provides a framework for understanding thiatienship between aspects of symptom
experience, symptom management strategies anchpatiécomes. In a patient-centred health care
approach, this model provides appropriate guiddocdreatment and care of patients with vulvar
neoplasia. It is crucial to understand symptom g8gpee in order to specify symptom assessment

strategies and identify the focus for symptom manaent:®
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Symptom assessment should be part of the geneeslrnéog for adverse symptom events. This can be
undertaken by collecting Patient-Reported OutcoriR() datd&’ A PRO is any report of the patient’s
health status that comes directly from the patisnich as his/her symptom experieficdhe

assessment of both objective and subjective dmtasafor better supportive café.

In clinical practice complications and symptomseafvulvar surgical treatment are an immense
challenge for affected women because they are dafischarged before their surgical wound has
healed. Despite this, for this patient populatioare is limited research about the prevalence aid r
factors for different types of short-term wound gdications and about women’s experiences during
the first 6 months following surgical treatment.rfRermore, no structured symptom assessment
instrument is available and there is little guidarfor the assessment of symptom experience in
women with vulvar neoplasia and surgical treatmé&ntdate, nursing care and research are hampered
by effective symptom assessment following vulvamgmgal treatment. An effective assessment will
allow nurses to better assign management strategieégdo be able to evaluate the improvement in
assessed symptoms. With the goal of improving careomen with vulvar neoplasia and surgical
treatment, this international, multicenter resegpobject aimed to develop a symptom assessment

instrument for patients with vulvar neoplasia wiawé undergone surgical treatment.

To address this aim we used a mixed-methods résepproach and pragmatism guided this prdject.
This project consisted of a series of quantitatine qualitative studies with equal weighting ofthot
methods using data of more than 180 women recrdiited four Swiss (Zurich, Basel, Berne, St.
Gallen) and four German University Hospitals (BerbDusseldorf, Freiburg, Munich) from the years
1997 to 2011. The first study of the research ptojeas a cross-sectional investigation focusing the
clinical perspective. With a sequential exploratavg-phase strategy, in studies 2 to 5 we interided
give voice to the patients’ experiences by the mexdra qualitative approach in the first phase.iiThe
experiences were then systematically analyzed én ghantitative component of the project (the

second phase).

First, we conducted a cross-sectional study orpénmd prevalence and risk factors for postopegativ
short-term wound complications in vulvar cancerigras in Switzerland. Data were collected
retrospectively from medical records from 2007 t8974 using an investigator-developed data
collection instrument to assess risk factors presipely and perioperatively, and wound
complications that occurred within the first 30 fpp®rative hospital days. The period prevalence of
wound complications was 45.4% (49/108), showinteast 1 of 8 assessed wound complications per
patient within the median hospital duration of 1aysl The period prevalences for the wound
complication were: 31.5% for dehiscence, 12% fon&®ma, 6.5% for necrosis, 5.6% for infections,
4.6% for seroma, 1.9% for lymph cysts, 1.9% forigrant wounds, and 0% for disturbed tissue

formation. Two of the 14 risk factors examined, tyge surgical therapy (OR, 2.6; 95% confidence
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interval [CI], 1.34-5.14) and inguinofemoral lymmglemectomy (OR, 3.0; 95% CI, 1.03-8.76) were
significantly associated with short-term wound céiogtions. The results of this retrospective study
showed, that the high prevalence of short-term wlocmmplications indicates a need for systematic
wound assessment and early risk management, elpadiar hemivulvectomy, radical vulvectomy,

and inguinal lymphadenectorfy.

Second, in order to understand the women’s perispeate conducted a qualitative study exploring

the symptom experience in 20 women with vulvar aneer or cancer and surgical treatment in one
Swiss and two German University Hospitals. Naregtishowed eight key themes composing the
essence of women’s symptom experience: delayedasig disclosed disease, disturbed woman'’s
self-image, changed vulva care, experienced woaladed symptoms, evoked emotions, affected
interpersonal interactions and feared iliness @egjon. The identified themes were consistent acros
different surgical procedures. The pattern preseatl narratives was that women experienced a lack
of information with regard to the above interrethtbhemes and that all of them used strategies to
handle their situation, which affected their disgelevel. The communication, assessment and
treatment of symptoms were hampered by the sosietyd the health system’s tendency to overlook
these symptoms and leave them in the realm of tispaakable. We recommend that health care
professionals need new strategies to support theseen to recognize, assess and evaluate the
seriousness of symptoms, and to communicate th@npt®m experience in order to minimize

potentially preventable symptom-related distr8ss.

Third, we focused on the perspective of women Wi during their illness trajectory by conducting
a secondary data analysis of the qualitative stidght narratives showed women’s experiences
during their course of illness occurred in five pbst (1) There is something unknown; (2) One
knows, what it is; (3) It is treated and shouldIhéd) It has effects on daily life; (5) Meanwhiie
works. These phases showed many women (1) hae ardahcorrect diagnosis; (2) despite having a
diagnosis women did not know what they suffered;g@oerienced a high uncertainty in decision-
making during treatment, (4) VIN had an impact be physical and psychosocial level; and (5) that
the women learned over time to deal with theiredls. Central for these women during their course of
illness was a sense of ‘Hope and Felareflects the fear of recurrence but also thsttm healing.
Women'’s experiences were particularly influencedhsyfeeling of ‘embarrassment’ and by ‘dealing
with professionals’. Current care seems to lackgadee support for women with VIN to manage these
phases. We recommend that new models of counselnth providing information need to be

developed and evaluated.

Fourth, a new Patient-Reported Outcome instrumam¥fOMen with vulvAr Neoplasia (WOMAN-
PRO) was developed according to the PRO guidelares based on literature searches, expert

feedback (n=9) and patient interviews (n=20). Whaeven items were first pilot-tested by patients
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(n=6) and experts (n=6). The revised 36 items vpd-tested by patients (n=4). Participants were
recruited from one Swiss and two German Univerkitspitals. To our knowledge, this is the first
PRO measure designed specifically to assess pb&irvaurgery symptoms, informational needs and
related distress after hospital discharge. TheseeVWOMAN-PRO showed an excellent item and
scale Content Validity Index (CVI=1.0) and has thatential to support women in recognizing,
assessing, and evaluating the seriousness of pagtal symptoms and in communicating their
symptom experience to health care providers. Tdisdecrease women’s uncertainty about symptoms
and reassure their decision-making about whenek Bealth care provider evaluation. It can provide
clinical experts with systematic information abd#ty symptoms from a patient perspective, and

women’s unmet informational needs.

In the fifth part of this research project, we itig&d the occurrence and distress associated pagt-
surgery symptoms of women with vulvar neoplasia snead with a Patient-Reported Outcome
instrument (WOMAN-PRO). The study was a prospectivess-sectional survey conducted in 8
Hospitals in Switzerland and Germany. Outpatiems54) rated the occurrence of each of 31
symptoms, and the degree to which the symptomsedstd them. The average number of symptoms
reported per patient was 20 (SD 5.02) with a rasfgi) to 31 symptoms on a O to 3 scale. The 3 most
prevalent wound-related symptoms were ‘swelling*48), ‘drainage’ (h=46) and ‘pain’ (n=43). The

3 most prevalent difficulties in daily life wereitting’ (n=52), ‘wearing clothes’ (n=48) and ‘camg

out my daily activities’ (n=43). ‘Tiredness’ (n=51)nsecurity’ (n=44) and ‘feeling that my body has
changed’ (n=42) were the 3 most prevalent psychaksgmptoms. The most distress symptoms were
‘sitting’ (Mean 1.98, SD 0.90), ‘carrying out myibjaeactivities’ (Mean 1.79, SD 0.89), and ‘open tpo
(e.g. opening of skin or suture)’ (Mean 1.79, SB2). which were on average reported to be ‘quite a
bit' distressing. In this study we also examinkd teliability of the instrument using a Cronbach’s
alpha coefficient. For the items representing wereldted symptoms and difficulties in daily life
alpha was 0.70, and it was 0.87 for items repréasgmsychosocial symptoms. An alpha of 0.70 or
above reflects adequate reliabilffyThe WOMAN-PRO data (1) show high symptom prevateacd
distress, (2) call for a comprehensive symptomsassent, (3) may allow identification of areas for
symptom management. If the results of further peyatric testing are promising, the WOMAN-PRO

will provide an outcome measure for clinical trials

The results of the research project contributethéoevidence on women with vulvar neoplasia and
surgical treatment. First, it added knowledge tppsut nurses and physicians ability to identify
patients at risk for post-surgical wound complicad. Second, it provided, for the first time, a
conceptual model of symptom experience in affegtechen. Third, it established, for the first time,
evidence to help understand the VIN patient’s eepees during her illness trajectory. Fourth, the
development of the WOMAN-PRO instrument with a gamzhtent validity has the potential to

contribute to a valid assessment of symptoms, imftional needs and related distress in women
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diagnosed with vulvar neoplasia and treated sulgickifth, WOMAN-PRO data showed a high
symptom prevalence and distress, and provided npredry evidence that the WOMAN-PRO

instrument offers a feasible, targeted screenisgument to support systematic symptom assessment.

We conclude that our research project added texisting knowledge on complications, symptoms
and associated distress of women with vulvar neigpland surgical treatment, confirmed the given
need for further research on (a) implementatioatasties for comprehensive symptom assessment and
(b) the identification of areas in symptom managene support early recognition of symptoms and

decrease symptom related distress in women withavuleoplasia and surgical treatment.
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INTRODUCTION

The following sections of this first chapter inttme the evidence concerning vulvar neoplasia (1.1),
vulvar neoplasia treatment (1.2), post-surgical giacations (1.3.), women’s experiences following

the diagnosis and treatment of vulvar neoplasid.X1the concept of symptom experience (1.5),
Patient-Reported Outcome instruments (1.6), chgdlerrelated to the care of patients with vulvar

neoplasia (1.7), and the subsequent content ofékearch project (1.8).

1.1 Vulvar neoplasia

Vulvar intraepithelial neoplasia (VIN) and vulvaarcer are rare diseases, but show increasing
incidence rates especially in young womémnd high recurrent ratés’ VIN refers to precancerous
changes that occur in the skin that covers the liemeernal genital organs (the vulvah the past,
VIN was categorized as VIN 1, 2 and 3 accordintheodegree of abnormality. This classi cation was
adapted by the International Society for the Stafiy/ulvar Disease in 2004. According to the new
classification, VIN 1 is excluded from the classifiion and VIN includes lesions formally classified
as VIN 2 or 3 or high grade VIN lesions. VIN is s$ified in two clinicopathologisubtypes. The
usual VIN type is normally Human Papilloma VirusR¥) related, while the differentiated type VIN
is not associated with HPV in most caSédost people who are sexually active will have HBV
some time during their life. The vast majority @nital HPV infections are asymptomatic and clear
within 1 to 2 years.In Germany, the incidence rate of VIN in 2010 watmated to be 7 per 100°000
women per yeat.VIN incidence rate has increased in the last thteeades in Europe and in the
United States.® The number of women with VIN tripled during 1985dal997 in a Central European
samplé’. VIN can affect women at any age, but it is morenown under the age of 6 Reported
risk factors are infection with HPV, smoking, andop immunological status.'’ VIN may be
asymptomatic or may present with symptoms suchtcmsng, discomfort, burning, and/or painful
intercourse. The vulvar lesions may be red, brosmwhite. A concern with VIN is the known

progression to invasive cancer of the vuva?

Vulvar cancer usually develops slowly over seveesrs:’ Most vulvar cancers are squamous cell
carcinoma (85% to 90%), although other histologiges such as adenocarcinoma, melanoma and
Bartholin’s gland cancers do occiThe Federation Internationale de Gynecologie ettédigue
(FIGO) and the American Joint Committee on CanddCC) classify the stages of vulvar cancer as 0

to 41 Vulvar cancer incidence in Germany and Switzerlantetween 1 and 7 cases per 100,000
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women per yeal” ' The mean age of women with vulvar cancer is 72s/8&Reported risk factors
for vulvar cancer are VIN, HPV infection, anotherogenital intraepithelial neoplasia or carcinoma,
syphilis, herpes genitalis, Acquired Immunodeficiersyndrome (AIDS), smoking, lichen sclerosis,

and squamous cell hyperpla8i& VIN-related cancer recurs in 30% to 40% of patiérit

1.2 Vulvar neoplasia treatment

VIN lesions are managed by surgical excision cedageatment. ** ?°Surgery involves a wide local
excision for focal lesions or a simple vulvectorhthe lesions are multifocal. It is estimated tatier
treatment of VIN by excision and/or laser vapoi@ats0% of women with positive surgical margins
will required at least one additional treatmenthiit5 years® Due to the high recurrence rate, the
dis guring nature of these procedures and the negapsychosexual impact on patiefitdess
invasive medical interventions have been devel@vetare still being evaluated. For example topical
imiquimod cream appears to be effective in wometh WilN, but its safety in view of the known
progression of VIN to invasive disease needs furtix@amination and more data on its adverse effects

are required?

Standard therapy for vulvar cancer is surgérin line with the FIGO guidelines, it consists of
different surgical methods such as wide local eanis partial or radical vulvectomy and an
inguinofemoral lymph node dissection depending meake stage and lymph node involvenignt.
Based on tumor staging and patient factors, (nadjyvant chemotherapy and radiation therapy may
also be indicate@ Surgical reconstruction of the vulva may improverhidity and quality of life
after treatment? ?°> Generally, after minor surgical procedures an eambund exists with good
circulation and slight tissue damage and primarglihg (per primam intentionem) generally occurs
within three week&® However, even relatively small excisions are sptbke to post-surgical
complications’” After major vulvar cancer surgery or in case ahptications, delayed wound healing
(per secundam intentionem) occtftsAlthough surgical modifications have been madergduce
postoperative morbidity in women with vulvar neaigg® care for these patients is challenging with

respect to post-surgical complications.

1.3 Post-surgical complications

Complications are defined as a medical problem dlatirs during a disease or after a procedure or
treatment?® Clinicians diagnose complications with clinicalr@meters. The main diagnostic criteria
of a wound infection, for example, are fever, lemkosis, positive blood cultures and serous or
purulent discharge from the wouffdMost research published on complications followindvar
surgical treatment reflects the clinician perspectt Reports of post-vulvar-surgery complications

focus most often on physical and psychosexual &ffec
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Physical complications include wound dehiscenceyndoinfections, venous thrombosis, pulmonary
embolism, pressure ulcers, introitale stenosis,neuriincontinence/dysuria, rectocele, fecal
incontinence, inguinal seroma, lymphedema, herpan, scars, adhesions, and development of
eschar: *3* A recent randomized clinical trial included 30 wemwith VIN and reported no
statistically significant differences in diseaseuence and adverse events in women treated with
carbon dioxide laser (GQaser) versus ultrasonic surgical aspiration (dele removal of diseased
tissue) after one year follow-up. Several adverssnis were reported: (1) pain (n = 30, 100%), (2)
scars (n = 5, 16.6%), (3) dysuria or burning (n, 23.3%), (4) adhesions (n = 1, 3.3%), (5) infattio
(n = 4, 13.3%), and (6) development of eschar & %£3.3%). Three complications, lower extremity
lymphedema (30% to 70%), wound dehiscence and tiofe¢20% to 40%) were reported most
frequently after surgical treatment in women withivar cancef” *In a cross-sectional US study of
53 women whose vulvar cancer was treated surgjdallyer-limb lymphedema was the most common
complication and was experienced by 36% of the woih&/ound dehiscence and wound infection
were reported in up to 85% of patients after rddiodvectomy and lymphadenectomy, depending on
the definition of these wound complications, sanplstrategies, measurement methods and wound
complication assessment periods (ranged from 1 Zon®nths)” 3 3" *¥|n a retrospective
observational study of 101 patients after a modifieadical vulvectomy and bilateral
lymphadenectomy, Gaarenstrom et’aleported that 9% to 17% of women had a wound dehise,

1% to 4% developed a hematoma, 9% to 39% had iaofecand there was a 40% lymph cyst rate.
After less radical treatment, which disfigured thenitals to a lesser degree, post-surgical wound
complications occurred less frequently?” ** For example, in a retrospective observational ystud
examining complications after different types ofwactomies in 149 patients, Leminen ef%found

that modified surgical techniques decreased detigcetes by 27% and infections by 28%.

Psychosocial complications have been addressed bst mf the studies investigating sexual
functioning® * 2 3 42*Few studies focused on other psychosocial outcamels as body image,
partner relationships, and quality of life** A literature review of Graziottin & Serafifiireported
that the psychosexual consequences in women withejpithelial HPV-related neoplasia increases
with the number of recurrences of HPV infectioneTost frequently reported emotions in women
with intraepithelial HPV-related neoplasia were msgion, anxiety, and ang&or example, Mc
Fadden et df included seven women with VIN who had undergorgisal treatment in a two-year
prospective study in Scotland. This study asseslegulession and anxiety, quality of life, sexual
functioning, and partner relationships every sixathowith questionnaires. VIN had an adverse
impact on quality of life and sexual functioniffigAnother retrospective study in the US compared
preoperative with postoperative sexual dysfuncao body image scores. The findings from this
guestionnaire telephone survey of 41 vulvar capegients showed significant sexual dysfunction (P
= 0.01) and disturbed body image (P = 0.004) thmeaths after surgical treatmefit.
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Overall, studies show evidence for high complicatiates in women with vulvar neoplasia who
undergo surgical treatment. Affected women havasgess and manage surgery-related problems and
deal with emotional concerns after discharge. Batvhdo women experience surgery-related

complications and how do these complications imga@t emotional and social lives?

1.4 Women’s experiences following the diagnosis and tatment
of vulvar neoplasia

This section includes qualitative research repgriim women’s experiences concerning physical,
emotional and social effects after vulvar surgicahtment from a patient perspective. Our litegatur
search in 2009 identified three studies examinitognen’s experiences following surgical treatment
for vulvar neoplasia. One study focused on qualftfife*’, one on women’s experiences with ViN

and one on women’s experiences with cancer of tinea® Based on their results, several symptoms

and concerns were identified by women with vulveoplasia and surgical treatment.

Janda et al’ developed a vulvar cancer specific subscale tesasguality of life within the Functional
Assessment of Cancer-General questionnaire (FACTaSrument development was based on open-
ended interviews with 15 patients 2 weeks to 39thmafter surger{. Results revealed reductions in
several aspects of quality of life including phydjcemotional and social functioning plus sexuality
and body image. The vulvar cancer specific subsitallided symptoms such as bleeding, odor,
itching and burning in the vulva and a short vagas well as problems with swelling in the legs,
sexual function, body appearance, urine contral, @nstipation. Likes et &.utilized a qualitative
focus group with six US women with VIN to exploratignts’ experiences with diagnosis and therapy.
Participants reported symptoms of itching and p&imame, embarrassment and loss of control were
reported as their most distressing experiefitdsfferies and Cliffortl described the experiences of
13 women in the UK with cancer of the vulva who svérterviewed between 6 months and 5 years
after surgery. Women’s experiences were descrilsetsearching’ to control their symptoms and

emotions and emphasized their personal informaltieeds”’

Likes et al*® also explored emotional and social experiencea group of women with VIN. The
women feared infecting others with HPV. She fouhat tfor patients, sexually transmitted diseases
had connotations of stigma, shame and impurity@nted problems in relationships with respect to
loyalty and honesty. During the course of the Blefamilies and friends were perceived as either
supportive or as a burden. Younger patients, itiqudar, felt that their peers often lacked the umiay

to understand their experiente.

In summary, three qualitative studies showed tffated women reported several symptoms such as
vulvar bleeding, odor and embarrassment. Theseiestucrely took the socio-cultural context
influencing women’s experiences into consideratibn.conclusion, there is limited research on

physical and emotional symptoms of affected wonidm.study could be identified that embedded
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symptoms in a conceptual model of symptom expeeidncthis patient population. It is crucial to
understand women’s symptom experiences in ordeddntify the symptom assessment strategies

which are necessary to support symptom managethent.

1.5 The concept of symptom experience

Symptoms are defined as a patient’s perceived @saimgbiopsychosocial functioning, sensations, or
cognition>" ** Examples of common symptoms are pain and fafigdecording to Dodd et af’, the
experience of symptoms may prompt patients to tigir health care providers. Symptoms also
create distress and may disrupt social functionirige management of symptoms generally becomes
the responsibility of the patient. Health care poevs often have difficulty proposing symptom
management strategies that can be applied in acatdhome care settings. To better understand how
patients experience and manage symptoms, a gayangtom management model was developed by
Dodd et aP* This model provides a framework for understandihg interrelatedness of three
dimensions of symptom management, namely (1) sympgperience, (2) symptom management
strategies and (3) outcomes. The model is designpobvide direction for health care professionials
selecting clinical interventions and informing rasgh. Symptoms can help to bring problems to the
attention of patients and clinicians. Dodd’s madddased on the assumption that the gold standard f
the study of symptoms is the perception of theviiddial experiencing the symptom and his/her self-

report.

One dimension of the model is symptom experientéchwvcontains the following three elements:

(1) An individual's perception of a symptom, i.e., pgxed changes from the way the
individual usually feels or behaves.

(2) The evaluation of the meaning of a symptom whidaienthe cause, frequency, temporal
nature, severity, treatability of a symptom; théeetf of the symptom on the individual's
life and the threat posed by the symptom, for exanwhether or not it is dangerous.

(3) The individual's response to a symptom which car#taphysiological, psychological,

socio-cultural and behavioral componetits.

Personal, environmental and health / illness coraptmaffect patient’s symptom experience. For
instance, a woman’s symptom experience will varyabe, reproductive status, her current stage of
disease, whether she is assessed in the clinichmmae, and her cultural beliefs about the meaning

a symptont? Cultural components may cause distress espedialiyomen with symptoms at the
vulva, because in our socio-cultural context thivaiis known as a key element of eroticihand is
strongly affected by taboo in Western sociétyd patient's symptom experience includes two
common dimensions with symptom distress as the iematdimension, and symptom occurrence,

frequency and severity as the cognitive dimen3idnis crucial to understand symptom experience
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and the cultural aspects of a patient populatiowriter to develop effective symptom assessment
strategies. Symptom assessment, in turn, provideb#sis for developing symptom management
strategies to avert negative patient outcorhe®.Further supporting the importance of symptom
assessment in women with vulvar neoplasia areedutiat have shown that a significant proportion
of cancer patients report severe symptoms that nate detected by clinicians during routine

consultations®>8

In literature searches in the Medline and CINAHLadk@ases, Cochrane library and the Web of Science
from 2000 to 2009, no studies focusing on symptomegence or symptom assessment in women
with vulvar neoplasia and surgical treatment wenentl. Only one validated instrument measuring
aspects of quality of life in vulvar cancer pateentas identified, the Functional Assessment of €anc
Therapy-Vulvar (FACT-V)?

Summarizing the literature on complications, symmpand symptom experience of women with
vulvar neoplasia, to date, most research on VIN adar cancer patients has been restricted to
retrospective observational studies, a few progsgestudies and several randomized controlledstrial
examining specific treatment options for vulvar plasia. Many studies had small samples and data
were primarily collected from the health care pdarinot the patient. Qualitative studies addressing
symptoms, psychological and social problems related surgical treatment in these women are
sparse. To date, little is known about how womepeeence symptoms after surgical treatment for
vulvar neoplasia. Self-report instruments for asiggssymptom experience are not available in this
patient population. While current guidelines emjrgmproving symptom assessment by providing
written material for patients; ® such as Patient-Reported Outcome (PRO) instrumeatSing exists

for women with vulvar neoplasia.

1.6 Patient-Reported Outcome instruments

PROs evolved from health-related quality of lifel®that were becoming more disease-specific and
symptom oriente> > A PRO is any report of the status of a patiengalth condition that comes
directly from the patient, e.g. symptofisSystematic under-reporting and bias resultingtieruse of
standard summary methods have been described tipthfeleading to treatment regimens appearing
less toxic than they actually afePatient reporting is invaluable in detecting teeesity of adverse
symptoms and in allowing timely treatment. There lanitations to both clinically-reported outcomes
and patient-reported outcomes. Therefore, assesshéoth is the most accurate way to describe a
patient’'s status, rather than using traditionaleottye measurements alone. A combination of
assessments allows for better supportive ¥atepatient’s self-report captures important infotioa

that can only be assessed through a patient’s pt@yné> °® Bascli’ emphasized the necessity of

regularly including the patient’s voice by collen}iPRO data as part of general screening for agvers
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symptom events. As clinicians often underestimageseverity of a patient's symptoms, patient self-
report can help to detect and prevent adverse Wfiten patient self-report of symptoms is standard
practice, symptoms tend to be reported earlier gkation to their occurren®é.Thus, a PRO
instrument can add important information about gagient's health status, the consequences of
treatment, and the effectiveness of interventforiEne first three steps that the US Food and Drug
Administration recommend in developing a PRO insenat are to: (1) identify concepts or domains
that are important to patients and develop a caneémodel; (2) create and pilot test the instrutnen

and (3) assess its measurement propéeftigs.

1.7 Challenges for the care of patients with vulvar neplasia

The decreasing length of post-surgery hospital Bts/increased the responsibility for the patient t
assess and manage symptéin#/omen with vulvar neoplasia are usually discharpetbre their
surgical wound has healed. Follow-up visits arealiguischeduled every three months for the first
three years to detect recurrent cancer and to prewedictable complicatiorf8.However, for this
patient population there is limited research altbetprevalence and risk factors for different types
short-term wound complications. Furthermore, evigehas shown that clinicians may underestimate
the severity of a patient's symptoms that canum,tresult in the occurrence of preventable advers
events’* Therefore research needs to focus on the patienspective. Women need to assess and
manage symptoms at home until they see their health providers agaffi. Following surgery,
women with vulvar neoplasia may not be able tofifiecomplications such as wound infections. It is
important to empower these women to recognize,sasaed communicate symptoms, for example
redness, that may indicate a complication. As spmptvary over time, changes in the strategy to
manage symptoms are required. Health care andiabpewrsing care should differ along an illness

trajectory to meet patient and family neéd$®

In summary, published studies on this patient gratg limited and showed weaknesses in design,
sample size and analytical methods. No publishadiest based on a conceptual model and addressing
the socio-cultural aspects of symptom experienagarhen with surgically treated vulvar neoplasia in
Germany and Switzerland could be identified. Basadguidelines for the development of PRO
measures, the wound complications and symptom expum&s in women with surgically treated vulvar

neoplasia need to be explored prior to developiggnaptom assessment instrument.

Although an effective instrument collecting PROadabuld support appropriate patient, nurse and
physician decisions on symptom management followsnggery, no instrument was found that
assessed and quantified experienced symptoms ktedistress in this patient population. A PRO
instrument can support women with vulvar neoplasigecognizing and evaluating the seriousness of

symptoms so that appropriate treatment is soughttimely fashion. In addition, such an instrument
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can facilitate a woman’s ability to communicate eeffvely with health care professionals by
providing structured information on symptom occooe and distress. This should facilitate targeted
optimization of interventions to prevent and manageptoms and their related distress, addressing

patient needs as well as improving vulvar neoplas@ment.

1.8 Subsequent content of this research project

Given the gaps in the evidence base on women withar neoplasia and surgical treatment, this
research project includes the following chaptanscHapter 2 the aims and methods of this research
project are describedChapter 3 is the publication “Period prevalence and risktdex for
postoperative short-term wound complications invaulcancer — A cross-sectional stud{’This
chapter also synthesizes the limited evidence camagrisk factors and prevalence of post-surgery
complications from a clinical perspective. ¢hapter 4 the findings of the article “The unspoken
disease: Symptom experience in women with vulvaplasia and surgical treatment - A qualitative
study” are reporte® In this chapter, we suggest a conceptual moddl mhay be useful in
understanding the symptom experience of affecteshevofrom a patient perspective. dhapter 5,

we focused on the patient perspective of women witlvar intraepithelial neoplasia during their
illness trajectory by conducting a secondary datalysis of the foregoing qualitative study. In
chapter 6 the development and content validity of a PROrimsent designed to self-monitor the
post-surgery symptom experience and informatiore¢ds of WOMen with vulvAr Neoplasia
(WOMAN-PRO) is reported. Irthapter 7 the initial findings of a cross-sectional survesing the
WOMAN-PRO instrument to identify the occurrence adidtress of post-surgery symptoms are
presented. Irchapter 8 the key findings and research methods of the relgaroject’s studies are
discussed. Furthermore suggestions for furtherarekeand clinical practice and conclusions are

presented.

-21 -



INTRODUCTION

1.9 References

1.

10.

11.

12.

13.

14.

Lanneau GS, Argenta PA, Lanneau MS, et al. \fubaacer in young women: demographic
features and outcome evaluation. Am J Obstet Gyr289;200:645.e1-e5.

Joura EA, Losch A, Haider-Angeler MG, BreitenexckG, Leodolter S. Trends in vulvar
neoplasia. Increasing incidence of vulvar intraegial neoplasia and squamous cell carcinoma
of the vulva in young women. J Reprod Med 2000;43:6.

Nugent EK, Brooks RA, Barr CD, Case AS, Mutch,IMassad LS. Clinical and pathologic
features of vulvar intraepithelial neoplasia in memopausal and postmenopausal women. J
Low Genit Tract Dis 2010;15:15-9.

Frega A, Sopracordevole F, Scirpa P, et al. idmfection rate of high-risk HPV and the
recurrence rate of vulvar intraepithelial neopld$ilN) usual type after surgical treatment. Med
Sci Monit 2011;17:CR532-5.

Kaushik S, Pepas L, Nordin A, Bryant A, DickinsdO. Surgical interventions for high grade
vulval intraepithelial neoplasia. Cochrane Datalisyst Rev 2011;1:CD007928.

Sideri M, Jones RW, Wilkinson EJ, et al. Squasneulvar intraepithelial neoplasia: 2004
modified terminology, ISSVD Vulvar Oncology Subcoiitiee. J Reprod Med 2005;50:807-10.
Trottier H, Ferreira S, Thomann P, et al. Hurpapillomavirus infection and reinfection in
adult women: the role of sexual activity and ndtumemunity. Cancer Res 2010;70:8569-77.
Interdisziplinare S2K-Leitlinie fiir die Diagndsund Therapie des Vulvakarzinoms und seiner
Vorstufen. Deutsche Gesellschaft fir Gynadkologied uGeburtshilfe, 2009. (Accessed
December 2011, at http://www.krebsgesellschaftaieftoad/leitlinie_vulva_2010.pdf.)

Hampl M, Wentzensen N, Vinokurova S, et al. Carhpnsive analysis of 130 multicentric
intraepithelial female lower genital tract lesidmg HPV typing and pl16 expression profile. J
Cancer Res Clin Oncol 2007;133:235-45.

Jones RW, Rowan DM, Stewart AW. Vulvar intraéleglial neoplasia: aspects of the natural
history and outcome in 405 women. Obstet GynecOb206:1319-26.

Pepas L, Kaushik S, Bryant A, Nordin A, DiclonsHO. Medical interventions for high grade
vulval intraepithelial neoplasia. Cochrane Datatiyst Rev 2011;4:CD007924.

Eva LJ, Ganesan R, Chan KK, Honest H, Lueslgy Differentiated-type vulval intraepithelial
neoplasia has a high-risk association with vuh@lasnous cell carcinoma. Int J Gynecol
Cancer 2009:19:741-4.

Vulvar Cancer Treatment. U.S. National Instisubf Health, 2011. (Accessed December 2011,
at http://www.cancer.gov/cancertopics/pdg/treatriveshtar/HealthProfessional/page4.)

Vulvar Cancer Treatment. Cellular Classificatmf Vulvar Cancer. U.S. National Institutes of
Health, 2011. (Accessed December 2011, at httpWwancer.gov/cancertopics/

pdg/treatment/vulvar/HealthProfessional/page6.)

-22 -



INTRODUCTION

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.
30.

31.

Stage Information for Vulvar Cancer. TNM CatggoAJCC Stage Groupings. National Cancer
Institute, 2010. (Accessed December 2011, at hitww.cancer.gov/cancertopics/
pdg/treatment/vulvar/HealthProfessional/page3.)

Dittmer C, Katalinic A, Mundhenke C, Thill Mjdeher D. Epidemiology of vulvar and vaginal
cancer in Germany. Arch Gynecol Obstet 2011;10./H0WA04-011-1850-9 [doi].

Johann S, Klaeser B, Krause T, Mueller MD. Cangon of outcome and recurrence-free
survival after sentinel lymph node biopsy and lymdénectomy in vulvar cancer. Gynecol
Oncol 2008;110:324-8

Van de Nieuwenhof HP, Massuger LF, Van der Awdé, et al. Vulvar squamous cell
carcinoma development after diagnosis of VIN insesawith age. Eur J Cancer 2009;45:851-6.
McFadden KM, Sharp L, Cruickshank ME. The peasive management of women with newly
diagnosed vulval intraepithelial neoplasia: clihicautcome and quality of life. J Obstet
Gynaecol 2009;29:749-53.

Rodolakis A, Diakomanolis E, Vlachos G, et "lulvar intraepithelial neoplasia (VIN)-
diagnostic and therapeutic challenges. Eur J Gyha@mcol 2003;24:317-22.

Andreasson B, Moth I, Jensen SB, Bock JE. Sdxmation and somatopsychic reactions in
vulvectomy-operated women and their partners. Stiatet Gynecol Scand 1986;65:7-10.

Lai KW, Mercurio MG. Medical and surgical appobes to vulvar intraepithelial neoplasia.
Dermatol Ther 2010;23:477-84.

Shylasree TS, Bryant A, Howells RE. Chemoraatiafor advanced primary vulval cancer.
Cochrane Database Syst Rev 2011;4:CD003752.

Hockel M, Dornhofer N. Vulvovaginal reconstioct for neoplastic disease. Lancet Oncol
2008;9:559-68.

Zeng A, Qiao Q, Zhao R, Song K, Long X. Antatetal thigh flap-based reconstruction for
oncologic vulvar defects. Plast Reconstr Surg 20A7:1939-45.

Bostelaar R, Schaperdoth E, Lunau L, Eming &kBrts T. Wundmanagement in der Klinik.
Ein Ratgeber zum Umgang mit chronischen Wunden. Hannover: Schlitersche
Verlagsgesellschaft; 2006:31-6.

Simcock B. Invasive vulval cancer. In: ObststriGynaecology and Reproductive Medicine;
2008:64-8.

Salgarello M, Farallo E, Barone-Adesi L, et Elap algorithm in vulvar reconstruction after
radical, extensive vulvectomy. Ann Plast Surg 2895.;84-90.

Gray HJ. Advances in vulvar and vaginal catreatment. Gynecol Oncol 2010;118:3-5.

Maier S, Korner P, Diedrich S, Kramer A, Heikle€D. Definition and management of wound
infections. Chirurg 2011;82:235-41.

Jefferies H, Clifford C. A literature review tife impact of a diagnosis of cancer of the vulva
and surgical treatment. J Clin Nurs 2011;10.1113¢5-2702.2011.03728.x [doi].

-23 -



INTRODUCTION

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45,

Han LY, Schimp V, Oh JC, Ramirez PT. A gelatiatrix-thrombin tissue sealant (FloSeal)
application in the management of groin breakdowarahguinal lymphadenectomy for vulvar
cancer. Int J Gynecol Cancer 2004;14:621-4.

Management of vulval cancer. Royal College dfst@tricians and Gynaecologists, 2006.
(Accessed December 2011, at http://www.rcog.orfjlak/rcog-corp/uploaded-
files/WPRVulvalCancerFull2006.pdf.)

Uyl-De Groot CA, Hartog JG, Derksen JG, et @bst-effectiveness and quality of life of
granulocyte-colony stimulating factor (filgrastingfter radical vulvectomy and bilateral
inguino-femoral lymphadenectomy: results of a randed clinical trial. Eur J Obstet Gynecol
Reprod Biol 2004;114:77-82.

De Hullu JA, Van der Avoort IA, Oonk MH, Vanrdéee AG. Management of vulvar cancers.
Eur J Surg Oncol 2006;32:825-31.

Beesley V, Janda M, Eakin E, Obermair A, Battia D. Lymphedema after gynecological
cancer treatment : prevalence, correlates, andosting care needs. Cancer 2007;109:2607-14.
Van der Zee AG, Oonk MH, De Hullu JA, et aln&®el node dissection is safe in the treatment
of early-stage vulvar cancer. J Clin Oncol 200828:9.

Dardarian TS, Gray HJ, Morgan MA, Rubin SC, ®dhTC. Saphenous vein sparing during
inguinal lymphadenectomy to reduce morbidity iniguats with vulvar carcinoma. Gynecol
Oncol 2006;101:140-2.

Gaarenstroom KN, Kenter GG, Trimbos JB, ePaktoperative complications after vulvectomy
and inguinofemoral lymphadenectomy using separabé gncisions. Int J Gynecol Cancer
2003;13:522-7.

Leminen A, Forss M, Paavonen J. Wound comjpdicatin patients with carcinoma of the
vulva. Comparison between radical and modified eatemies. Eur J Obstet Gynecol Reprod
Biol 2000;93:193-7.

Rouzier R, Haddad B, Dubernard G, Dubois P,idPdBJ. Inguinofemoral dissection for
carcinoma of the vulva: effect of modifications ektent and technique on morbidity and
survival. J Am Coll Surg 2003;196:442-50.

Weijmar Schultz WC, van de Wiel HB, Bouma Jns¥ens J, Littlewood J. Psychosexual
functioning after the treatment of cancer of thelvau A longitudinal study. Cancer
1990;66:402-7.

Green MS, Naumann RW, Elliot M, Hall JB, HiggiRV, Grigsby JH. Sexual dysfunction
following vulvectomy. Gynecol Oncol 2000;77:73-7.

Andersen BL, Hacker NF. Psychosexual adjustnadtgr vulvar surgery. Obstet Gynecol
1983;62:457-62.

Thuesen B, Andreasson B, Bock JE. Sexual fomaind somatopsychic reactions after local

excision of vulvar intraepithelial neoplasia. A@astet Gynecol Scand 1992;71:126-8.

=24 -



INTRODUCTION

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

Graziottin A, Serafini A. HPV infection in womepsychosexual impact of genital warts and
intraepithelial lesions. J Sex Med 2009;6:633-45.

Janda M, Obermair A, Cella D, Crandon AJ, Trehil. Vulvar cancer patients' quality of life:
a qualitative assessment. Int J Gynecol Cancer;20@B¥5-81.

Likes WM, Russell C, Tillmanns T. Women's exgeces with vulvar intraepithelial neoplasia.
J Obstet Gynecol Neonatal Nurs 2008;37:640-6.

Jefferies H, Clifford C. Searching: the livexperience of women with cancer of the vulva.
Cancer Nurs 2009;32:E30-6.

Janda M, Obermair A, Cella D, et al. The fumtal assessment of cancer-vulvar: reliability and
validity. Gynecol Oncol 2005;97:568-75.

Dodd M, Janson S, Facione N, et al. Advandivegdcience of symptom management. J Adv
Nurs 2001;33:668-76.

Humphreys J, Lee KA, Carrieri-Kohlman V, et&heory of Symptom Management. In: Smith
MJ, Liehr PR, eds. Middle Range Theory for Nursi8ged. New York: Springer Publishing
Company; 2008:145-58.

Scholz G. Das Tor ins Leben. In. 1 ed. BelkepensGut-Verlag; 2007:5-8.

Leventhal H, Diefenbach M, Leventhal EA. lllee€ognition: Using Common Sense to
Understand Treatment Adherence and Affect Cognitigaractions. Cognitive Therapy and
Research 1992;16:143-63.

Agarwal S, Bodurka DC. Symptom research in gglagic oncology: a review of available
measurement tools. Gynecol Oncol 2010;119:384-9.

Del Priore G, Taylor SY, Esdaile BA, Masch Ram&s Y, Wirth J. Urinary incontinence in
gynecological oncology patients. Int J Gynecol Gar005;15:911-4.

Velikova G, Booth L, Smith AB, et al. Measuriggality of life in routine oncology practice
improves communication and patient well-being: admmized controlled trial. J Clin Oncol
2004;22:714-24.

Snyder CF, Blackford AL, Aaronson NK, et al.nGaatient-reported outcome measures identify
cancer patients' most bothersome issues? J Clinl@6at1;29:1216-20.

Innovative care for chronic conditions: builgliblocks for action: global report. World Health
Organization, 2002. (Accessed December 2011, ap:/fitvw.who.int/chp/knowledge/
publications/icccreport/en/.)

Nationales Krebsprogramm flir die Schweiz 200152 Pflege. Oncosuisse, 2011. (Accessed
December 2011, at http://www2.oncosuisse.ch/pdf/NKH.1-2015 Vollversion_dt.pdf.)

Patrick DL, Ferketich SL, Frame PS, et al. dlal Institutes of Health State-of-the-Science
Conference Statement: Symptom Management in CaRedn; Depression, and Fatigue, July
15-17, 2002. J Natl Cancer Inst 2003;95:1110-7.

-25 -



INTRODUCTION

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

Trotti A, Colevas AD, Setser A, Basch E. Pdtieported outcomes and the evolution of
adverse event reporting in oncology. J Clin On@fl225:5121-7.

Guidance for Industry. Patient-Reported OutcoMeasures: Use in Medical Product
Development to Support Labeling Claims. U.S. Daparit of Health and Human Services,
2009. (Accessed December 2011, at http://www.fdddpavnloads/Drugs/Guidance
ComplianceRegulatorylnformation/Guidances/UCM193p8R)

Bateman E, Keefe D. Patient-reported outcomesupportive care. Semin Oncol 2011;38:
358-61.

Lipscomb J, Gotay CC, Snyder CF. Patient-repodutcomes in cancer: a review of recent
research and policy initiatives. CA Cancer J C02,57:278-300.

Basch E, Goldfarb S. Electronic patient-rembaatcomes for collecting sensitive information
from patients. J Support Oncol 2009;7:98-9.

Basch E. The missing voice of patients in dsafpty reporting. N Engl J Med 2010;362:865-9.
Burke L, Stifano T, Dawisha S. Guidance foruisttly: patient-reported outcome measures: use
in medical product development to support labelifajms: draft guidance. Health Qual Life
Outcomes 2006;4:79.

Revicki DA, Gnanasakthy A, Weinfurt K. Documiegt the rationale and psychometric
characteristics of patient reported outcomes foeliag and promotional claims: the PRO
Evidence Dossier. Qual Life Res 2007;16:717-23.

Kreienberg R, Digel S. Neubildungen von Vulval Wagina In: Reuter P, ed. Springer Lexikon
Diagnose & Therapie. Berlin, Heidelberg: Springéd&

Basch E, Jia X, Heller G, et al. Adverse symp#vent reporting by patients vs clinicians:
relationships with clinical outcomes. J Natl Canicest 2009;101:1624-32.

Corbin JM, Strauss A. A nursing model for checoillness management based upon the
Trajectory Framework. Sch Inq Nurs Pract 1991,5:185

Corbin JM. The Corbin and Strauss Chronic #n&rajectory model: an update. Sch Inq Nurs
Pract 1998;12:33-41.

Senn B, Mueller MD, Cignacco EL, Eicher M. Bdriprevalence and risk factors for
postoperative short-term wound complications invaulcancer: a cross-sectional study. Int J
Gynecol Cancer 2010;20:646-54.

Senn B, Gafner D, Happ MB, et al. The unspakisaase: symptom experience in women with
vulval neoplasia and surgical treatment: a qualgatstudy. Eur J Cancer Care (Engl)
2011;10.1111/j.1365-2354.2011.01267.x [doli].

-26 -



CHAPTER 2:

AIMS AND METHODS

-27 -



AIMS AND METHODS

AIMS AND METHODS

Despite fundamental efforts to improve standardmiistic, medical and surgical therapy for women
with vulvar neoplasid?® adverse events such as surgery-related complisatice commofi® Given

the gaps in the evidence regarding women with vuhemplasia and surgical treatment as discussed in
the introduction section, health care professionalsd new strategies to decrease adverse symptom

events and symptom-related distress by focusing rimbensively on patients’ perspectives.

2.1 Aims

Therefore the aims of this research project were:

(1) To examine period prevalence and risk factors fostgperative short-term wound

complications following surgical treatment of vuh@ancer in a cross-sectional study.

(2) To explore symptom experience, more specificalljnspm occurrence and symptom

distress in women with surgically treated vulvaoplasia in a qualitative study.

(3) To explore women’'s experiences during their cowrdiness for vulvar intraepithelial
neoplasia and its surgical treatment by carryingy @wsecondary data analysis of the

forgoing qualitative study.

(4) To develop and pilot-test the self-administered WANAPRO instrument for monitoring
the post-vulvar-surgery symptom experience andrin&ional needs of women with

vulvar neoplasia.

(5) To examine the occurrence and distress relatedsbgurgery symptoms of women with
vulvar neoplasia during the first week following dpital discharge following vulvar

surgery in a cross-sectional study.

2.2 Methods

2.2.1 Design
To address these aims we used a mixed-methodgalesgaproach, which combined quantitative and
gualitative methods with equal weighting of boththeels. Mixed-methods research is a design with

philosophical underpinnings and methods of inqiiry.
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2.2.2 Methodology and methods of inquiry

As a methodology, mixed-methods research involvedogophical worldviews that guide the
direction of the collection and analysis of datad ahe mixture of quantitative and qualitative
approaches in several phases of the research pforeshe worldview of pragmatism, the actions
taken are purposeful and aim at creating desirécomes’ Pragmatism guided this mixed-methods
research focusing on the primary importance of rdsearch aims stated rather than the methods.
Therefore this research project was oriented tovwahét works in clinical practice’. Both objective
and subjective knowledge and combined deductive moldictive thinking were valued while

analyzing data.

As a method of inquiry, mixed-methods research $eswn collecting and analyzing quantitative and
qualitative data in a single study or series oflsts! The central premise of mixed-methods research
is that the use of qualitative and quantitative rapphes in combination provides a better
understanding of research problems than eitheraphraloné.As the understanding of post-surgical
complications and related symptom experience in &omwvith vulvar neoplasia has received
negligible research attention, a pluralistic apphoaas chosen. With such an approach we intended to
give voice to the patients’ experiences by the medra qualitative approach. Their experiences were

then systematically analyzed in the quantitativegonent of the project.

To address aim 1, the first study of the researofept was a cross-sectional investigation exptprin
the prevalence and risk factors for postoperatitserm wound complications in women diagnosed
with vulvar cancer at University Hospital Berne. dkdssing the research problem from a patient

perspective required adding a secondary form & (taialitative data) to the first study.

To address aims 2 to 5, a sequential exploratoopiyase mixed-methods study (WOMAN-PRO)
was conducted to explore symptom experience anes#l trajectory in women with vulvar neoplasia
and surgical treatment. The first phase of the WOWPRO study included two qualitative studies
with affected women recruited from the Universitpdpital Berne in Switzerland and two German
University Hospitals in Freiburg and Munich. Theeusf interviews to explore important issues
allowed us to discover the concerns of women diagdowith vulvar neoplasia and treated with
surgery. Heideggerian hermeneufies) approach to interpret and understand the mgaiipeople’s
lived experiences, provided the philosophical uporing for the qualitative studies. According to
Diekelmann et al' we used a critical hermeneutic approach to embedhem’s experiences in a
wider socio-cultural context by relating the interfation to additional literature, for example
historical literature about the vulva in a Germaeaking society: Data analysis focused on the
understanding of people, the language and the stiidgxts™® This process aims at uncovering
meanings that may be hidden from social actors $kéres;’ and at generating knowledge, which

contribute to empowerment and chany@his qualitative research enabled us to decortsinitéal
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assumptions about patient experiences and showeatermative ways in which they might be
interpreted? Findings from this qualitative study phase allowsdto formulate relevant instrument
items and were used to develop the WOMAN-PRO insémnt.

In the second phase of the WOMAN-PRO study, thet{pdsted instrument was administered to
affected women from four Swiss Hospitals in the r@am speaking part of Switzerland and four
University Hospitals in Germany. The data collectedre used to examine the psychometric
properties of the WOMAN-PRO and the prevalence yohtoms and their associated distress in

women with vulvar neoplasia and surgical treatnaleming the first 7 days after discharge.
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Abstract

Background

Although clinicians recognize that postoperativeund management in patients with vulvar cancer
(VC) is challenging, the prevalence and risk fastdor different types of short-term wound

complications (WC) remain unclear. The aims of thiady were: (1) to determine the period
prevalence of postoperative short-term WC and d2¥entify risk factors associated with short-term
WCs in patients with VC.

Methods

In a cross-sectional study in a Swiss Universityspital, a sample of 108 patients with VC treated
surgically (and free of WCs at the time of admis¥iovas included. Data were collected

retrospectively from 2007 to 1997 from medical meso using an investigator-developed data
collection instrument to assess risk factors pregipeely and perioperatively and WCs that occurred
within the first 30 postoperative hospital dayseTperiod prevalence of WCs was calculated, and

logistic regression was used to identify risk fastimr WCs.

Results

The median age was 69 years (interquartile rar@@R]}| 21 years). The period prevalence of WCs was
45.4% (49/108), showing at least 1 of 8 assessed @é€ patient within the median hospital duration

of 11 days (IQR, 12 days). The period prevalencectrh type of WC was 31.5% for dehiscence,
12% for hematoma, 6.5% for necrosis, 5.6% for inders, 4.6% for seroma, 1.9% for lymph cysts,

1.9% for malignant wounds, and 0% for disturbesiussformation.

Two significant predictors of WCs were identifiedt®f 14 risk factors examined (P < 0.05). The
odds ratio (OR) for WC increased with the extentsofgical therapy, i.e. from excision to hemi-
vulvectomy and to radical vulvectomy, by a factér206 (OR, 2.6; 95% confidence interval [CI],

1.34-5.14), and, in the case of inguinofemoral lgagenectomy, by a factor of 3 (OR 3.0; 95% CI
1.03-8.76).

Conclusions
The high prevalence of short-term WCs (45.4%) iatdis a need for systematic wound assessment
and early risk-management - especially after helwdatomy, radical vulvectomy and inguinal

lymphadenectomy.
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3.1 Introduction

Although patients with vulvar cancer (VC) have eifint treatment options, care of these patients
remains a challenge with respect to postoperatwana care. The incidence of VC in North America
and Europe is about 1.6 per 100,000 women peraais currently increasing in young worrten.

line with the International Federation of Gynecgland Obstetrics (FIGO) and subject to the tumor
stage, VC surgical treatment consists of wide éxgjdaser therapy, skinning vulvectomy, modified
or radical vulvectomy. Based on tumor staging, (neo-) adjuvant chemaoplyeend/or radiation
therapy may also be indicated. In the past 2 de;agweral surgical modifications have been made to
reduce postoperative morbidity, for example: (Hasate incision approach instead of en bloc radical
vulvectomy and groin lymph node dissection, (2)ieadlocal excision for the T1 lesion of the vulva
instead of radical vulvectomy, and (3) modificatimfrfemoral lymphadenectomy, avoiding deep groin

dissection and preservation of great saphenous vein

Wound complications (WCs) after the surgical treaimof VC can be classified as dehiscence,
hematoma, necrosis, infection, seroma, lymph djsturbed tissue formation and malignant wouhds.
Although WC in VC cause enormous physical and psgohial problems and prolonged hospital stay
as well as high health care costeformation on prevalence and risk factors for mdwwomplications

is sparse. To identify previous studies on WCs @ We performed a literature search in MEDLINE,
CINAHL and the Cochrane database, including alflitsi on patients with VC in the period between
1998 and 2008. The 11 studies identified examin€&f\After a variety of surgical procedures and did
not provide a definition of each WC? Existing literature so far has focused on 2 types\V/C,
namely, wound infection and dehiscence in the regibthe groin and genitalfd:* Studies focusing
on wound dehiscence and wound infections describées from 5% to 85%, depending on the
definition of the WC, the studied VC sample, and #ssessment period of the WE Only 5 of 9
observational studies and 2 randomized experimetidies described a VC sample with more than
100 patient$. * ' > 0f these, only 1 study focused directly on différpostoperative WCs after
vulvectomy® Gaarenstrom et dl.in a retrospective observational study with a demp 101 patients
after a modified radical vulvectomy and bilaterginphadenectomy, reported that 9% had vulvar
wound dehiscence and 17% had groin wound dehiscéftdvulvar) to 4% (groin) had hematomas,

9% (vulvar) to 39% (groin) had infected wounds, 40&bo developed lymph cysts in their groin.
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Gottrup et al® reviewed risk factors associated with surgica sifections (SSIs) across surgical
patients. The patient-related risk factors includidbetes, jaundice, chronic renal failure, poor
physical condition, advanced age, alcoholism, snmpkobesity, poor nutrition, previous radiotherapy
or chemotherapy, as well as medications. Assmusesa® and Lippert’ reported that the risk of
WCs was higher in patients on anticoagulants, inmeuppressants, cytostatics, antiphlogistics, and

psychotropics as well as those with arterial antbus blood disorders.

In 149 patients with VC, Leminen et %alidentified bilateral tumor localization, a nonreai
vulvectomy and a body mass index (BMI) over 25igsificant risk factors for wound infections in a
retrospective observational study examining coragibims after different vulvectomies. In a recent
prospective observational multicenter study exangjtthe safety of sentinel node procedures, Van der
Zee et al? reported a decrease in the number of wound detisdaguinal from 34.0% to 11.7% and
the number of wound infections from 21.3% to 4.5%raexclusive sentinel node dissection without
inguinofemoral lymphadenectomy. Rouzier et'akported in a retrospective observational studi wi
194 patients that a BMI over 24 increased the afskround infection. They stated that age older than
70 years, BMI of more than 24, and the extent ofigiladenectomy increased the risk of wound
dehiscence. Contrary to these results, Gaarensttomif and Carlson et af. reported no increased
risk in women older than 65 years. In a randomicéucal trial designed to compare the impact of
vapor-heated fibrin sealant and sutured wound ooen lower extremity lymphedema after inguinal
lymphadenectomies in 137 patients with vulvar nrsicies, Carlson et Hireported a significantly
higher rate of vulvar infections in the vapor-helfibrin sealent group. The use of a Blake draiis wa
associated with an increase in vulvar and inguimatnd breakdown. There was no significant
increased risk for WCs associated with a BMI of enttvan 30.

Other medical and patient-related risk factorsgdostoperative WCs that are crucial for identifying
those at risk of possible WC and for initiating eefive interventions in the future so far remain
unmapped. Thus, prevalence and risk factors influgnthe occurrence of WCs in patients with VC
remains as two central, yet unresolved issues daitln care professionals involved in post-surgical

care of patients with VC.

The aims of the present study were to: (1) detezrtiie period prevalence of WCs from the first #® th
30th postoperative hospitalization day (short-t&@8) in patients with VC and (2) identify medical

and patient-related risk factors that were assediaith short-term WCs.
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3.2 Methods

3.2.1 Design, sample and setting

Using a retrospective cross-sectional design, thiog prevalence of documented WCs and the
associations between risk factors and short-terns We€re examined. Data were collected from the
medical records of patients with VC in one Swissvdrsity Hospital treated surgically between
January 01, 1997 and December 31, 2007. On avetdgmtients with VC per year were operated on
over the last 11 years in the designated hosfited. sample was comprised of all patients with VC

meeting the inclusion criteria (Table 1).

Table 1.Inclusion and Exclusion Criteria

Inclusion criteria Exclusion criteria

Older than 18 years at the beginning of treatment - Patients with VC treated exclusively with
radiotherapy, chemotherapy, other gynecologic

surgery
Patients independent of FIGO stage or lymph nc - Patients with VC with pre-existing WCs at
status treated surgicaflin the time period of 1997- admission
2007

Stationary hospitalization and vulvar surgery oe on
of two gynecologic wards of the designated hospital

FIGO, International Federation of Gynecology anag®®trics; VC, vulvar cancer; WCs, wound complicagion

& Vulvar surgeries from 1997-2007 were performed tapdardized methods according to the guidelingsesfnan Society
for Gynecology and Obstetri¢&.Since 1997, VC surgeries have been carried out sdtitinel lymph node dissection.
Between 1997 and 2002, the surgery included thel usgainofemoral lymphadenectomy with triple incisi Since
2003, a unilateral inguinofemoral lymphadenectonas\accomplished exclusively, depending on the lympie status.
During the survey period patients got routinely Redivains after complete inguinofemoral lymphadeomgt (drain
removal, if liquid flow rate <20mL).

3.2.2. Instrument, Variables and Measurement

A standardized data collection instrument was dgad because no instrument for assessing short-
term WCs based on medical record review was avaitalFor infections, the US Centers for Disease
Control and Prevention suggests the use of the ®ungical site infection’ (SSI), which must meet
specific criteria and occur within 30 daysBecause to date there is no standard definitioshoft-

term WC, the definitions used in this study wersduhon the SSI criteria.

Documented demographic data, medical and patiémtece risk factors and specific WCs were
captured by this instrument. Development of th&rument was based on a literature review focusing
on criteria, instruments, definitions of the riglcfors, WCs and VC. Three wound healing experts, a
professor of gynecology and 2 clinical nurse spisté& validated the criteria for each item accogdi

to the definitions (content validity). The first thor (B.S.) conducted a pretest with the revised

instrument with the first 10 medical records toedetine if complete and accurate data could be
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retrieved. If there were questions about informatitocumented in the medical record, they were
discussed with experts in the field. Intercoderatelity was tested by two authors (B.S. and M.E.)
independently coding 5 medical records. Their cgdiasulted in a high intercoder agreement

(Krippendorff's alpha = 1).

3.2.3 Demographic characteristics

In addition to the medical and patient-related festors, the following socio-demographic data were
retrieved from medical records: civil status (medri[1], single [2], widowed [3], divorced [4]),
language (German [1], French [2], Italian [3], Spgd], Others [5]), occupation (working [1], retite
[2], housewife [3]), insurance (general [1], senvgte [2], private [3]) and length of hospitalizati
(number of days [1-]).

3.2.4 Medical and patient-related risk factors

Six VC- and surgery-related characteristics wemmnaed: Diagnosis (primary tumor [1], recurrent
tumor [2]), FIGO stage (I-IV [1-4]), surgical thgna (excision-including any kind of excision
technique, skinning vulvectomy or laser therapy flgmivulvectomy-including resection of one left,
right, anterior, or posterior part of the vulva;[2hdical vulvectomy-radical resection or exenterat
with or without flap reconstruction [3]), sentindymph node dissection (no [0])/ yes [1]),
inguinofemoral lymphadenectomy (no [0])/ yes [1exts [2]) and number of eliminated lymph nodes

(number of lymph nodes [1-]).

The following 16 patient-related characteristicsreveecorded: age (years), BMI (kg/m?), diabetes
mellitus (type I, type II, no [0]/ yes [1],), livatisease (chronic hepatitis, cirrhosis or jaundne[0]/
yes [1]), kidney disease (kidney failure, hem digdyor patients after kidney transplant; no [0} ye
[1]), arterial disorders (atherosclerosis, peripharterial disease or arterial hypertension, jbyés
[1]), venous disorders (venous insufficiency, vasie veins or heart failure with leg edema; noyeg
[1]), general condition (good [0]/ reduced [1])c@hol consumption (no [0]/ yes or sometimes [1]),
smoking (no [0]/ yes or sometimes [1]), malnutritinsk (instrument ‘Nutrition risk score’; no = <3
points [0]/ yes 3 points [1]), previous radiotherapy (up to 6 maentiefore surgery, no [0]/ yes [1]),
previous chemotherapy (up to 6 months before suyrgeo [0]/ yes [1]), immunosuppressant
medication (no [0]/ yes [1]), cytostatic medicatipro [0]/ yes [1]) and psychotropic medication (no
[0}/ yes [1]). During the survey period, all patienwith VC underwent surgery routinely got
antibiotics, anticoagulants and anti-inflammatorgdication, so that these medications were not

examined as potential risk factors.

Measurement of all 22 possible risk factors wasbtam information documented in the preoperative

and perioperative records by physicians or nurG@gen that the influence of select medications on
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WCs was also of interest with respect to the pasttjve phase, data on medications were collected

both preoperatively and postoperatively.

3.2.5 Short-term wound complications

Short-term WCs in the operative area were recostedichotomous dependent variables based on
physician or nurse diagnosis. The WCs were operalized as follows: wound dehiscence (presence
[1] or absence [0] for each location of a levell,or Il vulvar, inguinal and combined vulvar and
inguinal dehiscence), hematoma (superficial or deep[0]/ yes [1]), necrosis (demarcated or wet
border-necrosis or necrosis: no [0]/ yes [1]), atfens (presence [1] or absence [0] for each looati

of superficial, deep or organ related vulvar, imgdiiand combined vulvar and inguinal infection),
seroma (serous exudates, ie, serum or lymph irtieavaof the wound area: no [0]/ yes [1]), lymph
cysts (well-defined amount of lymph in a cyst: @/ [yes [1]), malignant wounds (exulcerate or
cicatricial malignant wound: no [0]/ yes [1]) andbtdrbed tissue formations (keloid, hypertrophic

cicatricial tissue or cicatrice contracture: nd s [1]).

Each short-term WC was classified as present aralzhiring the data collection period (first tot80t
post-operative day). To indicate the associatidwéen risk factors and short-term WCs, the 8 WCs

were combined in 1 variable ‘at least 1 of 8 WCs'.

3.2.6 Data collection
Data were selected from the medical and nursingrdscby the first author in the designated hospital

and were directly coded into an electronic data fil

3.2.7 Data analysis

Descriptive data analyses were performed using SPBS (SPSS, Inc., Chicago, IL) including
measures of central tendencies, frequencies, llifihs, medians and interquartile ranges (IQRs)
depending on the measurement level of the variabliest the period prevalence was calculated to
describe the proportion of patients with VC withlaast 1 WC. Second period prevalences were

calculated for each type of WC, considering thafion of wound dehiscences and infections.

Inferential analysis was calculated using SAS 9,1(SAS Institute, Inc., Cary, NC). Logistic
regression was used to explore possible assocsalietween risk factors and the dichotomy outcome
variable ‘at least 1 of 8 WCs’, using generalizetinreation equations to account for the fact thateso
patients had multiple hospitalizations during tlagadcollection period of 11 years. The followingkri
factors were omitted from the model because ohgtiassociations with other predictors in the model
(based on a variance inflation factor of >2): gaherondition, liver disease, immunosuppressant
medication, cytostatic medication, and the numbeaesected lymph nodes. The risk factors kidney
disease, previous chemotherapy and malnutritidowisre excluded because of missing values. To

avoid bias by misinterpreting the interrelationstiptween malignant wounds and tumor stage,
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malignant wounds were excluded from the regresaimalysis. All remaining risk factors (n = 14)
were tested separately in simple regression moBelsause we expected FIGO to be confounded by a
primary versus a recurrent tumor, we entered theraction term of FIGO (I-IV) and diagnosis
(primary and recurrent tumor) in the regressionyais which allowed the effect of FIGO stage on
WCs to be different for diagnosis (primary tumoreturrent tumor). In a second step, all 14 risk

factors were entered in a multiple regression masleich was purged by manual backward deletion.

The study was approved by the ethics committeBetanton Berne. The master list linking the study

ID-number to VC patients was stored in a secureepteparate from the study instruments in order to
guarantee confidentiality.

3.3 Reslults

3.3.1 Sample characteristics

In total, 152 medical records of patients with VEresscreened for eligibility. Seven medical records
were missing and 37 patients did not meet eligibdriteria. A total of 108 patients with VC who
were treated surgically were included in the calttah of WC period prevalence. In this sample, 74
patients were operated on once, 23 twice, 6 thineest 4 four times, and 1 five times. One patient
with a missing BMI value and 2 patients with maklgh wounds were excluded from the regression
analysis. The sample for the regression was 10émat(Figure 1).

152 patients with VC were screened

Excluded:
v 7 missed medical records

A 4

145 patients were screened for eligibility

Excluded:
29 VC patients with solely radiotherapy/ chemothpra;’)

v

or gynecologic surgery, without VC surgery

116 patients

Excluded:
8 patients with existing wound complications at
A 4 admission

A 4

108 patients included in prevalence analysis

Excluded:
2 patients with malignant wounds

106 patients

Drop-out:
1 patient with missed BMI value

\ 4

A 4

105 patients included in regression analysis

Figure 1. Flowchart: Numbers of Included and Excluded Patientswith Vulvar Cancer.

VC, vulvar cancer; BMI, body mass index
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The mainly German-speaking sample of 108 patieiits MC had a median age of 69 years (IQR, 21).
The median length of hospitalization was 11 day3R(l 12). Approximately half of the cases had
FIGO stage | tumors (44.5%) and half of them wel@® stage Il to IV (53.6%). The tumor was
removed in 45.4% of the cases through excisionians4.6% through hemivulvectomy or radical
surgery. A similar proportion of cases receivedeatigel lymph node dissection (47.2%) and

inguinofemoral lymph node dissection (58.3%; Ted)le

Table 2. Demographics, Risk Factors and Medical Characterigts of the Sample (n = 108).

: Frequency, %,
Variables qudian y IOR
Civil state

Married 45 41.7%
Single 12 11.1%
Widowed 32 29.6%
Divorced 3 2.8%
Not documented 16 14.8%
Language
German 102 94.4%
French 2 1.9%
Italian 3 2.8%
Spain 1 0.9%
Occupation
Working 12 11.1%
Retired 52 48.1%
Housewife 30 27.8%
Not documented 14 13.0%
Insurance
General 60 55.6%
Semiprivate 19 17.6%
Private 10 9.3%
Not documented 19 17.6%
Length of hospitalization
In days 11 (median) 12 (IQR)
Diagnosis
Primary tumor 58 53.7%
Recurrent tumor 48 44.4%
Not documented 2 1.9%
FIGO stage
la and Ib (primary tumor) 22 20.4%
Il (primary tumor) 17 15.7%
1l (primary tumor) 12 11.1%
IV (primary tumor) 7 6.5%
la and Ib (recurrent tumor) 26 24.1%
Il (recurrent tumor) 12 11.1%
Il (recurrent tumor) 9 8.3%
IV (recurrent tumor) 1 0.9%
not documented 2 1.9%
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q Frequency,

Table 2. (continued) Mgdiany %, IQR
Surgical therapy

Excision 49 45.4%

Hemivulvectomy 38 35.2%

Radical vulvectomy 21 19.4%
Lymph node dissection

Sentinel 51 47.2%

Inguinofemoral 63 58.3%

Others 1 0.9%
Eliminated lymph nodes

Number of lymph nodes 2 (median) 15 (IQR)
Age

In years 69 (median) 21 (IQR)
BMI

In kg/m?2 27.9 (median) 7.3 (IQR)
Diabetes mellitus

Type | 0 0%

Type Il 16 14.8%
Arterial disorders

Atherosclerosis, peripheral arterial disease ari@atthypertension 46 42.6%
Venous disorders

Venous insufficiency, varicose or heart failurehneg edema 29 26.9%
Alcohol consumption

Yes or sometimes 59 54.6%
Smoking

Yes or sometimes 28 25.9%
Previous radiotherapy

Up to 6 months before surgery 5 4.6%
Psychotropic medication

Yes 32 29.6%

IQR, interquartile ranges; FIGO, International Fatien of Gynecology and Obstetrics; BMI, body masiek

3.3.2 Period prevalence of short-term wound complations

The period prevalence for any short-taMC was 45.4% (49/108). These patients develop&shat 1

of 8 WCs within a median hospital stay of 11 dd@R, 12). The period prevalence for each type of
WC was 31.5% for dehiscence (34/108), 12% for hemat(13/108), 6.5% for necrosis (7/108), 5.6%
for infection (6/108), 4.6% for seroma (5/108),%.%or lymph cyst (2/108), and 1.9% for malignant
wounds (2/108). No patient had disturbed tissumébion. Dehiscences occurred twice as often in the
vulva (n=20) as in the inguinal (n=10) region, dnféctions were more commonly located in the

vulvar region (n=4) than in the inguinal region {nFable 3).
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Table 3.Period Prevalence of Short-term Wound Complicationsn Vulvar Cancer Patients (n = 108).

Variables n %
At least 1 WC per patient

Vulvar and/or inguinal 49 45.4%
Dehiscence

Vulvar and/or inguinal 34 31.5%

Vulvar 20 18.5%

Inguinal 10 9.3%

Vulvar and inguinal 2 1.9%

Location not documented 2 1.9%
Hematoma

Vulvar and/or inguinal 13 12.0%
Necrosis

Vulvar and/or inguinal 7 6.5%
Infection

Vulvar and/or inguinal 6 5.6%

Vulvar 4 3.7%

Inguinal 1 0.9%

Vulvar and inguinal 1 0.9%
Seroma

Vulvar and/or inguinal 5 4.6%
Lymph cyst

Vulvar and/or inguinal 2 1.9%
Malignant wound

Vulvar and/or inguinal 2 1.9%
Disturbed tissue formation

Vulvar and/or inguinal 0 0%

WC, wound complication

& Each short-term WC was documented as presentsentituring the data collection period (1st to 3fiibt-operative day).
The period prevalence was calculated to describeptbportion of vulvar cancer patients with at temse WC within a
median hospitalization period.

3.3.3 Risk factors for short-term wound complicatios

In the uncontrolled simple regression analysis [@&), diagnosis, surgical therapy, sentinel lymph
node dissection, and inguinofemoral lymphadenectorase significant predictors of WCs. Two of
them remained significant in the multiple model W{lEa 5): surgical therapy (P = 0.005) and
inguinofemoral lymph node dissection (P = 0.0449nmpared with patients who had an excision,
those who had hemivulvectomy were 2.6 times mdeelito have a WC. Compared further with
patients who had a hemivulvectomy, those who heatlical vulvectomy were 2.6 times more likely
to have a WCs (odds ration [OR], 2.6; 95% configeimterval [Cl] 1.34-5.14). Patients receiving an
inguinofemoral lymphadenectomy were 3 times mokelyi to have a WC compared with patients
without an inguinofemoral lymphadenectomy (OR, 39%% CI 1.03-8.76). In simple logistic
regressions, the interaction term of diagnosis GO stage was significant (P = 0.004), suggesting
that the association of FIGO and WC differ depegdin the diagnosis. Indeed, a further exploratory

analysis (Table 4) showed that the evidence ofsan@ation between WC and FIGO stage could exist
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for patients who have a recurrent tumor, and natiraary tumor. This could not be corroborated on

the multiple model.

Table 4. Risk Factors associated with Short Term Wound Complications aftr Vulvar Cancer
Surgery: Simple Logistic Regressions (n = 105).

Variables df O(%d;, /(: gtll)os Sgalare p value
Diagnosis

Primary tumor, recurrent (1,2) 1 0.34 (0.16-0.72) 8.00 0.0047
FIGO stage

Primary tumor (I-IV) (n = 58) 1 0.76 (0.45-1.30) 0.99 0.3209

Recurrent tumor (I-1V) (n = 47) 1 1.86 (0.96-3.61) 3.36 0.0667

Surgical therapy
Excision, hemi-vulvectomy, radical vulvectomy (1-3) 1  3.62(1.98-6.62) 17.51 <0.0001
Sentinel lymph node dissection

No=0,yes=1 1 3.35 (1.59-7.06 10.14 0.0015
Inguinofemoral lymphadenectomy

No=0,yes=1 1 598(2.13-16.80) 11.54 0.0007
Diabetes mellitus

Type Il (no =0, yes = 1) 1 1.31 (0.83-2.08) 1.36 0.2443
Arterial blood disorders

Atherosclerosis, peripheral, arterial disease or 1 1.25 (0.59-2.64) 0.33 0.5643

arterial hypertension (no = 0, yes = 1)

Venous disorders

Venous insufficiency, varicose or heart failure 1 0.90 (0.35-2.29) 0.05 0.8249
with leg edema (no = 0, yes = 1)

Age
’ Years (1-) 1 1.02 (0.99-1.05) 1.07 0.3002

Alcohol consumption

No = 0, yes or sometimes = 1 1 1.47 (0.68-3.21) 0.95 0.3298
Smoking

No = 0, yes or sometimes = 1 1 0.71 (0.28-1.82) 0.51 0.4751
Previous radiotherapy

Up to six months before surgery (no = 0, yes = 1) 1 082(0.12-5.65) 0.04 0.8358
Body Mass Index

In kg/m2 1 1.02 (0.96-1.09) 0.38 0.5397
Psychotropic medication

No=0,yes=1 1 1.62 (0.72-3.63) 1.38 0.2396

Cl, confidence interval; df = degree of freedom; BlGnternational Federation of Gynecology and Ctoste
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Table 5. Risk Factors associated with Short-term Wound Complications afteVulvar Cancer Surgery:
Multiple Logistic Regression (n = 105).

Adjusted odds Chi-

. a
Variables df  ratios (95%CI)  Square

p value

Surgical therapy

Excision, hemivulvectomy, radical vult@my (1-3) 1 2.62(1.34-5.14) 7.89 0.005
Inguinofemoral lymphadenectomy
No=0,yes=1 1 3.00 (1.03-8.76) 4.06 0.044

Cl, confidence interval; df=degree of freedom; FIG@ernational Federation of Gynecology and Obitetr

& Model consisted of 14 risk factors: diagnosi$G®lstage, surgical therapy, sentinel lymph nodgedison, inguinofemoral
lymphadenectomy, diabetes mellitus, arterial bldsrders, venous disorders, age, alcohol consompgmoking,
previous radiotherapy, Body Mass Index, psychotromdication.

3.4 Discussion

This study is the first to report period prevalenéar 8 short-term WC and risk factors for WCs in a
Swiss sample. Owing to the definition of WCs usedhis study and the consideration of 8 specific
types of WCs the reported period prevalence (45i4%dt directly comparable with reported WCs of
about 40% in other western countrfe$.*> ** Furthermore, the relatively high prevalence of WCs
may be related to the sample characteristics. Afpmately 30% of the tumors in this study were
stages lll to IV. This explains the high proportiohwomen (58%) who had inguinofemoral lymph
node dissection, which, in comparison with exclassentinel lymph node dissection, is accompanied
with higher prevalence of WCS.* Differences in the type of surgical interventiomymexplain
differences in the prevalence rates of wound dehise and infection in different studies. For
example, Van der Zee et ‘dlexamined the prevalence of wound dehiscence afedtion after
sentinel node biopsy (SLN) dissection alone (n =)26r SLN dissection with subsequent
inguinofemoral lymphadenectomy (n = 47). The premeaé rates of wound infections and dehiscence
in the total sample were 7% and 15%, respectivielfections, 4.5% and 21.3%, respectively, and
dehiscence, 11.7% and 34.0%, respectively, in thd 8issection alone group and in the SLN
dissection with lymphadenectomy group). In commarjsthe sample in this study showed more
extensive surgeries. Thus, compared to Van der éfeal.* a higher WC prevalence could be

expected.

In particular, this study demonstrates that theo3trfrequently observed short-term WCs were wound
dehiscence, hematoma, and necrosis. With a prealeh31.5%, wound dehiscence was the most
frequent WC in this study. This relatively high joer prevalence falls within the range reported in
other studies, which reported 9% to 47% wound aelmce rates in patients with comparable
surgeries: * ** Yet, the definition used in this study covers eactund rupture (level I, Il and IlI),
irrespective of sizé” Such definition is more encompassing than thatd ue the study by

Gaarenstrom et dlin which 17% of patients had a wound disruptioeromore than one third of the
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length of the incision. Therefore, compared withttimn Gaarenstrom et al., a higher prevalence could

be anticipated in the current study.

In contrast to similar studies, the rate of docute@rwound infection (5.6%) was lower. Leminen et
al® reported that 47% of the patients in their studst tvound infections, Gaarenstrom et e¢ported

a 9% rate in vulvar region and 39% in the inguiegiion, Van der Zee et &lreported a rate of 4.5%
after sentinel node procedure and 21,3% after adphectomy, and Carlson et“ah rate of 14% in
vulvar region (33% in the fibrin sealant arm) arsd@in the inguinal region (36% in the fibrin sedlan
arm)® * 3The low rate of infection in the current study nieyrelated to the strict Centers for Disease
Control and Prevention definition used. In conttaghe findings of Gaarenstrom et %in the present
study, both wound dehiscence and infection wereemmommon in the vulvar than the inguinal region.
Wound dehiscence and infection rates may have bsated to the surgical techniques, the Redon
drains and sutured closure after inguinal lymphadesmy used in the participating hospital, or due t
the differences in the prevalence of risk factoughs as tumor localization, urine and fecal

incontinence. These risk factors should be sysieraitrecorded and examined in the future.

In this study, hematoma (12%) and necrosis (6.5%s¢whe second and third most frequent WCs. The
prevalence of seroma was 4.6% in the current siugyph cysts (1.9%) were a relatively rare WC in
the current study, in comparison with a 7% prevegerate reported by Leminen efa@nd a 40% rate
reported by Gaarenstrom et®dMalignant wounds (1.9%) were rare in the currentlg which is
consistent with the previously reported low premake (3%) of malignant wounds in the groin and
genital regiort? Interestingly, no other VC studies examining thevalence of seroma and necrosis
were found. Hematomas, malignant wounds, and lyoysts have seldom been mentioned in other
VC studies despite that they are well-known postaipee WCs and that they require additional
therapies. Another WC, disturbed tissue formatias not observed in this study sample. The
absence of this wound complication was assuredigcegfd by the relatively short duration of

hospitalization (median = 11 days) and the 30-dagsurement period.

Two of the risk factors examined, the type surgit@rapy and inguinofemoral lymphadenectomy,
were significantly associated with short-term W@gHe current study. These findings are consistent
with findings of other studies that reported a Higant association between radical vulvectomy and
inguinofemoral lymphadenectomy and WCs! Leminen et al. reported that modified surgical
techniques decreased wound dehiscence rates bya@@%fections by 28%. Recent studies suggest
that sentinel node dissection in vulvar cancer isate alternative to inguinofemoral lymph node

dissection and reduces the morbidity associated sutgical treatmerf.
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3.4.1 Limitations
Despite reviewing medical records of women who been treated surgically for VC over an 11-year
period, the low incidence of VC resulted in smalinple of 108 women. The small sample limited the

power to detect relationships that may have beatest/with a larger sample.

Given that the data collection was limited to ohlfiospital, the results might not be representatfve
other hospitals. Owing to the retrospective datbection from medical records, mainly nominal
variables were obtained with low information conténformation bias). Nevertheless, a complete and
accurate data collection was performed. An accuestterding of wound location was only possible in
case of infection and dehiscence. The limited sarsjzle allowed no regression analysis per WC type.

Moreover, the study design did not allow for a diggion of causal relationships.

3.5 Conclusions

Acknowledging these limitations, the high prevakemd 45.4% short-term WC and 2 identified risk
factors supported by findings in previous studieidates that focused systematic wound assessments
and early risk management are important componeitse care for women with VC, especially
patients with an increased risk after hemivulvegtomadical vulvectomy, and inguinofemoral
lymphadenectomy. The study results should enabtecieins to better identify patients with an
increased risk for WCs and to provide appropriaterventions. In our hospital, we implemented a
process guideline for regular postoperative mudagilinary wound assessments performed by a
physician, a nurse and a wound specialist in pstiahrisk. Further studies are being developed to

enhance postoperative wound assessment for patightsulvar cancef®

Although other studies described several risk faces predictors for WCs? ' *this study found

only 2 significant predictors, an aspect that resgiifurther investigation. Given the rarity of VC,
international, prospective multicenter studies meeessary to clarify influencing factors on short-
term and long-term WCs. Studies should examinetiaddi risk factors and use uniform definitions

and standardized survey instruments to providetmence base for systematic wound management.
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Abstract

Background

Women with vulvar neoplasia often experience sepest-surgical complications. This study focuses
on symptom experience of women during the firstdnths following surgical treatment for vulvar

neoplasia considering their socio-cultural context.

Methods

In this qualitative study using a critical hermetieapproach, narrative interviews were conducfed.
purposeful sample of 20 patients was recruited flor8wiss and 2 German University Hospitals.
Content analysis was employed to analyze the trdmest interviews considering women’s

experiences and social perceptions.

Results

Narratives showed eight interrelated themes: dedlajiagnosis, disclosed disease, disturbed self-
image, changed vulva care, experienced wound-telggmptoms, evoked emotions, affected

interpersonal interactions, and feared illness m@sgjon. The women experienced a general lack of
information pertaining to above themes and all deed strategies used to handle their situation,
which affected their distress. The communicatiosseasment, and treatment of symptoms were
hampered by the society’s and the health systeemdency to overlook these symptoms and leave

them in the realm of the unspeakable.

Conclusions

Health care professionals need new strategies pposu these women to recognize, assess, and
evaluate the seriousness of symptoms, and to coinatartheir symptom experience so that timely
medical treatment is sought. This support may menpotentially preventable complications and

symptom-related distress.
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4.1 Introduction

Women with vulvar neoplasia often experience seymwst-surgical complicatiorfsput there is
limited research on their symptom experience. Enm tvulvar neoplasia’ comprises the diagnosis of
vulvar intraepithelial neoplasia (VIR)and the diagnosis vulvar canée¥IN is the presence of
abnormal keratinocytes in a woman's external gethitd have the potential to develop into invasive
carcinoma’. Human papilloma virus infection and older age affect the risk of developing vulvar
cancer. About 30-50% of women with VIN or squamous celici@aoma of the vulva will develop
recurrent disease within 2 years of primary treathié Surgery is the standard therapy for women
with VIN and vulvar cancet.” It consists of different surgical treatment methalich as local
excision, laser vaporization, partial or radicallveetomy and an inguinofemoral lymph node
dissection depending on disease stage and the lyogéd involvement. VIN is a premalignant skin
condition and the majority of women with VIN reqaisurgical treatment such as a local excision or a
laser therapy.™ Surgical interventions for VIN cause psychosexmakbidity and impact womens’
quality of life® ° Even relatively small excisions are susceptibleptst-surgical complicatiors.
Although surgical modifications have been madeeuce postoperative morbidity in women with
vulvar cancer? the prevalence of complications, such as 30-70%sraf lower extremity

lymphedemd®*®20-40% wound complicatioffs'® and psychosexual effetts’remain high.

Despite these reported complication rates, to ditk is known about the complication-related
symptom experience of women and how socio-cultuagpects like stigma influence these
experiences. Symptom experience is defined asnpsitigerceived indications of disease or changes in
their biopsychosocial functioning and cognitfdrStudies have shown that a significant proportibn o
cancer patients reported severe symptoms that wetedetected by clinicians during routine
consultationg® 2 Therefore the assessment of symptom experiermedsl in identifying immediate
health care needs and in providing high-qualityeéar® Three previous qualitative studies, showed
that affected women reported symptoms such as wubeeding, odor, pain, itching, burning,
irritation, as well as problems with vulvar selfaemination, leg swelling, sex, body appearance, loss
of control, lack of information, shame, embarrassingouble controlling urine and constipati%?f"f.8
These studies rarely took the socio-cultural cdnteéXluencing women’s experiences into
consideration. In summary, there is very limitedeg@ch on the symptoms of affected patients. We
found no published study that offered a concegraahework and addressed the socio-cultural aspects

of the symptom experience in these women in Gernaanty Switzerland. Therefore, this study will
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contribute to a comprehensive understanding ofstimeptoms and symptom-related experiences by
women during the first 6 months following surgit@atment within their socio-cultural context. The
goal is to identify the main themes, and understtrel meaning of symptoms from a patient
perspective. This knowledge is crucial to improv@mmunication about symptom experience, to
assess symptom experience, to develop intervertiooingprove self-management of symptoms and to

prevent symptom-related complications (e.g. wounfielations) in the future.

4.2 Methods

This qualitative study is part of a larger mixedthwels research project (Clinical Trial ID:
NCT01300663). We used a critical hermeneutic apgpraa identify the relevant individual themes of
women with vulvar neoplasia embedded in a widericsogltural context® Heideggerian
hermeneutics, an approach to interpret and undefstee meaning of people’s lived experientes,
provided the philosophical underpinning. DiekelmaAten and Tanné? described the used critical
hermeneutic process of data analysis, focusingoguage and understanding of people as well as on
the study of texts, in relation to wider socio-omitl aspectd' This process aims at uncovering
meanings that may be hidden from social actors $kéras’®> and at generating knowledge, which

contribute to empowerment and chafge.

The study was approved by the ethical committeeBeohe, Switzerland; Freiburg (No. 385-09) and
Munich (No.412-09), Germany. A sample of affecteshwen was recruited from gynecological wards
or ambulatory clinics/facilities at 1 Swiss (Berre)d 2 German University Hospital's (Munich,

Freiburg) based on the inclusion and exclusiomr&t(Table 1).

Table 1.Inclusion and Exclusion Criteria.

Inclusion criteria Exclusion criteria

Older than 18 years - Cognitive impairments which hinder to make an
interview

Able to read and write German - Concurrently psychiatric treatment

Diagnosis vulvar neoplasia (condyloma - Terminal illness

accuminatum, vulvar intraepithelial neoplasia
pagetoid type, vulvar intraepithelial neoplasia,
melanoma, squamous cell carcinoma)

Vulvar surgical treatment in the last 6 mofiths

& Surgeries were performed with standardized methodsrding the guidelines of German Society for &gogy and
Obstetrics.
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To include a broad range of experiences, women alaseen purposefully considering variation in the
following factors: diagnosis, age groups, time p®iafter surgery, and surgical techniglicghey
were contacted during hospitalization or after lssge and invited to participate in the study by a
physician or a nurse. The first 2 authors contatitedvomen who agreed to participate and conducted
10 interviews each between September 2009 and M¥t@. The 2 nurses, 1 with a Bachelor and 1
with a Master Degree, had experience in gynecodbgiarsing care but neither was involved in direct
clinical care when conducting the interviews. Botre educated in qualitative research and received
extensive interview training and supervision by $eaior researchers. All interviews were conducted
in a private room, according to women’s’ preferenae their homes or in the clinic. Interviews &bt
40-80 minutes (Table 2).

Table 2. Examples of interview questions.

Narrative interviews with open-ended and focused gestions ®

The interviews began by inviting women to tell theirstory:
‘How are you at the moment?’
‘How did you experience the time since your surgery?
The Subsequent questions were guided by patientshswers, such as:
‘Could you tell me more about your bleeding in thivar area?’
Finally the interviewer clarified any unresolved isues using focused questions, e.qg.:
‘How did you handle the vulvar bleeding?’ or
‘Which emotions did you experience during vulvédaling?’ or
‘You mentioned, not having spoken with others alyouwir diagnosis, what type of
communication was hampered?’

& Written informed consents were obtained prior tcheiaterview.

Data collection and analysis occurred in parallgis allowed revision of the interview guide as new
themes emerged. For example, after the first Gvi@es, new questions were added about caring for
the vulva. All women completed a socio-demograptiata form. The interviewer contacted a

physician or a nurse after the interview to gathedical information from medical records.

The data analysis was started after the first @wews and it influenced further analysis. As some
pre-surgical and post-surgical symptoms of parictp were similar and pre-surgical symptoms
affected women’s symptom experience after surgémg, timeframe was included in further data
analysis. All interviews were audio-recorded, t@imed verbatim, and organized in ATLAS.ti 5.6.3
(ATLAS.ti GmbH, Berlin, Germany). Pseudonyms haeet used for participants. Data analysis was
performed using a seven-stage process to idenéfggories, themes and constitutive pattétns.
Critical hermeneutics allowed reflection and intetption of the text and its language. By taking
notes after each interview and by relating texerptetation to additional literature, socio-cultura

aspects during conversation were considered (T3ble
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Table 3.Content analysis conducted in this study.

The seven stage process according to Diekelmannagt(1989)

1. The first 2 authors read all the interview textsdaoverall understanding

2. The first 2 authors summarized each interview adictively identifiedcategories The first 2 authors and the
fourth author with scientific and clinical expegig gynecological oncology and experience in datlie research
analyzed selected transcribed interviews. Dialagueng team members clarified the analyses withgrou
consensus as the goal.

3. The research tedhconsisting of 4 members) with experience in datilie research compared the interpretations of
identified categories for similarities and diffecexs. Discrepancies were clarified by referringi® text. Thesocio-
cultural context was considered by relating interpretation to adl literature (historical, cultural literature.g.
concerning the vulva in a German-speaking sociétlyinvEurope).

4. The research team discussed similar and contragisteanings of the categories, identified and dcabed
relational themes(a theme cuts across all texts). Any disagreemiearitderpretation were resolved by going back
to the text.

5. The research team discussed common meanings byacog@and contrasting the text as well as theimeiahips of
the relational themes and identifiednstitutive patterns (present in all the documents).

6. An external expert in qualitative research reviewetlentire analysis.

7. Suggestions of the research team members regatdirdraft of the final report using sufficient exuts were
incorporated into the final report.

& Five peer group meetings with four qualitativeeash members (B. Senn, D. Gafner, M. Eicher, R.iffiook place
during data collection, to establish some degremtefsubjectivity’® Feedback on the research findings were obtained
from six participants to ensure that participasigsh meaning were represented.

As the translation of the interviews from oral intwitten text and the translation of quotes from
German into English language were subject to inétation, we tried to enhance trustworthiness of
this analytical process. The first 2 authors coreflicall interviews, read all transcripts, and
individually analyzed the transcribed text to théentify and discuss categories. This process t# da
analysis was supervised by the fourth and lastoasittvho are experienced qualitative researchers.
The first author translated the entire analysis apecific excerpts illuminating the practices and
concerns relevant to each woman and prepared aofithie final report in English. Quotes were back
translated. The first and third author, the laitera native English-speaker, discussed the entire
analysis word by word and the draft report duringe3sonal meetings and online to enhance the

representation of participants’ own meaning inttaeslated text.

4.3 Results

4.3.1 Participants

Fifty-five women were screened for eligibility. Ttyi-six were approached for study inclusion and 20
agreed to participate and were interviewed (11émB, 6 in Freiburg, 3 in Munich). Primary reasons
for not participating in the study were being tag¥y or too ill. Pattern recognition occurred aftes
17th interview and no new themes were identifiednduthe last 3 interviews; thus, sampling ceased.

Characteristics of participants are listed (Table 4
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Table 4.Socio-demographic and Medical Characteristics (n = 20

. Frequency, %,
Variables Mgdian y IOR
Age

In years 55.5 (ME) 44.5-72.5 (IQR)
Marital status

Single 4 20%

Married 7 35%

Widowed 6 30%

Divorced 3 15%
Nationality

German 9 45%

Swiss 10 50%

Thai 1 5%
Educational level

10 or less school years 5 25%

More than 10 years 15 75%
Employment status

Working 12 60%

Not working 8 40%
Living arrangement

Alone 8 40%

With the partner and / or children 12 60%
Help with wound management

Without help 15 75%

Help of a health care professionals 3 15%

Help by a non-health care professionals 2 10%
Type of vulvar disease

Condyloma accuminatum 3 15%

Vulvar intraepithelial neoplasia, pagetoid type 1 5%

Melanoma 2 10%

Vulvar intraepithelial neoplasia (Il & I1I) 5 25%

Vulvar squamous cell carcinoma 9 45%
Stage of diseas@nternational Federation of Gynecology and Obsisglri

0 9 45%

la and Ib 6 30%

Il 1 5%

I 4 20%
Recurrent diagnosis 8 40%
Surgical therapy

Local excision 2 10%

Laser-vaporization 9 45%

Partial vulvectomy (ant-, posterior or unilateral) 4 20%

Radical wide excision / vulvectomy (bilateral) 5 25%
Lymph node dissection

Sentinel 9 45%

Inguinofemoral 4 20%

Removed lymph nodes 0 (ME) 0-3.5 (IQR)
Radiotherapy

Adjuvant postoperative radiotherapy 1 5%
Length of hospitalization (in days) 6.5 (ME) 2-10.25 (IQR)

IQR, inter quartile range; ME, median
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4.3.2 Symptom experience

Narratives showed key themes composing the ess¥ngemen’s symptom experience focusing the

postoperative phase: delayed diagnosis, disclossghsk, disturbed woman’s self-image, changed
vulva care, experienced wound-related symptoms,kexl/oemotions, affected interpersonal

interactions, and feared illness progression. Temntified themes were consistent across different
surgical procedures. The pattern present in aliatiges was that women experienced a lack of
information with regard to the above interrelateemes and that all of them used strategies to dandl|
their situation, which affected their distress leW#omen’s symptom experience was affected by the

socio-cultural context and the health care systégufe 1).
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& The conceptual model presents also
the coding scheme, including the
eight interrelated themes (headings
in the white circles) with their
subordinate categories (listing in
the white circles). Women
experienced a lack of information
about the interrelated themes and
all used strategies to handle their
situation, which affected their
distress. Women’s symptom
experience was affected by the
socio-cultural context and the
health care system.

Figure 1. Symptom Experience in Women with Vulvar Neoplasiand Surgical Treatment: A Conceptual Model
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4.3.3 Delayed diagnosis

Eleven of 20 women experienced a delayed diagn®bis.diagnostic delays formed the context for
their experience of symptoms before surgical irgaton. Some delayed visiting the doctor and others
felt that they were misdiagnosed and treated irgppately. Different reasons for a delayed diagnosi
were mentioned. Most women were surprised thateraren occur in the genital area. One mentioned
that if she had known this fact she would have gonine gynecologist earlier when symptoms such
as swelling, pain, itching, pressure, open skist faccurred. Older participants often felt embaseds
and delayed visiting the doctor. Linda, an 80-yadrwoman, with a vulvar intraepithelial neoplasia

grade Il stated:

The others are probably thinking | am crazy. Whaggishe have down there? It is a
stupid place, so that you sometimes have inhilgtionl thought, now it's enough, |
can't stand it any longer, | now have to look, ddn see anything... It looked strange,

bumpy. Then I thought, now | have to go..., ashamédo choice.

Younger women more often felt that they were treéat@ppropriately, e.g. for herpes for months,
although they regularly went to their check-upseybelieved that clinicians ignored their symptoms.
Two women changed doctors on their own initiatigeobtain the correct diagnosis, because their

clinicians had a lack of familiarity with the sigaad symptoms of this rare disease.

4.3.4 Disclosed disease

The symptoms experienced by women with vulvar resial and the location of neoplasia often
remained unspoken. Nearly all women avoided andpbmased the location of their disease with
terms such as, ‘down there’, ‘it’ or 'thing’. Frids, colleagues and neighbors were only told it is a
diagnosis in the ‘lower body aredost women only revealed their diagnosis with mnfation about

the location to 1 close relative, usually a partaattaughter or a sister. Linda said:

| have not told [my daughters] directly. | showdg: tmedical report only to Sarah

[one daughter] who said: ‘This is something | hanever heard of’.

Vulvar neoplasia, an unknown and hidden diseassuinsociety, has been attributed to stigmatized
behaviors such as promiscuity. Women were concetingdothers would attribute their disease to
inadequate hygiene, promiscuity or deformities &y felt uncertain or ashamed. Kathrin, 58 years

old reported:

I think it's somehow so hurtful. They [others] diot have an understanding at all...
[They thought:] Does one get such a thing, if oas tbo much sex or does not wash

oneself?

Participants feared being stigmatized and wereetbee, reluctant to disclose the exact naturédneift

disease.
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4.3.5 Disturbed self-image

The surgical intervention influenced participans€lf-perception of being a woman in mainly 4
dimensions: the appearance of changed female feseteuality, attractiveness and self-confidence.
Depending on the extent of surgery, the women’sri@sons of surgery ranged from an embarrassing
procedure to a disfiguring and mutilating surgefjisabeth, a 46-year-old woman, described her
female genital after a vulvectomy using the woiti®bked totally disfigured... ugly’ and mentioned
feeling embarrassed when anticipating the situadfom partner who would see her vulva. Pamela, 80
years old, even used the strong metaphor of adylgig’ to describe her feelings about the bleeding

wound after vulvar cancer surgery:

I thought, now you're open, like when they killig, put it later closed a little.

Sandra, a 25-year-old woman, described her immmesshen she looked at her vulva after a laser
vaporization with words as ‘dirty’ or ‘unclean’. Ehimpression affected her feelings of attractisne

and self-confidence:

[It] is not beautiful. It eats away a little bit dhe self- esteem.

Harriet, 55 years old even reported that her wlerigale self-image was changed:

When | walk through the city .... | have the feetimgt | am surely the only woman

running around here now with half a vulva. ... | feglomplete.

4.3.6 Changed vulva care

Almost all women reported searching actively fdoimation in order to perform adequate vulva care,
even if they had not reported having a delayedroblpmatic wound healing process. Their personal
hygiene took more time than before surgery. Catamghe female genitalia was done in a variety of
ways and the choice of treatment was trial andreYimmen washed their genitals with a washcloth,
used only the shower, a Bidet or sits baths witthous additives. Emilie, 67 years old, went through
trial and error experiences related to recurrettarucancer surgeries during the last 30 years| unt
she found out which kind of vulva care best supgbthe wound healing process after surgery. She
got the additives from her daughter, who obtairregit from her midwife. Even after her long illness

trajectory, Emilie is not sure if she needs bottitaces (Tanolat and Calendula) in her sits bath:

| first made this with chamomile but chamomile seat [the wound] open.
[Afterwards] the Tanolat..., | put it into the sitath, in warm water.... | put also a
couple of drops [Calendula] into it. | do not kndfdl need both, in any case ... it is

very good.
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4.3.7 Experienced wound-related symptoms
The theme, wound-related symptoms, included symptonthe wound area, the inter-relationships
between emotions and other wound-related symptsgmptom distress, activities affecting wound

healing, and handling wound-related symptoms.

Women experienced and managed different symptontiseirwound area: bleeding, drainage (clear,
cloudy, and purulent), warmth, swelling, rednesajnp itching, unusual odor, burning, altered
sensation, pressure, hardness, open spot (skiotare} scaring, and/or unusual skin color. These
symptoms were affected by activities such as ugnatbowel movements, sitting, wearing clothes,
daily activities in the household and the workplgdable 5). Pamela described her pain during
urination after surgery, her symptom-related dsstyéhe unexpected time frame of the symptom and

how she handled this symptom:

You're passing water and you think that you arening. It hurts so much! That is
sheer madness, because one doesn't expect it.hifdurntow that surgery is over, it
will burn a little bit for a few days, but that waspain. And now, the black tea helped

[relieve the burning pain].

Most women with vulvar intraepithelial neoplasiadarulvar cancer reported that symptoms occurred
and were most distressing during the early posthdige period. Some women had experienced
symptoms and related difficulties in daily life o\several months, especially women with progression

of the disease, a recurrence of the neoplasiacomgplication.

Table 5.Wound-related Symptoms in Women with Vulvar Neoplast and Surgical Treatment.

Symptoms?in the wound area and affected activitie:

Symptoms in the wound area Affected activities
bleeding - urination
drainage (e.g. clear, cloudy, purulent) - bowel movement
warmth - sitting for a period of time
swelling - wearing clothes (e.g. underwear, trousers)
redness - daily activities (e.g. walking)
pain - activities in the household (e.g. cooking)
itching - activities in the workplace
unusual odor
burning
altered sensation (e.g. numbness)
pressure
hardness open spot (skin or suture)
scaring

unusual skin color

& Symptoms occurred and were most distressing dutiegearly post-discharge period. Some women haeérienced
symptoms and related difficulties in daily life oveeveral months, especially women with progressibthe disease, a
recurrence of the neoplasia or a complication.
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4.3.8 Evoked emotions

The unknown diagnosis, the surgery, the locatibe, ¢thanged female genital and the experienced
symptoms evoked feelings of embarrassment, unogytdear, sadness, and tiredness bringing some
women to the limit of their endurance. Seeing thé/a the first time after the surgical treatment
evoked strong feelings. Amanda was ‘shocked’ thet fime she saw the vulva during a follow-up
visit. Most women did not know how to care for the vudwal the common postoperative symptoms to

expect which resulted in fear. Susan diagnosedwalvar intraepithelial neoplasia grade Il stated:

The fact that passing urine can burn, or it is uméortable to sit, or wear pants or
something... that you just want to know, if | h#vs, is it normal? Otherwise ... one

may have fear and think that, | am not within tioenm

4.3.9 Affected interpersonal interactions

For some women, the diagnosis, the surgical tredtianed the postoperative symptoms affected their
intimate and social contacts as well as interastioith health care professionals. Some women
changed their perceptions about intimate contaetstheir behavior in a partnership. Marianne, a

single woman with a vulvar intraepithelial neopéagrade I, reported:

There are some days where | would like to havertnpaagain, but | think | can’t

expect this of someone. With this mindset, | wildvaw completely.

Mary, 37 years old with a vulvar intraepithelialoptasia grade 11l treated with laser vaporizaticasw
living in a partnership. She asked herself why whs affected by the human papilloma virus and

reported:

It is not easy to speak with the partner ... | felilty ...and somewhere you are
always open [in the female genital] ... and thetfitimes after surgery sexuality was
not the same as before ... perhaps you were crampedad not enjoyed [the sexual
intercourse]... it is important to speak with the tp@r and he should be informed ...
yes one relationship [with another partner] was keo therefore [because of the

disease].

Some women minimized the frequency of their costawith friends due to their symptoms

experienced following the surgical treatment. Mamgmen described the importance of social
contacts such as with family members or colleagti¢iseir working place. They described helpful and
difficult situations. Most women felt uncertain alhchow to behave and how to speak about their
disease and their symptom experience. Sandra veefttio work 1 week after laser vaporization as

her doctor had told her to and said:
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| went to work after 1 week, that was really stupdbrking was sometimes difficult,
because you don’'t want to do less than before. atmbdy knew about it [the vulvar
intraepithelial neoplasia]. Perhaps | should hawsdssomething [to my colleagues].
... | have scars from this first surgery, they widlver disappear... If you would have
cared for it [the wound] better, rested, perhapwaduld have no [scars]. ... At that
time | felt mentally not well ... I think it is imgant that you explain it [the vulvar

disease and surgical treatment] ... so that youldtave been protected.

Trying to behave as normally as possible and hitliregdisease possibly influenced the development

of complications and psychological well-being.

In relations with health care professionals sucm@ses, clinical nurse specialists, physicians, an
doctors women reported that some of them helped eléar advice about looking at the vulva for the
first time. Not every woman was told to look at théva during her hospitalization and this discgver
took place at different time points after surgesgmetimes after hospital discharge or at a follg@w-u
visit. Sophia saw her vulva ‘...not until at homeenHl] just took a mirror and looked at the wound.’
Some health care professionals gave helpful recaat®mns concerning the wound management
(e.g. wound sprays); however, other health caréepsionals did not even assess the wound healing

process during the hospital stay. Elisabeth redoitetated:

The day, before | was discharged, | said | wouldllyelike to see what it looks like
down there. No one has looked at me, other thamenie drainage tube was lying,

but no one ever looked at my vagina, after surgery.

4.3.10 Feared illness progression
Many women reported fears about progression otlibease and recurrence of a precancer or cancer.

Sandra, with vulvar intraepithelial neoplasia gradegnosis, said:

This may come back anytime. This is the silly thBwgg, yes, so far I've hoped or

feared a little that there is nothing bad.

Other women associated the neoplasia with a disgaggession, even if it was not yet a cancer

diagnosis. Hannah with vulvar intraepithelial nesh grade Il stated:

Yes, well, cancer, first comes radiation, then abetfmen death. So, these are the first

3 things that come to mind.

When women first obtained their diagnosis vulvaigmal interventions helped to save their life, but
many of them experienced the above mentioned symptnd problems nobody told them before.
Women with recurrent vulvar diseases usually tecatgh repeated surgical interventions described a

illness journey over years. During this journey vammtook several efforts to deal with their problems
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4.3.11 A lack of information & strategies to handlesituations to decrease distress

Every participant described information needs comnog diagnosis, prevention strategies, therapy
procedures, anticipated symptoms, the meaningrapgyms, the wound healing process, strategies to
handle symptoms, or the right time to contact dthezare professional. Before discharge, Kathrin

reported:

When I'm here [at the hospital], someone can alwiagk at it. But when you get

home, you are never able to evaluate it. Shoulntbghe doctor now or not?

Affected women described a lack of information asywdistressing, especially in the first days after

discharge.

All women highlighted ineffective and effective v&ato get the required information and strategies to
handle their situations. They stated that the naffsictive factors were optimism, supportive social
contacts and confidence to cope with difficult @odhetimes overwhelming situations. Sophia found a

way to get information:

| had many conversations with my daughter, sheahlitde idea; she is working in a

cancer clinic and talking to her helped me a lot.

4.3.12 The socio-cultural context and the health ca system
Social values and norms affected women’s conceiitts nggard to the above interrelated themes.
Women for example felt embarrassed to talk aboeir thexual organs to others, especially to men.

Sandra searched for an appropriate term to nameuhex and her disease:

To speak with another woman is easier anyway. Bihere is a man, he has no idea
what a uterus is. He is thinking, woman stuff. Buen | should have explained
something more. What do | say? It is abnormal dellthe vagina? And afterwards,

what will he have in his mind? ... it is somethingtttan be hard to imagine because

you have not seen it. ... You are simply ashamed.
The diagnosis and treatment pushed women to boeaditg's secrecy about vulvar diseases.

In addition healthcare values, norms, and powettiogls shaped concerns with regard to the above
interrelated themes. For example, several womewwsnd assessments were discordant with health
care professional’'s assessments. Kathrin was nmiaged to look at her vulva with a hand mirror. She
recognized 2 weeks after vulvar surgery symptomisifetction, bad odor and pain, but her concerns

were dismissed by nurses:

| feel quite misunderstood. ... So | thought it wary painful. It has now improved. So
last Friday they began to treat these wounds. Betbat, nothing had actually been

done. ... If they checked it, they said: ‘It rea#lynot that bad and it will be all right'.
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Due to the disease it became necessary for wonwheaith care professionals to look at this hidden
part of the female body and to assess symptppsopriatelyso that timely medical treatment was

initiated.

4.4 Discussion

This multicenter study is the first to report knedfje about symptom experience of women with
vulvar neoplasia focusing on the post-surgical phalsile employing a critical hermeneutic approach
and embedding the experiences of women within thegio-cultural context. The major issues that
women faced after surgery were stigmatization eelab the location of their disease, how to care fo
the vulva, and dealing with multiple symptoms. Asseent, communication and treatment of
symptoms were hampered by social taboos which vafvar symptoms in the realm of the

unspeakable. The society and the health care systgenthe tendency to overlook these symptoms.

These findings are in line with Scholz’s descripttbat speaking about the vulva is taboo and evoked
feelings of guil® The vulva is a neglected area of the skin, hidagay by ignorance, with the result
that women with vulvar diseases, are desperatehédp, suffer needlessly and waste money on
inadequate treatmefit.The visible parts of the female genitals have bdestribed as linguistically
invisible with no independent meaniffgThe lack of common vocabulary among health care
professionals and patients may make it more diffitor women to talk about the vulva, vulvar
disease and care. Many of the medical terms usetirbgians may not be understood by women. For
many women it is socially unacceptable to talk apyablems ‘down there’. In our society the social
stigma of vulvar neoplasia threatens the identitgfected women and they fear discrimination. The
control of information and techniques of deceptiare perceived as necessary to prevent
discrimination. To protect one's identity, stigmatl people often use 1 of 2 techniques either gidin
the problem or pointing it odf.Pamela for example pointed her problem out bygiie metaphor of

a ‘bloody pig'.

Consistent with findings in previous studfés? ** *themes identified in this study included changes
in self-image and concerns about sexuality. To owercare for affected women, health care
professionals should explore these issues with taedhgive information on sexual activity or refer
patients for counseling. Management of psychosegfiatts of treatment should inform women on
how the disease and treatment can affect theiradesalf-concept, relationships, and functioning, as

well as long-term consequences and how to overtbese alteration’s: °

Patients need 3 fundamental resources to managesyneptoms and to avoid complicatioHsThey
need to be (1) informed about expected symptomseffiedtive strategies to prevent complications,
(2) motivated to change and maintain daily heathaviors to self-manage their symptoms, and (3)

prepared with behavioral skills to manage their gyms at home.
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Consistent with a recent published art@@enany women in this study reported an informatiap g
about what to expect and how to care for their awwnd to manage their surgical wound. This gap
evoked negative emotional responses, affectedioefdiips and caused potentially preventable
distress. Jefferies and Cliffdfclescribed women’s experiences as ‘searching twal@motions’ and
emphasized their personal informational needs dlsasea need to raise awareness of vulvar cancer
through publicity for women in general and increhaeailability of relevant information. In this sty
affected women reported evoked emotions such asamagsment throughout the course of their
illness. This is probably due to the fact that V#Xd vulvar cancer are rare dise4ds€e$ and
knowledge about the disease in our society andumhealth care system needs to be developed

further?®: 2844

To enable patients to self-manage post-surgic#, ¢ealth care professionals should encourage them
to look at the vulva prior to discharge becauss #ilows explanation of the changes that have
occurred with surgery. Self-assessment is necessary to evaluate symptordsto prevent
complications”*’ Systematic information is essential for pati&hfs to know which symptoms are
part of a normal wound healing process, and whi@y immdicate complications or may indicate
reoccurrence of their cancer and the informatiooukhinclude guidelines for when the health care
professional should be contacted. Without a cleaetstanding of wound healing-related symptoms,
women may worry that many ‘normal’ or ‘expected’'spaperative symptoms mean that their cancer
has reoccurred. Differentiated VIN diagnosis hasnbieequently missed and is associated with rapid
progression to squamous cell carcinath@o date no standard screening programs exist tecde
precursor lesions and, therefore, health care geosishould be aware of the clinical features of

vulvar neoplasig® *2

To date the consequences of delayed consultatioas@ of complications remain unknown, but it can
be estimated that a delay in recognition of eayipgoms of complications or complicated wound
healing leads to a delay in seeking treatment aedefore results in complications that are more
advanced, difficult and costly to treat. For exaemplLangbecker et &f. emphasized that the
assessment, treatment and advice about lower {fmpHedema in cancer patients are important for

early detection of lymphedema.

The study investigating the symptom experience ofmen with vulvar neoplasia and embedding
these experiences in a wider socio-cultural contexd subject to a number of limitations. Recruiting
small and purposeful sample of women at differentdr stages and undergoing radically different
surgical treatments in university clinics limitettransferability of the findings to a larger padidn

of patients and other settingsAs some women, who were considered as being Ittm glarticipate in
the study were excluded, selection bias might reffected the findings. Another limitation of the

study is related to the formulation of the studwlgand the method of data transcription and arglysi
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undertaken by qualitative researchers. The resegchborn and raised in Switzerland or Germany and
the third author an American, have a backgrounderstdnding as nurses and were trained in
advanced practice nursing. Our background certamflyenced the formulation of the study goal and
the data analysis. The experience of an intervewhanged when translated to the written text.
Furthermore language translation from German tdigmgvhich is a form of interpretation could have

influenced the data analysis process.

45 Conclusions

Despite the mentioned limitations, the experienaeshe 20 women interviewed in this study are

indicative of a need for action and change esggarapostsurgical care. Women with VIN and vulvar

cancer at different tumor stages and undergoirfgréifit surgical treatments experienced similar pre-
and post-surgical symptoms, even after minimal siwea surgery. They handled diverse tasks and
gained skills to deal with symptoms throughout tberse of their iliness. Health care professionals
and the socio-cultural context enabled or compdidathe handling of symptoms. Physical and
psychosocial symptoms as well as informational sesxm to be apparent over months. In line with
Jefferies and Clifford’s finding€ even if diagnosis and appropriate treatment isdoit seems to be

a lonely journey for women diagnosed with VIN otwar cancer.

This study is a first step in developing a concapltamework of symptom experience of women with
vulvar neoplasia. The data provide a foundatiodeeelop a self-report measure to help women with
vulvar neoplasia recognize, assess, and evaluaeséniousness of symptoms so that medical
treatment is sought in a timely manner. This meastould be employed to monitor symptom
experience in clinical studies and in the routiheical follow-up of patients. Furthermore healtire
professionals should facilitate patients' ability communicate tabooed symptoms by providing

structured information on expected symptoms.
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Abstract

Background

The vulvar intraepithelial neoplasia (VIN) is aeaachronic skin condition that may progress to an
invasive carcinoma of the vulva. Major issues dffecwomen’s health were occurring symptoms,
negative influences on sexuality, uncertainty comiog the illness progression and changes in the
body image. Despite this, little is known about vems experiences throughout their course of
iliness. Therefore the aim of this study was tocdbs the experiences of women with VIN during

their illness trajectory.

Methods

In a secondary data analysis of the foregoing tpiade study we analyzed eight narrative interviews

with women with VIN. We used thematic analysis ambination with critical hermeneutics.

Results

Central for these women during their course ofetln was a sense of ‘Hope and Fear. This
constitutive pattern reflects the fear of recureebat also thérust in healingThe narratives showed
women’s experiences during their illness occurrefivie phases: (1) There is something unknown; (2)
One knows, what it is; (3) It is treated and shdwdl; (4) It has effects on daily life; (5) Meanleht
works. These phases showed many women (1) ha@ adabhcorrect diagnosis; (2) despite having a
diagnosis women did not know what they sufferednfrd3) experienced a high uncertainty in
decision-making during treatment, (4) VIN had arpatt on their physical and psychosocial level,
and (5) that the women learned over time to dedh wheir illness. Women’s experiences were
influenced twofold, by their feelings of ‘embarraent’ and in ‘dealing with health care

professionals’.

Conclusions

Current care seems to lack adequate support forawamith VIN to manage these phases. We suggest
based on our study and the international literathee new models of counseling and providing

information need to be developed and evaluated.
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Zusammenfassung

Hintergrund

Die vulvare intraepitheliale Neoplasie (VIN) istnei seltene chronische Krankheit, die zu einem
invasiven Karzinom der Vulva fortschreiten kannnyome von VIN, negative Auswirkungen auf
die Sexualitat, die Ungewissheit der Krankheitsérkiung und Korperbildveranderungen wurden
von betroffenen Frauen als die schlimmsten Begksteeinungen benannt. Zum Erleben des
Krankheitsverlaufes bei VIN ist jedoch wenig bekanfiel dieser qualitativen Studie ist es, das

Erleben von Frauen mit VIN wahrend dem Krankheitswd darzustellen.

Methoden

In einer Sekundaranalyse der qualitativen DatenVd®MAN-PRO Studie wurden acht Interviews
mit Frauen nach chirurgischen Eingriffen bei VINttels thematischer Analyse und in Kombination

mit kritisch hermeneutischer Reflexion ausgewertet.

Resultate

,Bangen und Hoffen' stellt ein grundlegendes Mustar und beinhaltet die stets vorhandene Angst
vor Rezidiven sowie die Hoffnung, dass die Therayikt. Es zeigte sich aufgrund der Analyse eine
Darstellung des Krankheitsverlaufs in finf PhasBa: ist etwas Unbekanntes', ,Man weiss, was ES
ist', ,ES wird behandelt und soll heilen’, .ES hatuswirkungen' und ,Mittlerweile geht es'. Diese

Phasen beschreiben, dass viele Frauen (1) eine sgét inkorrekte Diagnose erhielten, (2) trotz
Diagnosestellung nicht wussten woran sie litter), di& Behandlung beschwerlich war, (4) VIN

Auswirkungen auf der kérperlichen und psychosonidi®ene hatte und (5) die Frauen mit der Zeit
lernten, mit ihrer Krankheit umzugehen. Der Krantdwerlauf wurde durch das Gefiuhl der Frauen
,Sich dafir schdmen’ beeinflusst, auch das Themat Fachpersonen umgehen’ spielte eine

massgebende Rolle.

Schlussfolgerungen

Die gegenwartige Behandlung und Pflege scheintdframit VIN nicht ausreichend zu unterstitzen,
um diese Phasen adaquat zu bewaltigen. Wir empfétalsierend auf Ergebnissen unserer Studie und
der internationalen Literatur neue Modelle der Barg und Information zu entwickeln und zu

evaluieren.
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5.1 Einleitung

Die vulvare intraepitheliale Neoplasie (VIN) istnei seltene chronische Hautveranderumtip zu
einem invasiven Karzinom fortschreiten k&nmie VIN stellt fir die betroffenen Frauen ein
einschneidendes Erlebnis dar und geht mit negathesmwirkungen auf Lebensqualitat und Sexualitat
sowie mit Schmerzen und Einschrankungen im Alltadper? Die Inzidenzrate von VIN hat seit den
1970er Jahren zugenommen und liegt derzeit beio5100’000 Frauef.VIN (ehemals VIN 2/3
genannt) wird in zwei Typen, die klassische unddifiierenzierte VIN, unterteilf.Die klassische VIN
ist mit 90-98% die haufigere Form und betrifft Feaudie durchschnittlich 30 Jahre alt sind. Zuddm is
das Auftreten einer klassischen VIN mit dem HumaRapilloma Virus (HPV) assoziiert, welches
primér (ber Geschlechtsverkehr (bertragen ille differenzierte VIN ist mit 2 bis 10% die
seltenere Form. Ihr Auftreten ist nicht mit HPV @&gert, betrifft mehrheitlich éltere Frauen unchge
haufig aus einer vulvaren Dystrophie (z. B. Lict8#derosus) hervot.> Symptome, die auf einen der
beiden VIN-Typen deuten, kénnen Juckreiz, SchmerBeannen, Pigmentstérungen und palpable

Veréanderungen sein. Rund 40% der Patientinnenjsitath beschwerdefréi.

Die am meisten verbreiteten chirurgischen Behamdlarbei VIN sind die CO2-Laserevaporisation,
die Skinning Vulvektomie und die lokale Exzisib®epas et dlbeschrieben in ihrer Meta-Analyse
Hinweise, dass die Anwendung der Imiquimod-Crenie I(gkaler Immunmodulator) fir die Heilung
von VIN wirksam ist. Jedoch treten bei deren AnwergiNebenwirkungen wie Schmerzen, Brennen,
Juckreiz und Hautrétungen aufnnerhalb von 36 Monaten erleiden 30% der Frawech einer
Therapie bei der klassischen VIN einen Riickfdlie Kosten fiir einen einfachen chirurgischen
Eingriff bei VIN in Deutschland betragen durchsdtiich 1560€°

Herkunft, Ubertragungsweise und mogliche Auswirkemgon HPV scheinen HPV-positiven Frauen
nicht immer klar zu seitf. HPV-Infektionen lésen bei betroffenen Frauen Angst Krebs und vor
Verlust der Fruchtbarkeit adsDie Art und Weise der Information durch Fachpeesospielen bei
der Entwicklung dieser Angste eine massgebendeeRolf® HPV-induzierte Krankheiten kénnen
einen bedeutenden Einfluss auf die Sexualitt daudh haben, sind mit Stigmatisierung, Scham und
Unreinheit konnotiert und kénnen in der PartneridReagen nach Treue und Ehrlichkeit auslé¥en.
Nach chirurgischen Eingriffen an der Vulva haber dirauen ein erhohtes Risiko fur eine
Verminderung der Lebensqualitat und der partnefdiceen Zufriedenheit. Sie leiden haufiger unter

Depressionen und ihr Kérperbild kann gestort S&i:t’
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Unter Einfluss christlicher Werte wurde die Sextdliange Zeit nur innerhalb der Ehe und zur
Zeugung eines Kindes gutgeheissen und ansonst&iiatie bewertéf. Obwohl das 20. Jahrhundert
eine Liberalisierung der Sexualethik in Europa mith brachte, sind die christlich gepragten
Uberzeugungen weiterhin wirksdmDiese prégen die Bedeutungszuschreibungen dermydie aus
biologischen, emotionalen und symbolischen GrinalenSchlisselorgan der Erotik und Sexualitat
gilt.** Im Rahmen religivser Uberzeugungen wurde und diedv/ulva als heiliger und heilender, aber
auch als Ort der Siinde und des Bdsen bezeichmét. diesen gewichtigen Bedeutungen ist die Vulva
ein besonders stigmatisierter Bereich des weibticlk@rpers. Vielen Frauen ist die korrekte
Bezeichnung ihrer Vulva unbekannt. In einer Schesistudie zur Prévention von sexuellem
Missbrauch bei Kindern im Kindergartenalter im #1997 wurde festgestellt, dass die meisten

Madchen keine Bezeichnung fiir ihre Vulva kanrften.

Bisher wurde das Erleben einer VIN und deren Auswigen auf Lebensbereiche wie Arbeit,
Freizeitaktivitaten oder Familie in drei qualitaiv Studien beschrieben. Senn €t &leschrieben das
Erleben von Symptomen nach chirurgischen Eingritben Frauen mit vulvaren Neoplasien in der
Schweiz und in Deutschland. Betroffene Frauen warstaunt tber die Lokalisation der Krankheit
und wussten nicht, wie sie Symptome handhaben uadWwlinde pflegen sollten. Die Autoren
schlussfolgerten, dass soziale Tabus die Kommuoikatlie Diagnose und die Behandlung der
vulvaren Beschwerden erschwerférnn einer US-amerikanischen Studie beschriebens.iieal 2
dass betroffene Frauen die Diagnosestellung eitildr als schockierend erlebten. Die Patientinnen
erwahnten das Gefuhl von Kontrollverlust, da siedeveden Virus, noch die (wiederkehrenden)
Zellveranderungen beeinflussen konnten. Rickfatleé wiederholte Biopsien waren fir die Frauen
belastend® Auftretende Symptome, negative Auswirkungen aaf Skexualitét, die Ungewissheit der
Krankheitsentwicklung und die Kérperbildverdndereimgwurden von betroffenen Frauen als die

schlimmsten Begleiterscheinungen von VIN benénnt.

Weitere qualitative Studien, welche die Erfahrungen Frauen mit VIN im zeitlichen Verlauf des
Therapieprozesses darstellen, sind notwendig, utrolBenen eine ganzheitliche, systematische und
prozessorientierte Betreuung anzubieten. Eine soBhitreuung ermoglicht es, Frauen mit VIN
wahrend dem Krankheitsverlauf ihren Bedurfnissetsgrechend zu unterstitzen. Ziel dieser Studie
ist es, das Erleben von Frauen mit VIN in deremKheitsverlauf zu erforschen und darzustellen. Die
Forschungsfrage lautet: Wie erleben Frauen mituohischen Eingriffen bei VIN den Verlauf ihrer

Erkrankung?
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5.2 Methoden

5.2.1 Studiendesign

Bei dieser Studie handelt es sich um eine Sekundiise der qualitativen Daten der WOMAN-PRO
Studie (Klinische Studiennummer: NCT01300663). DMOMAN-PRO Studie, welche einem
sequentiell explorativen Mixed-Methods Design felgtliente der Entwicklung eines konzeptuellen
Modells zur Beschreibung von Symptom-Erfahrungaer2Q narrativen Interviews wurden Frauen mit
VIN oder Vulva Karzinom nach ihrem personlichendbdn der Krankheit und ihrer Behandlung
befragt?* Die Analyse der Symptomerfahrungen machte deyttiaBs sich diese in Abh&ngigkeit des
zeitlichen Verlaufs veranderten. Daher wurde ernésign, diesen Aspekt in einer Sekundéaranalyse
genauer zu analysieren. Acht der 20 interviewteru&n hatten VIN. Deren Interviews wurden in die

Sekundaranalyse einbezogen.

In dieser qualitativen Studie, wurden Interviewdtefs thematischer Analyse in Kombination mit
kritisch hermeneutischer Reflexion analysiert. Dreematische Analyse ist eine Methode zur
Identifizierung, Analyse und Beschreibung von Thenuwad Musterri? Die kritische Hermeneutik
behélt die Patientin im Fokus des Geschehens dlektrert das gesprochene Wort sowie die daraus
resultierenden Handlungen innerhalb des institetlen und gesellschaftlichen Rahméhs™* Die
kritisch hermeneutische Reflexion und Textanalysent sich an den hermeneutischen Zirkel an,
einem methodologischen Prozess, bei dem zum Eemielimes vertieften Verstandnisses einzelne
Textpassagen immer wieder mit dem gesamten Texlivkeen werderd’ Laut Berman et &f wird

mit dieser Methode Wissen mit Potential zu Verdadgen in der Praxis generiert. Die Kombination
der thematischen Analyse mit der kritisch hermesebhén Textanalyse nach Diekelmann ef’al.
ermoglicht es, die Analyseresultate systematischudéellen und die Daten in einem Forschungsteam

kritisch hermeneutisch zu reflektieren.

5.2.2 Untersuchungsgruppe und -ort

Fur die WOMAN-PRO Studie wurde eine zielgerichtetgersuchungsgruppe von Frauen mit einem
breiten Erfahrungshintergrund (verschiedene Altensgen, Diagnosen, operative Eingriffe und
unterschiedliche Zeitpunkte nach dem chirurgiscBagriff) bei vulvdren Neoplasien gewahlt. Die

Rekrutierung fand in den ambulanten oder stationdkbteilungen eines Schweizer und eines
Deutschen Universitatsspitals zwischen dem 1. &dme 2009 und dem 31. Marz 2010 statt. Ein-

und Ausschlusskriterien fir diese Sekundaranaliygkis Tabelle 1 aufgelistet.
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Tabelle 1.Ein- und Ausschlusskriterien fur Teilnehmende der Fégestudie

Einschlusskriterien Ausschlusskriterien

Alter > 18 Jahre - Kognitive Einschrankungen, die ein Interview
verunméglichen

Deutsch mundlich und schriftlich - Aktuelle psychiatrische Behandlung
beherrschen
Diagnose einer VIN - Terminale Krankheitsphase

Chirurgische Behandlungen einer VIN

VIN, Vulvére intraepitheliale Neoplasie

5.2.3 Rekrutierung der Studienteilnehmerinnen

Pflegende und Arzte der gynédkologischen Abteilunigeider Kliniken informierten die Patientinnen
uber die WOMAN-PRO Studie. Die Erst- und Letztaurtdcontaktierten interessierte Patientinnen,
instruierten diese uber den Ablauf der Studie uiedidormierte Einwilligung. Anschliessend wurde

ein Interviewtermin vereinbart.

5.2.4 Datensammlung

Insgesamt 8 Interviews der WOMAN-PRO Studie wurdi@ndie Sekundaranalyse genutzt. Sechs
fuhrte die Erstautorin in der Schweiz durch. Zwegitere Interviews fuhrte die Letztautorin in
Deutschland durch. Beide Interviewerinnen sind abidet in qualitativer Forschung und diskutierten
die Interviewtechniken mit erfahrenen Forschendeie Interviewerinnen hatten Erfahrung mit
gynéakologischer Pflege, waren aber nicht in died¥lder Interviewteilnehmerinnen involviert. Die
Interviews fanden je nach Wunsch der Patientinnen ilbtnen zu Hause oder im Spital unter
Beachtung der Intimsphére statt. Der Interviewdeieh wurde von der Letztautorin entwickelt, dessen
Inhalt und Verstandlichkeit von zwei ForschenderGebiet der gynékologischen Onkologie beurteilt
und wo notig Uberarbeitet. Die Interviews umfasdtesgen zum aktuellen Befinden der Frauen sowie
zu ihren Erfahrungen mit der Diagnose und der Behagy. Eine Frage zum Krankheitsverlauf war
nicht Bestandteil des Leitfadens. Bei inhaltlich@nklarheiten wurde nachgefragt. Die Interviews
wurden auf Tonband aufgenommen, Wort fur Wort tabgrt und mit Hilfe von ATLAS.ti 6.2.26
(ATLAS.ti GmbH, Berlin) strukturiert. Alle Intervies dauerten 40 bis 80 Minuten. Anhand eines
Fragebogens wurden soziodemographische Daten ru, &ivilstand, Nationalitat, Ausbildung und

Berufstatigkeit erfragt. Aus den PatientenaktendgarAngaben zu Diagnose und Therapie erfasst.

5.2.5 Datenanalyse
Die acht Interviewtexte wurden thematisch analy&emd kritisch hermeneutisch reflektiéttZiel
der thematischen Analyse in Anlehnung an die ktitisermeneutische Reflexion war, Kategorien,

wiederkehrende Themen und grundlegende Muster demtifikation subjektiver Sichtweisen des
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Krankheitsverlaufes sowie von Verhaltensweisen Wemauen mit VIN zu erkundef. 2 Die

Analyseschritte sind in Tabelle 2 dargestellt.

Die WOMAN-PRO-Studie und die Sekundéaranalyse wurdem der Kantonalen Ethikkommission
Bern und der Ethikkommission der Universitatsklinik Freiburg im Breisgau (Nr. 385-09)
gutgeheissen. Die Teilnehmerinnen wurden vor detertiew Uber ihre Rechte aufgeklart und
unterzeichneten eine Einverstandniserklarung. Rerstamen und Ortsangaben wurden beim

Transkribieren anonymisiert.

Tabelle 2.Die Analyseschritte nach Braun & Clarke (2006) in Anlelnung an das Vorgehen
nach Diekelmann et al. (1989)

Phase Prozessbeschreibung

1. Bekanntmachung mit den Die Erst- und Letztautorin lasen alle transkribierteterviews mehrmals

Interviews durch, um einen Uberblick iiber die Interviewinhaliegewinnen.
2. Erarbeiten erster Die Erstautorin fasste besonders aussagekraftigagas aus den Interviews
Kategorien zusammen und identifizierte erste inhaltliche Katen. Das

Forschungsteam, bestehend aus der Erst-, Dritt-Latdtautorin, diskutierte
die Inhalte sowie die Bedeutungen dieser Kateganehsuchte im Dialog
nach einem Konsens.

3. Suchen nach Die Erstautorin identifizierte, basierend auf dendgarien, wiederkehrende
wiederkehrenden Themen Themen, die in allen Interviews auftraten. Die Midker des
Forschungsteams diskutierten Ahnlichkeiten und Véiplérche in den
gefundenen Themen. Um soziokulturelle Hintergriindeséezu verstehen,
wurde zusatzliche Literatur recherchiert.

4. Wiederkehrende Themen Die Mitglieder des Forschungsteams ordneten undieken die
und grundlegende Muster wiederkehrenden Themen. Sie suchten nach Zusamngarhawischen den
identifizieren wiederkehrenden Themen und nach grundlegenden Mugteschliessend

Uberpruften sie die grundlegenden Muster wiederurohdBeiziehung der
Interviewtranskripte.

5. Themen und grundlegende Die Erstautorin benannte und definierte Themen unddjegende Muster.
Muster definieren und Die Zweitautorin (Externe Expertin) prufte die Analgsgebnisse und
benennen beurteilte das Verhéltnis zwischen den wiederkehrefitiemen und

grundlegenden Muster.

6. Verfassen des Manuskripts Die Erstautorin verfasste einen Entwurf des Manusgknipit Zitaten. Diesen
sandte sie zur Begutachtung an die anderen Auterirfréische
Kommentare wurden diskutiert und Ergebnisse daraudanuskript
angepasst.

@ Der Analyseprozess wurde in sechs Analysetreffiérdem Mitgliedern des Forschungsteams und in Ttneffen mit funf
weiteren qualitativ Forschenden diskutiert. Letteerglichen bei den Treffen jeweils ihre Analygmdmisse mit
derjenigen der Erstautorin und suchten dabei ndwili¢hkeiten und Unterschieden.

5.3 Resultate

5.3.1 Demographische und medizinische Daten
Alle 8 Teilnehmerinnen wurden auf Grund einer VINrargisch behandelt. Sechs Teilnehmerinnen

stammten aus der Schweiz, zwei aus Deutschland=faisen waren durchschnittlich 49 Jahre alt. Aus
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den Interviews ging hervor, dass die Frauen zurtpdekt des Interviews zwischen 3 Monaten und 9

Jahren an VIN litten. Weitere demographische undinn@sche Daten sind in Tabelle 3 aufgelistet.
Tabelle 3.Demographische und medizinische Daten

Variablen Haufigkeit

Alter (zwischen 2£-80)
In Jahrel 49.25 (Mediar
Zivilstand
Ledig
Verheirate
Geschiede
Leben in einer Partnerschaf
Je 7
Nein
Ausbildung
Weniger als 10 Schuljatr
Mehr als 10 Schuljah
Berufstatigkeit
Ja
Pensioniel
Diagnost
Klassische VIt 7
Differenzierte VIN
Rezidive von VIN
Erstdiagnos
Rezidiv
Operation
Laserevaporisatic
Skinning Vulvektomi
Art der Hospitalisation
Ambulant (< 24h
Stationar 24h’
Hospitalisationsdauer stationar
Tage (zwischen-3 Tage 2 (Median

5.3.2 Ergebnisse der Interviews

Basierend auf den Interviewtexten stellte sich lierdass das Gefihl ,Bangen und Hoffen' fiir viele
Frauen mit VIN immerwahrend war, zumal sie stetsdai Angst lebten, ein Rezidiv zu erleiden, aber
auch hofften, dass die Therapie wirke. ,Bangen wuffen’ als fortwahrendes Geflihl ist ein
grundlegendes Muster des Modells des KrankheiaswErivon Frauen mit VIN (Abbildung 1). Weiter
zeigte sich aufgrund der Analyse eine Darstellungs dKrankheitsverlaufs in finf

aufeinanderfolgenden, sich teilweise Uberlappermtasen: ,Da ist etwas Unbekanntes’, ,Man weiss,
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was ES ist', ,ES wird behandelt und soll heilef£S, hat Auswirkungen* und ,Mittlerweile geht es'. In
diesen Phasen zeigt sich, dass Frauen mit VINlamge Krankheitsgeschichte beschreiben, bevor sie
eine Diagnose erhielten. Trotz Diagnosestellungeétisn Frauen nicht gewusst zu haben, woran sie
litten. Betroffene Frauen erlebten die Behandlulsgbeschwerlich und sie beschrieben, VIN hatte
Auswirkungen auf der korperlichen und psychosoridibene. In den Interviews kam auch zum
Ausdruck, dass die Frauen mit der Zeit lernten, mier Krankheit umzugehen. Wahrend des
Krankheitsverlaufs wurden die Frauen vom GefuhthSaafiir schamen‘ begleitet und Fachpersonen
beeinflussten den Krankheitsverlauf massgeblicle finf Phasen des Krankheitserlebens stellen
zusammen mit ,Sich daftr schamen’ und ‘Mit Fachpeesr umgehen’ die wiederkehrenden Themen

dar. Kategorien bilden die in Abbildung 1 dargdttal Subthemen der funf Phasen.

Abbildung 1. Erfahrungen von Frauen mit vulvaren Neoplasien wahrad des Krankheitsverlaufs.?

& Das grundlegende Muster ,Bangen und Hoffen' beihalie stets vorhandene Angst vor Rezidiven sowie die
Hoffnung, dass die Therapie wirkt. Die funf Phasen Kemnkheitsverlaufes: ,Da ist etwas Unbekanntes’, ,Man
weiss, was ES ist’, .ES wird behandelt und soll hejlgeS hat Auswirkungen‘ und ,Mittlerweile geht es' drdie
Themen ,Sich daftr schamen' sowie ,mit Fachpersonemehen' beschreiben die wiederkehrenden Themen.
Kategorien bilden die Subthemen der fiinf Phasen.
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5.3.3 Bangen und Hoffen

,Bangen und Hoffen* beschreibt ein zwiespaltigedsi®Bk das den Krankheitsverlauf besonders pragt
und wahrend allen Krankheitsphasen immer vorhanden,Bangen‘ beinhaltet die Angst vor
Rezidiven, vor weiteren schmerzhaften Behandlungkss die VIN nicht heilt und zum Krebs
fortschreitet, dass man stigmatisiert oder vom rieartverlassen wird. ,Hoffen' beschreibt die
Zuversicht, dass die angewandte Therapie nutzg dees Krankheit mit der néachsten Behandlung
bekampft werden kann und dass keine weiteren Rezaliftreten. Fir Frau Jdulagen Bangen und
Hoffen nahe beieinander. Aktuell hoffte sie, ihgerten Zustand moglichst beibehalten zu kénnen und

dass die Krankheit nicht fortschreitet. Sie bapgtiech, dass Rezidive wieder auftreten kénnen:

Jetzt geht es mir eigentlich gut, da ich weisssdamsveit alles in Ordnung ist. [Aber]
das kann immer wieder kommen. Das ist der Mistmlara Bis jetzt habe ich schon

gehofft, oder ein bisschen gebangt, dass es ngdftimmes ist.

5.3.4 Die funf Phasen des Krankheitserlebens

Die Phase ,Da ist etwas Unbekanntes' beschreilet,dié Frauen die Hautverdnderungen feststellen,
sich in &rztliche Behandlung begeben und wie digtéddarauf reagieren. Frau Jaun entdeckte eine
Wucherung, die brannte, schmerzte und die ihremiMe nach ,hasslich“ und nach ,Hautkrebs*
aussah. Sie wandte sich mit ihrem Leiden an ders&tati Dieser verwies sie an den Hautarzt,
welcher sie wiederum ins gyndkologische Ambulatoriveiterwies. Frau Jaun erhielt relativ schnell
eine Diagnose. Frau Beer, Frau Egger und Frau Skedsrhreiben hingegen eine lange Phase der
Behandlung ohne dass die VIN erkannt worden wérau Beer wurde Uber mehrere Monate mit
Antibiotika-Crémes und Frau Egger zwei Jahre larngAntimykotika behandelt. Frau Sieber hatte
vier Jahre lang eine wunde Stelle an der Vulvawuadie von ihrem Gynakologen immer wieder mit

verschiedenen Cremes vertrgstet, die ihr nichehalFrau Sieber sagte tber ihren Gynékologen:

Der wusste nicht, was das ist!

Die Phase ,Man weiss, was ES ist' beinhaltet deitraien, in dem die Frauen die Diagnose erhalten
und Uber ihre Krankheit informiert werden. Es kes&in, dass betroffene Frauen bis zu diesem
Zeitpunkt bereits eine mehrjahrige Leidensgeschibinter sich haben, die Diagnose bei Symptomen
auf Anhieb korrekt gestellt wurde oder es sich ume €ufallsdiagnose handelt. Trotz der Information
Uber die Krankheit benutzten die Frauen die geB®zeichnung ihrer Krankheit VIN nicht. Frau Jaun
sprach von ,Zeug’, Veranderung der Haut' oder  Haabs'. Frau Giger erlauterte, es seien ,nicht
gute Zellen mit verschiedenen Vorstufen' und daesas ,der letzten Vorstufe' erkrankt sei. Die
Bezeichnung ,ES' in der Abbildung stellt diese Nanhesigkeit der Krankheit dar.

! Bei samtlichen Patientinnennamen handelt es sicRsendonyme
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Die meisten Frauen bemangelten, dass sie wed&raokheitsentstehung noch zum weiteren Verlauf
genugend Informationen erhielten. Frau Giger hg&mne gewusst, ,was auf mich hatte zukommen
kénnen'. Frau Jaun erganzte, dass die erhalterfemmationen widerspriichlich und verwirrend

waren:

Jedesmal wird irgendetwas anderes erzahlt. Einstadie Ursache das, einmal das...

Ich weiss gar nicht mehr, was richtig oder falssh i

Die Phase ,ES wird behandelt und soll heilen' gd#éLErfahrungen mit den operativen Behandlungen
und der Therapie mit der Imiquimod-Créme. Symptavddrend der Heilungsphase nach operativen
Behandlungen waren Schmerzen, Brennen, Wundsek®latungen, Entziindungen, offene
Wundréander, Beschwerden wéahrend der AusscheidudgimSpannungsgefihl beim Sitzen. Einige
Frauen fihlten sich psychisch geschwécht. Die Symetwurden als sehr beschwerlich bezeichnet.
Als eines der unangenehmsten Symptome, nannterereefRrauen das Brennen beim Wasserldsen.

Frau Sieber bezeichnete diese Schmerzen als dimswien ihres Lebens:

Wasser losen, das war wirklich ganz, ganz schlioiche Schmerzen hatte ich in

meinem Leben noch nie!

Frau Egger beschrieb Erfahrungen mit der ImiquirGoedme und erzéhlte, dass sie nicht schlafen
konnte und bei der Arbeit ,bése und aggressiv' veuildie Créme brannte und juckte so stark, dass sie
das Gefihl hatte, ,die Hande auf den Ricken bindanmuissen, um nicht alles wegzukratzen. Frau
Jaun erlauterte, dass sie wegen der Créme an ,\afamumgsstérungen’ in Form von
Hypersensibilitaten litt. Kaltes Wasser filhlte sehig kalt an und Gerédusche in normaler Lautstarke

nahm sie unangenehm laut wahr.

Die Phase ,ES hat Auswirkungen‘ beschreibt die aldexlenen Auswirkungen der Erkrankung auf
den Alltag von Frauen mit VIN. Die Krankheit hat gwirkungen wahrend der Behandlung, wahrend
der Heilungsphase und nach abgeschlossener Thehdglst den Auswirkungen auf korperlicher
Ebene (z.B. Schmerzen, Narben) gibt es auch Auswgdn auf soziokultureller Ebene. Letztere
treten im Bereich der Arbeit, der Hobbies, der mamchaft und der Lebensplanung auf.
Auswirkungen auf die Arbeit dusserten sich beispieise durch lange Absenzen. Frau Egger stérte

bezlglich Hobbies, dass sie keinen Sport treibemtieound dadurch ihre Kondition verlor:

Sport kannst du keinen [machen]. Du kannst niclggggm gehen, nicht Fahrrad
fahren, nicht Ski fahren. Du kannst nichts! ... Marliert in zwei Monaten die

Kondition!
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Zu den Auswirkungen auf die Partnerschaft erzadflgal Xantia, dass sich bei ihr die ,sexuelle Lust
ziemlich zuriickgebildet' hatte. Wegen den Schmeilzeim Geschlechtsverkehr habe sie sich davon
,[distanziert’. Frau Egger berichtete, dass eindareaschaft an der Krankheit ,zerbrochen ist’. VIN

hatte fur Frau Egger auch Auswirkungen auf ihredredplanung. So waren die Krankheit und die

Behandlungen fiir sie nicht mit der Griindung eiramitie vereinbar.

Ich finde, um ein Kind zu bekommen solltest dumgesein.... Ich hatte immer das
Gefihl, irgendwie in Behandlung zu sein ... Ich hg#ekeine Zeit gehabt, mich auf

eine Familie einzustellen.

Die Phase ,Mittlerweile geht es' stellt dar, wieaken mit VIN lernen, mit ihrer Krankheit
umzugehen. Sie beschreiben gelernt zu haben, Sgmaptach chirurgischen Eingriffen und bei
Behandlungen mit Imiquimod zu handhaben und fir sioe Strategie im Umgang mit VIN gefunden
zu haben. Frau Giger berichtete, wie sie festetedlass sie das Brennen reduzieren konnte, wenn sie

im Stehen Wasser loste. Dank dem konnte sie daptSymkontrollieren, was sie erleichterte:

Ich habe bemerkt, dass mir [beim Wasser I6sen ehesi wohler ist. Wenn ich mich
[dabei] nach vorne beuge, fliesst das Wasser nitigr die Wunde herab. ... Jetzt

kann ich wenigstens wieder Wasser losen.

Frau Hirt hatte lange Erfahrung mit VIN und wusstass ,wenn es jucke oder brenne, dann soll ich es
zeigen kommen‘. Dieses Wissen erlaubte ihr eingegiénd normales Leben zu fuhren, jedoch bei
auftretenden Symptomen schnell und korrekt zu Handeotz der immer bestehenden Ungewissheit
sagte Frau Jaun, dass sie mit der VIN einigermaas&chtkomme. Ihre Strategie im Umgang mit der

Krankheit war die Ablenkung und die Hoffnung, dagswieder gesund wird:

Man weiss nicht, was jetzt noch alles kommt. ... Abitterweile ist es eigentlich

gegangen. ... Man lenkt sich ab, man macht etwasesfiend] hofft auf das Beste.

5.3.5 ,Sich dafir schamen’ und ‘mit Fachpersonen ugehen’

Die zwei Themen begleiten die Phasen des Kranldntsens und kénnen wéhrend dem gesamten
Krankheitsverlauf immer wieder auftreten. Bezeialthdlir die beiden Themen ist, dass sie mit
zunehmender Erfahrung der Frauen mit VIN tendelhareBedeutung verlieren. ,Sich dafur schamen'
beinhaltet das von den Frauen gedusserte ScharhgBRilwird einerseits durch die Lokalisation,
andererseits durch die Art der Ubertragung der Kmait hervorgerufen. Mehrere Frauen erwahnten,
dass die Lokalisation der Krankheit ein ungutesi@leforderte, weil sie beim Erlautern der Krankheit
gegenuber Mitmenschen Uber ihre Schamlippen spmaniissten. Frau Beer schamte sich so, dass sie
sich nicht wagte, zum Gynakologen zu gehen. Esstlid Schmerzen unertraglich wurden, sagte sie

sich ,jetzt musst du dich nicht schamen, jetzt netgss gehen!* und vereinbarte einen Termin.
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Die Tatsache, dass VIN durch HPV verursacht unditsdmrch Geschlechtsverkehr Ubertragen
werden kann, l6ste Schamgefihle aus. Fir Frau Bggedie Diagnose einer Geschlechtskrankheit
etwas Schmutziges und Verrufenes. Sie beflirchdats andere sie deswegen verurteilen kdnnten und

schamte sich, an VIN erkrankt zu sein:

Far mich ist das [die Geschlechtskrankheit] etwazdkiges, etwas Verrufenes. ...
Was denken die anderen? Am liebsten niemandem ,sadass es eine

Geschlechtskrankheit ist ... Ich schame mich, désdiese Krankheit habe.

,Mit Fachpersonen umgehen' beschreibt ein Kontinuoacth welchem Frauen mit VIN die Qualitat
der Begegnungen mit Fachpersonen zwischen sehiestdnwnd unterstitzend erlebten. Viele Frauen
sehnten sich nach einer Vertrauensperson. Jedotdnggees ihnen durch die wechselnden
Assistenzarzte und die kurz bemessene Zeit dercBgirenden oft nicht, eine vertrauensvolle

Beziehung mit dem Arzt aufzubauen und ihre Anliegebesprechen. Dazu erzahlte Frau Giger:

Man hat jedes Mal einen anderen Ansprechpartnern Mann kein Vertrauen zu
einem Arzt aufbauen, weil jedes Mal jemand anddeesst. Also das ist fir mich

eigentlich das Schlimmste gewesen... Ja, man féhlnght aufgehoben.

Mehrere Frauen mit VIN fuhlten sich durch pauschalssagen der Arzte mit ihren Anliegen und
Beschwerden nicht ernst genommen. Frau Egger vetanitas Einflhlungsvermdgen in ihre Situation
bei einer Verlaufskontrolle wéahrend der Therapi¢ mmiquimod. Wegen starken Nebenwirkungen
konnte sie die Creme nicht so lange wie vorgesbhrieauftragen und wurde deswegen von einer
Arztin getadelt. Das war fir Frau Egger entmutigeratletzend und loste Wutgefiihle gegeniiber der

Arztin aus:

Zeitweise haben sie mir gesagt: ,Frau Egger, Sissaii es [die Creme] mindestens
sechs Stunden drauf haben.” Dann héatte ich amthebgesagt: ,Haben Sie es auch

schon mal drauf gehabt? Wissen Sie denn, wie ts is

Im Gegensatz dazu erlebte Frau Sieber die AusklanffFachpersonen als sehr hilfreich. Sie wandte
sich mit ihren Beschwerden telefonisch an die amanitel Gynékologie, wo sie Auskunft darlber

erhielt, wie sie das Brennen beim Wasser |6serziedkn konnte:

Sie [das Personal im Spital] haben gesagt, man &dmahrend dem Sitzbad Wasser

I6sen. ... Das hat wirklich geholfen.
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5.4  Diskussion

Diese Studie beschreibt anhand einer thematischealyge unter Beachtung der soziokulturellen
Hintergrinde das Geflihl ,Bangen und Hoffen' undclkiel Phasen Frauen wahrend des Verlaufs einer
VIN erlebten. Die Themen ,Sich daftr schamen’ uiit,Fachpersonen umgehen‘ begleiteten das

Erleben der Krankheitsphasen und spielten einetigeifRolle.

,Bangen und Hoffen' und ,Sich daflir schamen’ veegirdrei psychosoziale Hirden von VIN. Erstens
handelt es sich um eine Krankheit im Bereich delv&uDie Vulva ist fur betroffene Frauen und fir
Fachpersonen nach wie vor ein Tabubereich und deweR fehlt eine umgangssprachliche
Bezeichnung® ?* Zweitens wird VIN zu einem grossen Teil durch Géschtsverkehr iibertragen und
ist dadurch bei den betroffenen Frauen mit Unreinimed Scham konnotietf. Drittens ist VIN eine
Vorstufe invasiver Karzinome. Diese Information Rkahei betroffenen Frauen Angst vor Krebs
auslosen. ,Krebs' geht fir viele Menschen mit desrstellung von beschwerlichen Chemo- und
Radiotherapien, einem langandauernden Leiden mtadfesen und Schmerzen und schlussendlich
einem qualvollen Tod einhét Personliche Uberzeugungen, wie eine Krankheittand® kommt und
wie damit umgegangen wird, spielen dabei eine nwmsyle Rollé® Durch die hohe

Wahrscheinlichkeit eines Rezidivs kann die AngstKiebs immer wieder aufflammen.

Das Erleben der verschiedenen KrankheitsphasenWiinsowie der Umgang mit Fachpersonen
zeigen deutlich, dass VIN eine Ubersehene und ammt& Krankheit ist, dass Frauen mit VIN ein
Informationsdefizit haben und sie wahrend dem Khaitsverlauf eine konstante Ansprechperson
bendtigen. Die Hauptschwierigkeit in der Phase if2a&twas Unbekanntes’, besteht darin, dass Arzte
die von den Frauen angegebenen Symptome nichtrexkesder nicht ernst nehmen und Frauen diese
aufgrund einer wahrgenommenen Stigmatisierung raakteichend aussern. Mogliche Griinde dafur
sind das ungenaue Hinschauen und das Uberseha&tuldel oder, wie einige Frauen erlauterten, die
Unkenntnis der Arzte beziiglich der VIN Symptome sDaformationsdefizit von Frauen mit VIN
beziglich ihrer Krankheit wird in der Phase ,Manisge was ES ist' beschrieben. Laut der
Association of Reproductive Health ProfessionalRK#®) betragt die Wahrscheinlichkeit einer HPV-
Infektion wahrend dem gesamten Leben 75-90%. HR®&ktionen verlaufen meist ohne Symptome,
heilen in rund 92% der Falle innerhalb von zweiftirsf Jahren spontan ab und werden meist nicht als
Krankheit erfahred.?” Dieses Wissen kann die negative Bedeutung derh@esitskrankheit und die
Angst vor der Weiterentwicklung zum Karzinom reduen'* Frauen mit VIN sollten demnach bei
der Diagnosestellung Uber Herkunft und Bedeutumgkdankheit informiert werden, um Geflihle wie
Scham und Angst vor Krebs oder Stigmatisierungngeru halten. Braun und Gavyeschrieben,
dass das ,Konzept' der Krankheitsentstehung fUuémamit zervikalen intraepithelialen Neoplasien
anhand angepasster Information normalisiert werkigmn. Das ,sich normalisieren‘ scheint ein

wichtiger Schritt im Verlauf der Krankheit zu seifiel ist es, dass diese Normalisierung mdglichst
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schnell nach der Diagnosestellung eintritt, umdfégne Frauen im Umgang mit ihrer Krankheit zu
bestdrken und sie zur Phase ,mittlerweile geht as’ fihren. Nebst dem Informationsdefizit
bezeichneten es einige Frauen als etwas vom Schtienmnkeine vertrauensvolle Beziehung zu den
Fachpersonen zu haben. Sie wiinschten sich, daBpdfaocnen Bezugspersonen darstellten, die sich
mit der Krankheit auskennen und mit welchen offespgochen werden kann. Wie auch in der Studie
von Likes et al® waren sich Fachpersonen dieser Rolle oft nichtusstvund bagatellisierten
beispielsweise Symptome. An dieser Stelle wareBeiratungskonzept mit einer Advanced Practice
Nurse (APN) nach Hamric et &l.denkbar, die sich in ihrem Arbeitsbereich auf HRNWd VIN
spezialisiert hat und wissenschaftlich ausgebilist Eicher et af® beschrieben in einer
systematischen Review, dass das Konzept einer B&sae Nurse positive Auswirkungen auf das
physische und psychosoziale Wohlbefinden von Frawiemrustkrebs haben kann. Dies kénnte auch
bei einer APN spezialisiert auf HPV und VIN der IFs¢in. Jedoch muss der wissenschaftliche
Hintergrund dazu erst erarbeitet und die Infornregimedirfnisse von Frauen mit VIN, um sie in all
ihren Krankheitsphasen angepasst unterstiitzen moekq) anhand weiterer Studien in Erfahrung

gebracht werden.

Im Rahmen dieser Studie entstanden zahlreiche Rratie nicht beantwortet werden konnten. So
stellt sich aus historischer Sicht die Frage, ifevie die Stigmatisierung weiblicher
Geschlechtsmerkmale, insbesondere der Vulva beohtMirkennen, Ubersehen oder Bagatellisieren
von Symptomen von VIN durch Fachpersonen eine Rslielt. Aus gesundheitspolitischer
Perspektive ware interessant zu untersuchen, in weé ein foderalistisches und dezentrales
Gesundheitssystem, wie jenes der Schweiz, die Bdkenund korrekte Behandlung von seltenen
Krankheiten wie VIN beeinflusst. Auch wére es ietmant, den Einfluss des in den letzten Jahren
vermehrt aufgekommenen Diskurses beziglich der Hfungen auf die Wahrnehmung des HPV

als Geschlechtskrankheit ndher zu betrachten. Bieggen stellen Inhalte fir weitere Studien dar.

Limitationen dieser Studie sind die kleine Untefsugysgruppe und die Tatsache, dass es sich um
eine Sekundaranalyse von bereits bestehenden iewsnhandelt. Die Sekundaranalyse bringt mit

sich, dass einseitige Aussagen und Verzerrungehnt migsgeschlossen und nicht weiter elaboriert
werden kdnnen. Zudem enthielt der Interviewleitfadeine spezifischen Fragen zum Erleben des

Krankheitsverlaufes. Weiter wurden Frauen mit VIze chirurgischen Eingriff, ausgeschlossen.
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5.5 Schlussfolgerungen

Trotz den genannten Limitationen zeigen die Erfagam von Frauen mit VIN wéahrend dem
Krankheitsverlauf einen Verbesserungsbedarf inMEmsorgung. Das Erleben von VIN basiert auf
dem Grundgefiihl ,Bangen und Hoffen‘. Wesentlicheodéide zum Krankheitsverlauf wurden in finf
Phasen zusammengefasst, welche von den Themen ¢&fdin schamen’ und ,Mit Fachpersonen
umgehen’ begleitet werden. Die gegenwartige Behargdund Pflege scheint Frauen mit VIN nicht
ausreichend zu unterstutzen, um diese Phasen adagbawaltigen. Daher empfehlen wir basierend
auf der internationalen Literatur und unseren $tueligebnissen neue Modelle der Beratung und
Information zu entwickeln und zu evaluieren. Wat&tudien konnen dazu beitragen, die Bedeutung
von VIN innerhalb des soziokulturellen, gesundipatgischen und historischen Kontextes

detaillierter zu beschreiben.

Wir danken (1) den Studienteilnehmerinnen fir i@féenheit, (2) den Fachpersonen der Universitatskdn
Bern und Freiburg fir den Zugang ins Forschungsfg(®) Dr. Elisabeth Spichiger fiir die fachliche
Unterstltzung, (4) den Studienkolleginnen der Usitégt Basel fir den Fachaustausch und (4) Frau Higw
fur die graphische Darstellung der Resultate.

Teile der Studie wurden finanziell durch die Krelns€éhung Schweiz unterstitzt (KFS 02456-08-2008. D
Autorinnen deklarieren keine Interessenskonfliktbaben.
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Abstract

Objectives

The aims of this study were to (1) develop a WOMeth vulvAr Neoplasia — Patient-Reported
Outcome (WOMAN-PRO) instrument to measure womeistfulvar-surgery symptom experience
and informational needs, (2) examine the contetitlitya of the newly developed WOMAN-PRO

instrument, (3) describe modifications based oatjésting, and (4) examine the content validity of

the revised instrument.

Methods

In a mixed-methods research project (Clinical Tridt NCT01300663) a new instrument was
developed according to the PRO guidelines, as lwegmrt instrument assessing women’s symptom
experience and informational needs after surgreatment of vulvar neoplasia (vulvar intraepithelia
neoplasia and vulvar cancer) is available. Pasditip were recruited from 1 Swiss and 2 German
University Hospitals. The instrument was develofpeded on literature searches, expert feedback
(n=9) and patient interviews (n=20). Thirty-sevéems were first pilot-tested by patients (n=6) and
experts (n=6). The revised 36 items were pilote@dty patients (n=4). The content validity index
(CVI) for each item and for the entire instrumergsacalculated. Content validity for the WOMAN-
PRO instrument is defined as the extent to whietng on the scale represent the symptom experience

and informational needs of patients with vulvarpiasia.

Results

The initial pilot test showed an excellent scalel ®&sed on patient (CVI = .98) and expert feedback
(CVI =.92). After revising 6 items based on lowiwidual item CVI's and participant comments, the
revised WOMAN-PRO showed excellent item and scafgent validity (CVI=1.0).

Conclusions

The newly developed patient reported outcome instnt has the potential to guide patients and
clinicians in assessing symptoms, informationaldsesnd related distress. Use of the WOMAN-PRO
instrument in clinical practice can offer patiegtddance in self-assessment and early recognifion o
symptoms. This can decrease women’s uncertaintytabgmptoms and reassure their decision-
making about when to seek health care provideruatian. It can provide clinical experts with

systematic information about key symptoms from diepa perspective, and women’s unmet
informational needs. If the results of further gsymetric testing are promising, the WOMAN-PRO

will provide an outcome measure for clinical trials
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6.1 Introduction

The term vulvar neoplasia includes vulvar intraeglial neoplasia (VIN)and vulvar cancerVulvar
neoplasia is an uncommon disease with increasioglénce rates in Europe and in the United
States® * In Germany the incidence rate of VIN was estimatetie 7 per 100°000 women per year
and vulvar cancer occurs at a rate of 2.5 per T@@omen per yearVIN can affect women at any
age, however it is more common under the age 6f 5Bigh grade VIN is associated with human
papilloma virus (HPV) infection and may progressnivasive diseaseThe mean age of vulvar cancer

diagnosis is 72 yeafsWomen with VIN and vulvar cancer have a high reznce rate of 30-40%2

Although vulvar neoplasia includes different dissassurgical treatment is the standard therapy for
women with VIN and vulvar cancér.'® Different surgical treatment methods are used ther
treatment of vulvar neoplasia such as local excjsskinning vulvectomy, laser vaporization, partial
or radical vulvectomy and inguinofemoral lymph natissection depending on disease stage and the
lymph node involvement. Based on tumor staging, ioadinterventions, (neo-) adjuvant

chemotherapy and radiation therapy may be indicated

Studies investigating clinician-reported outcomasvilvar neoplasia showed that recent surgical
modifications have reduced postoperative morbititywomen with vulvar canceéf,but the rates of
the post-surgery complications such as lower estydgmph edema (30-70%5;**wound dehiscence
(10-30%), infections (5-409%5)*" and psychosexual effettd’ remain high.

Even minor surgical interventions for VIN causeggibal and psychosexual morbidity and impacted
women’s quality of lifé 2 One randomized clinical trial included 30 womertha¥IN and reported

no statistically significant differences in diseaseurrence and adverse events in women treatéd wit
carbon dioxide laser (CO2 laser) versus ultrasenigical aspiration (selective removal of diseased
tissue) after 1 year follow-up. Eleven of 30 womtead disease recurrence after 1 year. Several
adverse events were reported: (1) pain (all padit), (2) scars (n=5), (3) dysuria or burning n=7
(4) an adhesion (n=1), (5) infections (n=4), ancthass (n=4f' A 2-year prospective study included 7
women after surgical treatment for VIN. Women sdogoorly on quality of life and sexual

functioning score&?

Despite these complication rates, to date littlleniswn about patients’ complication-related symptom
experience (e.g. odor as a symptom of a possiblend/dnfection) and their informational needs.

Symptoms are defined as patients’ perceived indicatof disease or changes in their biopsychosocial
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functioning, sensation or cognitiéh.Symptom experience includes 2 common dimensiorth wi
symptom occurrence (frequency and severity) agdigaitive dimension, and symptom distress as the

emotional dimensiofi*

The main challenge in understanding the symptonemempce of women with vulvar neoplasia is the
absence of a conceptual and psychometrically squosl-vulvar-surgery instrument specifically
designed to assess the full range of key symptonfarmational needs and related distress. Patient
reported outcome (PRO) data on post-surgical symptare important since patients may use
different criteria than clinical expeftsto assess the surgical wound healing processhentigatment
efficacy with respect to improvements in co-mortiédi and, therefore, may disregard potentially
serious symptoms. An inadequate assessment of egmpand informational needs may impair
patient self-management and influence health cadsidns and the use of health care seniites.
Consequently, the assessment of symptom experemdenformational needs is crucial to identify
patients’ immediate health care needs in the piavisf high-quality caré” ?® The aims of this study
were (1) to develop a Patient Reported Outcomeumsnt for WOMen with vulvAr Neoplasia
(WOMAN-PRO), (2) to examine the content validity tbk newly developed WOMAN-PRO, (3) to
describe modifications based on pilot-testing, éddto examine the content validity of the revised

instrument.

6.2 Methods

6.2.1 Study design

This study is part of a larger mixed-methods redearoject (Clinical Trial ID: NCT01300663). The
development of the WOMAN-PRO closely followed thB@® guidelines with 4 phases: ADA
gualitative study describing symptom experience aadds considered important by patients with
vulvar neoplasia, based on interviews with 20 pasieinformed the instrument developm&hthis
article will focus on the development processeglases A and B, while phases C and D including

psychometric testing are ongoing.

6.2.2 Development of the WOMAN-PRO

The development process (Figure 1) followed thalgfiaed phases, process steps and procedures
recommended in the PRO guidelines. During the ptojgdated guidelines were publistiédVe
adopted our project to this new version where fssie.g. defining a primary endpoint for the

research application and documentation of thermpnediry instrument development.

6.2.2.1 Phase A: Identify concepts & develop a ephgal framework
Process step:1Determine intended population & research applioa. The reason for developing a
WOMAN-PRO assessing symptom experience of womesr &ftlvar surgical treatment was two-fold.

On one hand, the instrument was developed to lekinsginical practice. The goal is to use it téoim
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patients about expected symptoms following vulvangsry, to improve patient-health care provider
communication about women’s symptom experienceprindtional needs and to prevent surgery-
related complications (e.g. wound infections) dgrafinical follow-up by supporting self-management
and by influencing health care decisions and thee afshealth care services. On the other hand, the
WOMAN-PRO - if the psychometric properties provebi® acceptable - can be used in clinical trials

that chose the post-surgical symptom experieng®men with vulvar neoplasia as a primary endpoint.

Process step Adentify concepts and domains that are importargdtients (literature review, patient
interviews). Relevant symptoms and assessment instruments dse thatients were identified by
literature searches undertaken by 2 authors (BASE,) from January 2009 to April 2009 in the
Medline and CINAHL databases, Cochrane library #me Web of Science with the search terms
combined and formulated as appropriate for each base: ‘vulvar neoplasia’ OR ‘genital neoplasia,
female’ OR ‘ovarial neoplasia’ OR ‘cervix neopldsiAND ‘needs’ OR ‘assessment’ OR
‘gynecologic surgical procedures’ OR ‘signs and gioms’ OR ‘quality of life’ OR ‘wounds and
injuries’ OR ‘nursing evaluation research’ OR ‘ekpace’. An additional hand search was performed
within references of identified studies. The litera search returned 957 citations which were
screened for eligibility by title. Thirty-one weessessed by full text based on inclusion critgyeel
reviewed German and English publications from 2@0Q009). A total of 9 studies were included in
this review: two qualitative studies addressingezignces of women with vulvar neoplaéid*and 7
describing instruments assessing quality of lifegnecological cancer patierifs*® adverse event¥,
and general symptom&® Since no instrument focusing on the symptom expeg and needs of
women with vulvar neoplasia and surgical treatnveed identified, a qualitative study was undertaken
to provide a basis for generating items for a n@stulvar-surgery specific PRO instrument. We
used information from retrieved studies to devedwpinterview guide for use in interviews with

patients following vulvar surgery.

Process step 3: Hypothesize expected relationsdipsng conceptBased on twenty open-ended

patient interviews conducted 1 to 6 month aftegiead treatment, 46 categories, 8 themes, and 3
patterns were identified and presented in a coneképhodel. Narratives showed 8 key themes
composing the essence of women’'s symptom experietelayed diagnosis, disclosed disease,
disturbed woman’s self-image, changed vulva caxpegenced wound-related symptoms, evoked
emotions, affected interpersonal interactions, #eated illness progression. The identified themes
were consistent across different surgical proceddufe pattern present in all narratives was that
women experienced a lack of information with regrdhe above interrelated themes and that all of

them used strategies to handle their situationchvhifected their distress leval.
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Figure 1. Development Process of the WOMAN-PRO

CH refers to Switzerland; D refers to Germany; UBreeto the United States

6.2.2.2 Phase B: Create the instrument
Process step 4: Generate itenBased on this qualitative data, a preliminary emtgal framework
with items (based on categories) and domains (basetiemes and patterns) was developed. Direct

patient input into PRO item generation was assurgdvalidating the items with patients who
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participated in the qualitative part of the stuttgm wording and completeness was confirmed by
going back to the coded transcriptions and wasopadd with ATLAS.ti 5.6.3 (ATLAS.ti GmbH,
Berlin, D).

Process step 5: Choose administration method, rgealod, and response scales paper-based data
collection method and a self-administered appraaefre selected to include all age groups (20-80) of
the target patient population. As participantshia tjualitative study described a lack of informatés
very distressing in the first days after dischaegel symptoms occurring during the first weeks
following discharge are central in preventing cargtions related to wound healing, the WOMAN-
PRO instrument should be completed for the finsteti7 days after discharge. To consider patient
burden, minimize recall bias and give patients dipgortunity to react in a timely manner when

symptoms occurred, a 7-day recall period was salettikert scale scoring options were developed.

Process step 6: Draft instructionRatients’ instructions for self-administrationvesll as instructions

for health care provider-supervising self-admiitm were drafted in written form.

Process step 7ormat instrumentThe new provisional post-vulvar-surgery specificGPRstrument

was formatted, based on the final item selectiderea (see ‘Data analysis’) by the first author.

Process step 8: Draft procedures for scoring andnauistration proceduresDraft procedures for
scoring and administration were defined. This mimvial instrument was shown to 9 experts in April
2010: four Swiss gynecologic cancer nurses, 1 Sgyagcologic surgeon, 2 US and 1 Swiss nursing
scientists and 1 US statistician. A total of 32eféw-face meeting with one or more of these experts
took place. Expert feedback was utilized to ensbae the questionnaire captured clinically relevant
items and was usable in clinical practice. The pional instrument (April 2010) covered 6
dimensions of women'’s experiences following surgeryvulvar neoplasia with 40 items. Based on
experts’ face-to-face feedback 3 dimensions (emstidemale genitalia and social contacts) were
collapsed to 1 domain (psychosocial aspects) aiten® were deleted to minimize redundancies in

the instrument.

Process step 9 and 10: Pilot test the draft insomand refine instrumentThe provisional
instrument was pilot-tested in 2 phases. The qualfithe provisional instrument was assessed i Jun
2010 by patient and clinical experts. The instrunveas revised based on the first pilot test and was
pilot-tested again in August 2010 by patient exgex they were the target group for the instrument
(see ‘Pilot-testing of provisional instrument’). §fprovisional self-report instrument (June 2010)

included:

General information (explanations about: terms sashsymptom experience, vulva,
anatomical components of the female genital, médiEgnoses, normal wound healing

process; and how this instrument and a hand ngaonrhelp assess symptoms)
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Personal information to support decision makinga¢gpto list the contact person and
his/her telephone number, individual informationoai normal expected symptoms,
warning symptoms, and recommendations concerngttp\or after surgical treatment)
Instructions on how to fill out the symptom listdewhen and how to mark the appropriate box)
Symptom list (items with answer categories foralseurrence of each item and its related
distress)

Need list (items with answer categories for theuo@nce of each item and its related
distress)

Individual symptom list (space for 3 other itemsthwanswer categories covering the
occurrence of each item and its related distress)

Individual prioritization of 3 to 5 experienced sytoms (issues which women wanted to
discuss at the next appointment with their headile provider)

Invitation to note 3 individual strategies (whiabudd help during this time of changes)

The provisional instrument (June 2010) covered t8Mm$ representing symptom experience and
informational needs following surgery for vulvaropdasia within the following 4 dimensions: (1)
sixteen items asked about wound-related symptoRdjue items addressed difficulties in daily life;
(3) twelve items focused on psychosocial feelirtgsughts or activities; and (4) the informational

needs list covered 4 items.

For the symptom list the occurrence of each itera maasured on a 5-point Likert scale
[0-4]. For the wound-related symptoms and diffiadtin daily life, women were asked to
rate how frequent they experienced the symptomnduttie first 7 days after discharge
(answer categories: never [0], 1-2 days [1], 3-¥sdi2], 5-6 days [3], or daily [4]).
Women were asked to assess the severity of psyclbsymptoms (answer categories:
not at all [0], a little bit [1], somewhat [2], deia bit [3], very much [4]).

Four response options assessed the degree of atforral needs (answer categories: not
existing [0], a little [1], moderate [2], large }3]

The distress associated with each item was measures 5-point Likert scale (answer

categories: not at all [0], a little bit [1], somleat [2], quite a bit [3], and very much [4]).

6.2.3 Pilot testing of provisional instrument

6.2.3.1 Sample and setting

This study was approved by the ethical committdeBeone, Switzerland; Freiburg (no. 385-09) and
Munich (no.412-09), Germany. All participants (n¥2fm a previously conducted qualitative study
were invited to participate in pilot-testifyThey were originally recruited from gynecologie@rds

or ambulatory facilities at 1 Swiss (Berne) and @r@an University Hospitals (Munich, Freiburg).
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Eligible patients were (a) older than 18 years,alle to read and write German, (c) diagnosed with
vulvar neoplasia, and (d) treated with vulvar soygeuring the prior 6 months. Excluded patients
were (a) cognitively impaired (b) concurrently ungsychiatric treatment or (c) terminally ill. The
purposeful sample represented a variety of vulemplasia-related diagnoses, age groups, time points
after surgery, and surgical techniques. All 20 wonsensented after the qualitative interviews to
participate in pilot-testing of the content validiif the instrument. Ten were invited to particgat

the first pilot test and the other 10 to particgpah the evaluation of the revised instrument.
Participants were purposefully allocated to eadupgrto represent a comparable variety of the above
mentioned sampling criteria. In addition, 16 claliexperts were invited to participate to ensued th
the WOMAN-PRO would be useful to clinicians andtthk clinically relevant aspects of each domain
were captured in the instrument. Eligible clinieadperts were (1) graduated nurses and physicians
working in the participating units/facilities, (#orking directly with patients with vulvar neoplasi

and (3) working for at least 1 year in the gyneggleetting with a work load of at least 50%.

6.2.3.2 Content Validity Instrument

The patients and clinical experts were asked te tla¢ relevance of each item on the provisional
instrument on a content validity index (CVI) ratifgm.** The question to patients was: ‘Please rate
the relevance of this item to your experiencesofihg vulvar surgery’. The question to clinical
experts was: ‘Please rate the extent to whichitdims is relevant to symptoms / needs that you isee i
women who have had vulvar surgery’. The instrunearitained 37 items rated on a 4-point Likert
scale (1 = not relevant, 2 = somewhat relevantg8ite relevant, 4 = highly relevant). After ratitige
items, patients and clinical experts were askedhdnell significant aspects of symptoms / needb ha
been included and to identify any important aspettwomen’s experiences that were missing. They
were asked, ‘From your perspective, are there @y@ptoms / needs that should be added or any that

should be removed from the symptom diary? If seapé write your suggestions below’.

All participants were also asked if they had angaawns about the following aspects (yes / no) &nd i
so, how they would revise the issue of concernigiigut, (2) introduction, (3) instructions for &el

administration, (4) clarity and correctness of iterording, and (5) response-options for the scales.
The last question asked if study participants hathé€r comments / suggestions to improve the

provisional instrument.

6.2.3.3 Data collection

Questionnaires were sent out between June andrnisgte2010 by the first author. Paper and pencil
guestionnaires for CVI-rating were sent out to guas to be completed at home. All patients
completed the CVI-rating once between 3 and 12 hwifvllowing their surgery. Clinical experts
were provided with an online version of the questaire for CVl-rating. Data collection procedures

were identical for patients in both rounds of piesting. All patient participants received a cover
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letter, an information letter, an informed conseniprovisional instrument, a content validity form,
and a socio-demographic data form. This paper baseey packet included 2 pre-addressed stamped
envelopes, 1 for the signed consent and 1 for tiestepnnaires. Telephone reminders were carried out
by the first author 1 to 5 weeks after sendingdbestionnaires to the patients, depending on their
availability. Upon return of the questionnairesgyttwere checked for completeness and if there was
any missing data, patients were telephoned. Cliexgerts received an e-mail reminder 5 weeks after
receiving the online questionnaire. If they did mespond following the reminder, they were
considered non-responders. Informed consent oifcalinexperts was implied by completion of

guestionnaires.

6.2.3.4 Data analysis

Data analysis procedures were identical for botinds of pilot-testing. The CVI for each item was
calculated by summarizing the number of patientstzl experts giving a 3 (quite relevant) or 4
(highly relevant) rating divided by the total numlzg patients/clinical experts who completed the
item. The CVI for the entire instrument was caléethby summing all items rated as 3 or 4 and
dividing the total score by the number of items. YWkowed the guidelines recommended by Polit
and Beck when evaluating the content validity afividual itemé&' and the entire questionnaife.
They recommend that at least 3 experts completeCileinstrument and that individual items be
considered as having good content validity if tme@an CVI score is at least .78, while a mean CVI
score of .90 on the total questionnaire represemtellent content validity. The item and total
guestionnaire CVIs were calculated separatelyHergatient and clinical experts. Additional written
text was summarized and all results were discuasédevaluated by the research group (co-authors
M.M., M.E., S.E., R.S.) to determine which questiomet the criteria for final selection. The

following 3 predefined criteria were considered $etection of the final items:

(1) Symptoms / needs that were most distressing foengat
(2) Symptoms / needs that are clinically meaningfyredicting complications

(3) The length of the instrument.

6.3 Results

6.3.1 Participants

Eight of 10 patient experts (Table 1) and 6 of liGi@al experts (Table 2) completed the first pilot
test. Two content validity forms of the patientsrevexcluded because of invalid data (contradictory
answers). Four of 10 patient experts completedstmond pilot test (Table 1). Reasons for not
replying to the survey were being too busy or thoTiable 1 summarizes the characteristics of the

patients and Table 2 presents those of the climicia
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Table 1.Patients’ Socio-demographic and Medical Characterigts of the Pilot Test.

Characteristics

Age (in years); median (IQR) 52 (43.75;64.75) 75 (65.25;80.25)
Marital status (n, %)

Single 2 (33.3%) 1 (25%)

Married 3 (50%) 0

Widowed 1 (16.7%) 2 (50%)

Divorced 0 1 (25%)
Nationality (n, %)

German 3 (50%) 2 (50%)

Swiss 3 (50%) 2 (50%)
Educational level (n, %)

10 or less school years 6 (100%) 3 (75%)

More than 10 years 0 1 (25%)
Current employment status (n, %)

Working 4 (66.7%) 1 (25%)

Not working 2 (33.3%) 3 (75%)
Living arrangement (n, %)

Alone 1 (16.7%) 3 (75%)

With the partner and/or children 5 (83.3%) 1 (25%)
Wound management (n, %)

Without help 5 (83.3%) 2 (50%)

Help of health care professionals 1 (16.7%) 1 (25%)

Help by non-health care professionals 0 1 (25%)
Type of vulvar disease (n, %)

Condyloma accuminatum 1 (16.7%) 0

VIN, pagetoid type 1 (16.7%) 0

Melanoma 0 1 (25%)

VIN (I1 & I11) 1 (16.7%) 0

Vulvar squamous cell carcinoma 3 (50%) 3 (75%)
Stage of disease - AJCC Groupings (n, %)

0 3 (50%) 0

la and Ib 2 (33.3%) 3 (75%)

Il 1 (16.7%) 0

1] 0 1 (25%)

v 0 0
Recurrent diagnosis (n, %) 5 (83.3%) 0
Surgical therapy?® (n, %)

Local excision 1 (16.7%) 0

Laser-vaporization 3 (50%) 0

Partial vulvectomy 0 2 (50%)

Radical wide excision/vulvectonfy 2 (33.3%) 2 (50%)
Lymph node dissection (n, %)

Sentinel 2 (33.3%) 3 (75%)

Inguinofemoral 1 (16.7%) 1 (25%)

Removed lymph nodes; median (IQR) 0 (0;3.75) 1 (0.75;3.5)
Adjuvant postoperative therapy° 0 0
Length of hospitalization (in days); median (IQR) 3.5 (1.25;8.75) 9,5 (8;11.25)

IQR, interquartile range; VIN, vulvar intraepithélieeoplasia; AJCC stage groupings, American Joint @ittee on

Cancer's

& Surgeries were performed at all three hospitatsraling to the guidelines of the German SocietyGgnecology and Obstetrics.
® partial vulvectomy means an ant-, posterior ofateial surgical treatmerftRadical wide excision/vulvectomy

incorporates a bilateral surgical treatmértdjuvant postoperative therapy means chemo- ootheliapy.
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Table 2. Clinical Experts’ Socio-demographic Characteristicsof the first Pilot Test.

e Pilot 1
Characteristic N =6
Age; median (IQR)

In years 47.5 (35.75; 49.5)
Marital status (n, %)

Single/divorced 3 (50%)

Married/cohabiting 3 (50%)
Nationality (n, %)

German 2 (33.3%)

Swiss 4 (66.7%)
Profession (n, %

Nurse 4 (66.7%)

Physician 2 (33.3%)
Working place (n, %)

Ward 2 (33.3%)

Ambulatory 3 (50%)

Not documented 1 (16.7%)
Working status (n, %)

60% 1 (16.7%)

80% 2 (33.3%)

100% 3 (50%)
Working experience® (n, %)

1-2 years 1 (16.7%)

3-4 years 1 (16.7%)

> 10 years 4 (66.7%)

IQR, interquartile range (1.quartile; 3.quartile)
aWorking experience means years after finishinggssibnal training.

6.3.2 Content validity of the provisional WOMAN-PRO

Content validity of the WOMAN-PRO instrument is t@etent to which items on the scale represent the
symptom experience and informational needs of pegievith vulvar neoplasia. The provisional
instrument (June 2010) had a scale CVI of .98 base@l patients’ ratings and a scale CVI of .92 Hase
on 6 clinical experts’ assessments. Clinical exassessments of 34 items showed excellent CVI
ranging from .83 (15 items) to 1.0 (19 items). Té@maining 3 items (‘release clear fluid’, ‘warmémd
‘burning’) had a lower CVI of .66. Patients’ assessit of 36 items showed excellent item CVIs of .83

(3 items) to 1.0 (33 items). The remaining itereléase clear fluid’, had a lower CVI of .66.

6.3.3 Modifications based on pilot-testing

Based on the CVI and the comments from the ingilatting of the provisional instrument, a decision
was made to delete 2 items, revise 3 items, adelr (Table 3) and reduce the response options from
5 to 4 categories. Two of the symptom frequencypaase options (‘5 to 6 days’ and ‘daily’) were
collapsed into ‘5 to 7 days’. The ‘somewhat’ resgmimoption for the psychosocial items and distress

items was deleted.
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Table 3.Items revised on the provisional instrument basedrothe first pilot test.

Items Revision Reason

‘Release clear fluid’ Deleted CVI patient experts .66
CViI clinical experts .66

‘Release clear fluid’& Renamed as ‘drainage’ One patient suggested to reword the items to

‘Release cloudy fluid’ (e.g clear, cloudy ‘drainage

‘Warmth’ No revision Item CVI clinical experts .66, but the patient item
CVlwas 1.0 and warmth is a cardinal symptom of
infection

‘Burning’ No revision Item CVI clinical experts =.66, but the item CVI of

patients was 1.0 and it was a very distressing and an
often mentioned symptom in patient intervi

‘Scar’ Renamed as ‘scarred skin’ One clinical expert mentioned ‘irritated word for a
symptom

‘Dissolving urine’ (Swiss Renamed as ‘passing urine’ One clinical expert mentioned ‘an understandable

expression) expression for Swiss and German speaking patients is
needed’

‘Difficulties talking about Deleted One patient mentioned ‘redundant or obsolete

the disease’ guestion’ by filling out the instrument

‘Need for more information ~ New One clinical expert mentioned the question on the

about daily activities (e.g. need for more information about ‘sex, swimming,

wearing underwear, wearing underwear’ is missing

hobbies, sexuality)’

6.3.4 Content validity of the revised WOMAN-PRO

The revised instrument (August 2010) had a scalé &@\1.0 based on 4 patients rating. Patients’
assessment of 36 items showed excellent CVI of Th@re were no suggested changes to the content
of this version. Patients completed the revisedrunsent within 20 minutes (Figure 2). Figure 2
presents the hypothesized conceptual framework iamds included in the final version of the

instrument (Appendix).

6.4 Discussion

The WOMAN-PRO is the first instrument to focus omspvulvar-surgery symptoms, informational
needs and related distress during the first wetdt &bspital discharge in women at different tumor
stages and undergoing different surgical treatméltie content of the measure was determined by
reviewing international literature; involving USe@nan and Swiss physicians and nurses; and most

importantly, by interviewing patients from 2 EurapeCountries.
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Figure 2. Hypothesized Conceptual Framework of the WOMAN-PRO (8ptember 2010).
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If subsequent studies support the reliability aalidity of this instrument, it has the potentiallde of
value in research and clinical practice. It mayubeful in evaluating the benefits of new and emxggti
treatments for vulvar neoplasia as well as othpeets of patient care. Such data would supportfneal
outcomes researéfi,and evidence-based practféeFurthermore, collection of PRO data during
routine clinical follow-up may help patients and pers to identify problems, facilitate
communication, and direct appropriate treatmentraferappreciated symptorfisUsing a PRO can
help inform the patients’ decision-making processowd when to seek health care provider
evaluation!® and may also play an important role in creatirajiséic expectations about post-surgical
symptoms? Using the WOMAN-PRO, patients may recognize sympstoof complicated wound
healing early enough to prevent complications. iCdihexperts e.g. may be able to reliably measure

informational needs concerning daily behaviors saagbhondom use after treatment.

This study has several limitations. Recruiting aakkrand purposeful sample of patients without
adjuvant chemo-radiation and a convenience sanipnical experts in University clinics limits the
generalization of the findings. The experiencewamen who declined to participate in the qualietiv
interviews may have been different than those eftbbmen who consented to participate. As a result,
the findings may not be generalizable to this pétipopulation. Despite efforts to allocated
participants to the 2 groups to represent a corbpmneariety of the sampling criteria, the patient
expert group in pilot 1 and pilot 2 differed inagbn to demographic variables. The women in pilot
test 2 were older, had a longer hospital stay, waree likely to be single and living alone, thereby

needed more help. This could have had an impattteoreported CVI.

6.5 Conclusions

In conclusion, content validity of the WOMAN-PRO strong, making it a promising instrument to
assess the occurrence of symptoms, informatioredsand the self-reported distress experienced by
women with vulvar neoplasia. Further examinatiorpgfchometric properties of the WOMAN-PRO

is still needed and the instrument should be asted in future studies to assess late effectatianis

after vulvar surgery.
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SYMPTOM PREVALENCE INWOMEN WITH VULVAR NEOPLASIA

Abstract

Objectives

To describe the (1) symptom experience of womerh witlvar neoplasia (vulvar intraepithelial
neoplasia and vulvar cancer) during the first wedler hospital discharge, and (2) associations
between age, type of disease, stage of diseaseextemt of surgical treatment and symptom

occurrence.

Methods

This cross-sectional study was conducted in eighgpifals in Germany and Switzerland. Symptom
experience after surgical treatment in women witivar neoplasia was measured with our newly
developed WOMAN-PRO instrument. Outpatients (n=%d)ed the frequency / severity of 31
symptoms and the degree to which the symptomsedisgd them. We used descriptive statistics and

regression analysis.

Results

The average number of symptoms reported per patrast20 (SD 5.02) with a range of 10 to 31
symptoms. The three most prevalent wound-relatedpsyms were ‘swelling’ (n=46), ‘drainage’
(n=46) and ‘pain’ (n=43). The three most prevaldifticulties in daily life were ‘sitting’ (n=52),
‘wearing clothes’ (n=48) and ‘carrying out my dadlgtivities’ (n=43). ‘Tiredness’ (n=51), ‘insecuyit
(n=44) and ‘feeling that my body has changed’ (nf=4&re the 3 most prevalent psychosocial
symptoms. The most distress symptoms were ‘sittfhgan 1.98, SD 0.90), ‘carrying out my daily
activities’ (Mean 1.79, SD 0.89), and ‘open spag(®pening of skin or suture) (Mean 1.79, SD
0.92), which were on average reported to be ‘gaiteit’ distressing. No associations were found
between symptom occurrence and age, type of vulisgase, stage of disease and the extent of

surgical procedures.

Conclusions

WOMAN-PRO data showed a high symptom prevalence disttess, call for a comprehensive

symptom assessment, and may allow identificaticereds in symptom management.
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7.1 Introduction

Even minor surgical interventions for women withvwar neoplasia cause physical and psychosocial
morbidity and impact women’s quality of life? However, little is known about women’s symptom
experience after surgical treatment for wvulvar ta&sip. Vulvar neoplasia includes vulvar
intraepithelial neoplasia (VIN)and vulvar cancérVulvar neoplasia has an incidence of 2 to 7 per
100,000 women per year® with increasing incidence rates especially in ypuvomen and high

recurrence rate’s®

Surgical removal of visible lesions is the standhetapy for women with VIN and vulvar cance?’
High grade VIN lesions are usually managed by saigéxcision or laser-vaporizatiort: * Vulvar
cancer is normally treated by local excision, édutr radical vulvectomy and inguinofemoral lymph
node dissection depending on disease stage andhlyroge involvement. Depending on tumor
staging, medical interventions, (neo-) adjuvant nobtherapy and radiation therapy may be

indicated® 2

Although treatment for vulvar neoplasia has beconmee individualized and less radical in recent
years:> women still experience symptoms related to wousmlications and other adverse evéfits.

The symptoms include bleeding, pain, odor, itchibgrning, as well as problems with sexual
dysfunction, loss of urine control and constipafitH Despite the fact that investigators have
identified the occurrence of multiple symptoms iomen with vulvar neoplasia, little is known about

their self-reported symptom experience after satgreatment.

According to Dodd et al. (2001), symptoms are dmfiras patients’ perceived changes in the
biopsychosocial functioning, sensations, or cognitf There are two interrelated components of the
symptom experience: symptom occurrence (frequencyseverity) and symptom distress, the
subjectively perceived burden of a sympttnThe newly developed WOMAN-PRO instrument
measures symptom experience in this patient pdpolaincludes wound-related symptoms,
difficulties in daily life, psychosocial symptomand related distress. Understand the individual’s

symptom experience is crucial for effective symptoanagemerft

As clinicians often underestimate symptom sevedty even miss side effects associated with
preventable adverse events during clinical asseagsrpatient self-report is the gold standard for

measuring symptoms and tends to lead to earlieogrétion and reporting® ** Basch (2010)
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emphasized the necessity of regularly including pladent’'s voice by collecting Patient-Reported
Outcome (PRO) data as part of general screeningdieerse symptom events. A PRO is any report of
the status of a patient's health condition - suslsymptoms - that comes directly from the patfént.
Symptom assessment is essential for effective symmontrol?® In oncology, application of PRO
measures in clinical practice improved professigraient communication and patient well-beffig.
PRO data can help to identify cancer patients’ nmthersome symptonis.Furthermore, PRO
instrument can add important information for assgssonsequences of treatment and for decision
making?® To have more valid and patient-oriented informatior clinical decision-making and for
setting research priorities, PRO data on patigrast-vulvar-surgery symptom experience are needed.
Therefore the aim of this study was to determine frevalence of wound-related symptoms,
difficulties in daily life, psychosocial symptomsidarelated distress experienced during the first 7-

days after discharge in a German-speaking sampl®wien with surgically treated vulvar neoplasia.

Research questions were:

(1) How prevalent are symptoms during the first 7-dédghdowing hospital discharge
following the surgical treatment of vulvar neopéi

(2) What is the mean number of symptoms and theiradistlevel perceived by women with
vulvar neoplasia?

(3) Which are the most prevalent and distressing symg?o

(4) Are there associations between age, type of vudisgase, stage of disease, and/or the

extent of surgical treatment and symptom occurrence

7.2  Methods
7.2.1 Study design

This cross-sectional study is the quantitative pagn international multicenter mixed-methods gtud
(Clinical Trial ID: NCT01300663). This article fosas on women’s symptom experience during the

first 7 days following hospital discharge after tegical treatment of vulvar neoplasia.

7.2.2 Sample and setting

Consecutive eligible women were recruited from gynhegical wards or ambulatory facilities at four
Swiss Hospitals (University Hospitals Basel, Bererich & Cantonal Hospital St. Gallen) and four
German University Hospitals (Berlin, Dusseldorf,eiburg, Munich). Women were eligible to
participate in the study if they were older thanyHars, able to read and write German, diagnosed
with vulvar neoplasia, and treated with vulvar suyg Women who were cognitively impaired, had

co-morbid severe psychiatric illnesses or were itgatfty ill were excluded from the study.
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7.2.3 Variables and measures

We measured socio-demographic and medical varialleswvell as symptom experience. Socio-
demographic variables included age, marital stataspnality, educational level, current employment
status, and living arrangement. Medical data iretltype of vulvar disease, stage of disease and
therapy (Table 1 and 2).

Women’s symptom experience after surgical treatnoéntulvar neoplasia was measured with our
newly developed WOMAN-PRO. This self-report instemh covers 31 symptoms occurring
following surgery for vulvar neoplasia. The physicamponent assessed 15 wound-related symptoms
and 5 difficulties in daily life. The psychosociabmponent has 11 items that inquire about
psychosocial feelings, thoughts or activities. Tagponse option for each item is a 4-point Likert
scale [0-3]. For the wound-related symptoms anficdifies in daily life women were asked to rate
how frequent they experienced the symptom / diffjcduring the first 7 days after discharge (never,
for 1 to 2 days, 3 to 4 days, or 5 to 7 days). therpsychosocial symptoms, women were asked to
assess the severity of symptoms (not at all, k Iiit, quite a bit, very much). For each reported
symptom, associated distress was scored on a 4pikiert scale [0-3] ranging from ‘not at all’ to
‘very much distressing’. We developed the WOMAN-PR@trument, according to the PRO
guidelines, based on literature searches, expedbBrk (n=9) patient interviews (n=20), and 2 pilot
tests of the newly developed instrument with pasie(m=10) and experts (n=6). The revised
WOMAN-PRO showed an excellent item and scale cantaiidity index (CVI=1.0). In this study we
also examined the reliability of the instrumentngsia Cronbach’s alpha coefficient. For the items
representing wound-related symptoms and difficsiliredaily life alpha was 0.70, and it was 0.87 for
items representing psychosocial symptoms. An atgh@70 or above reflects adequate reliabflity.
Prior to calculating Cronbach’s alpha, we examiitedppropriateness using inter-item and item-to-

total correlations.

7.2.4 Data collection

Data collection occurred between October 1, 2018 Aomgust 31, 2011. Trained nurses and
physicians informed all eligible patients about stedy. Hospitalized women who were interested in
participating received a study package (contairstugly information, the informed consent and two
guestionnaires: WOMAN-PRO and the socio-demografdim) to complete at home. To ensure
subject confidentiality, women were asked to retaihe signed consent form and completed
guestionnaires in separate pre-addressed stampelbees. The first author called up all women once
one week following discharge to remind them fillingt the questionnaires and return them to the
center. Women who did not return the questionnaieee considered as non-responders. Returned
guestionnaires were checked for completeness amiewavere called to obtain missing responses.

Clinical information was collected from patientsédical files by the first author.
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7.2.5 Data analysis

We randomly selected and double entered 30% ofjtiestionnaires to ensure data quality. The data
entry error rate was less than 1%. Socio-demogtaphiedical, and WOMAN-PRO data were
analyzed descriptively using means, frequenciespmogortions. Missing responses are declared in
the Tables and Figures. In the Scatterplot we nseah symptom frequency / severity scores (y-axis)
and mean symptom distress scores (x-axis). Meamesavere calculated per item over all patients.
We also examined to what extent the physical aydhmsocial dimensions of symptom frequency /
severity could be explained by the variables agetgpe of vulvar disease, stage of vulvar disease,
and the extent of vulvar surgery using two différemultiple linear regression analyses. The first
regression model was with physical and the secortid psychological mean frequency / severity
symptom scores across all items as the outcomeblariThe distress domain was not taken into
account. Predictors were entered in the regresmnatysis simultaneously as continuous variables.
Analyses were performed in SAS 9.1.3. (SAS Ingijtuic., Cary, NC).

7.2.6 Ethical considerations

This study was approved by the ethics committeeB@ine, Basel (no.17/11), St. Gallen (no.
10/123/1B), and Zurich (no. 2010-0467/0) in Swikaed and Berlin, Dusseldorf (no. 3505), Freiburg
(no. 385-09) and Munich (no.412-09), Germany. Tlester list linking the study ID number to the

women was stored in a locked cabinet separate thherstudy data to guarantee con dentiality.

7.3 Results

7.3.1 Sample characteristics

Across the setting, 117 women had vulvar surgerninduthe study period; 15 declined to be assessed
for eligibility and 35 did not meet eligibility deria (Figure 1). Of the 67 eligible patients, 18men
(19.4%) refused to participate. Tables 1 and 2 sariz® the sample’'s socio-demographic and

medical characteristics (N = 54).

Figure 1. Flowchart of Sample (80,6% participant rate).
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Table 1.Sample’s Socio-demographic Characteristics (N=54).

Characteristics No. (%)

No of patients per country (n, %)

Germany 28 (51.9%)

Switzerland 26 (48.1%)
Age; median (IQR)

In years 54 (44; 66)
Marital status (n, %)

Married 20 (37.0%)

Single / widowed / Divorced 33 (61.1%)

Missing 1 (1.9%)
Nationality (n, %)

German 31 (57.4%)

Swiss 19 (35.2%)

Others 3 (5.6%)

Missing 1 (1.9%)
Educational level (n, %)

10 or less school years 18 (33.4%)

More than 10 years 34 (63.0%)

Missing 2 (3.7%)
Current employment status (n, %)

Working 35 (64.8%)

Not working 19 (35.2%)
Health insurance (n, %)

General 43 (79.6%)

Half private / private 10 (18.5%)

Missing 1 (1.9%)
Living arrangement (n, %)

Alone 24 (44.4%)

With the partner or others 28 (51.9%)

Missing 2 (3.7%)
Wound management (n, %)

Without help 35 (64.8%)

Help of a health care professionals 13 (24.1%)

Help by a non-health care professionals 4 (7.4%)

Missing 2 (3.7%)

IQR, interquartile range (1.quartile; 3.quartile)
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Table 2.Sample’s Medical Characteristics (N=54).

Characteristics No. (%)

Type of vulvar disease (n, %)

Condyloma accuminatum 5 (9.3%)
VIN (I & 1) 12 (22.2%)
Vulvar squamous cell carcinoma 31 (57.4%)
Melanoma 2 (3.7%)
Other vulvar carcinoma 2 (3.7%)
Missing 2 (3.7%)
Stage of disease (AJCC Groupings) (n, %)
0 17 (31.5%)
la and Ib 28 (51.9%)
Il 1 (1.9%)
I 1 (1.9%)
v 5 (9.3%)
Missing 2 (3.7%)
Previous diagnosis with VIN or VC (n, %)
Yes 11 (20.3%)
Missing 2 (3.7%)
Surgical therapy? (n, %)
Local excision 6 (11.1%)
Laser-vaporization or skinning vulvectomy 14 (25.9%)
Partial vulvectomy 26 (48.2%)
Radical wide excision/vulvectonfy 6 (11.1%)
Missing 2 (3.7%)
Lymph node dissection (n, %)
Sentinel 21 (38.9%)
Inguinofemoral 14 (25.9%)
Removed lymph nodes; median (IQR) 2 (0;7)
Missing 2 (3.7%)
Adjuvant postoperative therapy (n, %)
Chemo- or radiotherapy during hospitalization 2 (3.7%)
Length of hospitalization (days); median (IQR) 9 (3.5;12.5)
Missing 2 (3.7%)
Filling out the diary; median (IQR)
Days after discharge 7 (7;8)

IQR, interquartile range (1.quartile; 3.quartile)\V vulvar intraepithelial neoplasia; VC, vulvar can;

AJCC stage groupings, American Joint Committee on Gance

& Surgeries were performed at all hospitals accgrtbrthe guidelines of the German Society for Gptagy and Obstetrics.
® partial vulvectomy means an ant-, posterior ofateial surgical treatment.

¢ Radical wide excision/vulvectomy incorporates ateital surgical treatment.
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7.3.2 Symptom prevalence and distress

The mean number of symptoms per woman was 20 (8B) With a range of 10 to 31 symptoms.
Table 3 presents the number and proportion of woraparting each symptom along with the mean
frequency / severity and distress scores for indiai items. The three most prevalent wound-related
symptoms were ‘swelling’ (n=46), ‘drainage’ (n=4&hd ‘pain’ (n=43). The three most prevalent
difficulties in daily life were ‘sitting’ (n=52), Wearing clothes’ (n=48) and ‘carrying out my daily
activities’ (n=43). ‘Tiredness’ (n=51), ‘insecurityn=44) and ‘feeling that my body has changed’
(n=42) were three most prevalent psychosocial sympt Based on mean scores of all 31 assessed
items, ‘sitting’ (2.67), ‘wearing clothes’ (2.33)n@ ‘swelling’ (2.20) were the most frequent
symptoms. On average, women reported that theyrmmtudor 3 to 4 days. The most distress
symptoms were ‘sitting’ (1.98), ‘carrying out myilgaactivities’ (1.79), and ‘open spot (e.g. opami

of skin or suture)’ (1.79) which were on averageoréed to be ‘quite a bit’ distressing. Figure B\sh

the classification of items into four categorieg) frequent / severe and distressing (n=5), (2)
infrequent / not severe but distressing (n=14),fi@juent / severe but not distressing (n=6), a)d (
not frequent / severe and not distressing (n=6)tng’, ‘wearing clothes’ and ‘carrying out my dai
activities’ were the three most distressing andtraommon difficulties. The two least severe but sti

distressing psychosocial symptoms were ‘embarrasSizied ‘sadness’.
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Table 3. Symptom Prevalence in descending Order with Numberrad Percentages of Women experiencing a
Symptom, mean Symptom Frequency/Severity and DistresScored (N=54).

Symptom Symptom
No. (%) of patients frequency/ distress

SRl with a symptom severity Mean Mean

(SDY' (SD)

Wound-related symptoms

Swelling 46 (85.2%) 2.20 (1.14) 1.39 (0.95)
Drainage (e.g. clear, cloudy) 46 (85.2%) 2.13 (1.13) 1.26 (0.80)
Pain 43 (79.7%) 1.78 (1.19) 1.42 (0.91)
Bleeding 41 (75.9%) 1.70 (1.25) 1.27 (0.90)
Altered sensation (e.g. numbness) 36 (66.7%) 1.81(1.39) 1.53 (0.97)
Redness 35 (64.8%) 1.59 (1.34) 0.94 (0.94)
Burning 32 (59.3%) 1.39 (1.34) 1.52 (0.85)
Unusual odor 31 (57.4%) 1.43 (1.37) 1.50 (0.98)
Hardness 30 (55.6%) 1.41 (1.39) 1.47 (0.97)
Pressure 30 (55.6%) 1.28 (1.29) 1.30 (0.79)
Open spot (e.g. opening of skin or suture) 28 (51.9%) 1.20 (1.28) 1.79 (0.92)
Changed skin color 26 (48.2%) 1.13(1.32) 0.85 (0.88)
ltching 24 (44.4%) 0.94 (1.22) 1.38(0.88)
Warmth 23 (42.6%) 0.76 (1.04) 0.61 (0.78)
Scarred skif 19 (35.9%) 0.87 (1.29) 1.35 (0.93)
Difficulties in daily life

During sitting 52 (96.3%) 2.67 (0.73) 1.98 (0.90)
Wearing clothes (e.g. underwear, trousel 48 (88.9%) 2.33(1.08) 1.69 (0.90)
Carrying out my daily activities

(e.g.ycli?nbing s)t/airs,ycooking, working) 43 (79.6%) 2.07 (1.24) 1.79(0.89)
During bowel movements 32 (59.3%) 1.13(1.17) 1.63 (0.94)
Passing urine 29 (53.7%) 1.06 (1.19) 1.69 (0.81)

Psychosocial symptoms

Tiredness 51 (94.4%) 1.54 (0.82) 1.04 (0.92)
Insecurity 44 (81.4%) 1.31 (0.91) 1.50 (0.82)
Feeling that my body has changed 427.8%) 1.46 (1.09) 1.57 (0.97)
(Fee_g'_ r:te'x[g‘fgzg)my L 39 (72.2%) 1.30 (1.00) 1.61 (0.82)
Concerns related to sexuality 37 (68.5%) 1.30 (1.08) 1.66 (0.91)
Anxiety 36 (66.7%) 1.04 (0.95) 1.67 (0.83)
Changed social activities (e.g. meeting 34 (63.0%) 1.04 (0.97) 1.50 (0.71)

friends, excursions)
Sadness 34 (63.0%) 0.94 (0.88) 1.45 (0.79)
Changed feeling about myself as a woman

0,
(e.g. concerning self-confidence) 30 (55.6%) 1.04(1.12) 1.73(0.91)
Embarrassment 23 (42.6%) 0.69 (0.93) 1.50 (0.93)
Difficulties in my partnership 18(33.3%) 0.54 (0.91) 1.25 (1.07)

& Symptom frequency/severity mean scores referdjsymptom frequency for the wound-related symystoand
difficulties in daily life (0 = never; 1 = 1-2 day® = 3-4 days; 3 = 5-7 days), as well as to (2)#pm severity for
psychosocial symptoms (0 = not at all; 1 = a littie 2 = quite a bit; 3= very much). Symptom dists mean scores ranged
from 0 = not at all, 1 = a little bit, and 3 = qui& bit, to 4 = very much distressing.

® For the symptom ‘scarred skin’, data from 53 patierere available due to missing values.
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Figure 2. Scatterplot: Ranking of Average Sympton® Frequency / Severity and Distress Scor
(mean scores peitem over all patients, N=54,

& Legend:
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20 = Difficulty carrying out daily
activities (e.g. climbing stairs,
cooking, working)
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22 = Anxiety

23 = Sadness
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be exhauste
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(e.g. meeting friend:
excursions

®For the symptom 15 ‘scarred skin’, data from 53ques were available due to missing val
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7.3.3 Relationship between variables and symptom carrence

In our linear regression analysis the average &aqgu/ severity of physical (wound-related andydail
life) and psychosocial symptoms were not signifilyarelated to the subjects' ages or to the disease
and treatment-related factors examined (i.e. typeutvar disease, stage of disease and the exfent o

surgical procedures, Table 4).

Table 4. Symptom Occurrence and its Relationship to Age and Bease- and Treatment-related Variables (N=52).

Outcome variable: Mean frequency/severity scor. Chi-

over all wound-related and daily life symptoms df Wald (95%Cl)
(Model 1)

Age

Square p value

vears (1) 1 000(:001-001) 029 05873
Type of vulvar disease

[EEN

VIN (incl. condylomata), Vulvar cancer (1,2) 0.04 (-0.36 - 0.44) 0.04 0.8452
Stage of vulvar disease

AJCC Groupings (0-1V) 1 0.03 (-0.12 - 0.17) 0.16 0. 6892
Surgical therapy

Excision, laser-vaporization or skinnimglvectomy,
partial vulvectomy, radical wide excision (1-4)

Outcome variable: Mean frequency/sevety score
for all psychosocial symptoms Wald (95%Cl)

[EEY

0.09 (-0.83 - 0.27) 1.05 0.3065

(Model 2)
Age

vears (1) 1 001(001-002) 142 02328
Type of vulvar disease

[EEY

VIN (incl. condylomata), Vulvar cancer (1,2) 0.34 (0.19 - 0.87) 1.56 0.2115
Stage of vulvar disease

AJCC Groupings (0-1V) 1 -0.06 (-0.26 - 0.13) 0.41 0.5225
Surgical therapy

Excision, laser-vaporization or skinning vulvecigm

partial vulvectomy, radical wideexcision® (1-4) 1 0.03(-0.20-0.27) 0.08 0.7736

Cl=confidence interval; df=degree of freedom; AJC@stgroupings, American Joint Committee on Cancer’s
& Partial vulvectomy means an ant-, posterior olab@ial surgical treatment.
b Radical wide excision/vulvectomy incorporates ateital surgical treatment.

7.4 Discussion

To our knowledge this is the first study explorisglf-reported symptom frequency / severity and
distress during the first week after hospital désge in women with vulvar neoplasia and surgical
treatment. In addition to objective measures sushwaund complications, this PRO data allow
evaluation of symptoms and symptom-related distfess1 women's perspective, which provide
relevant additional information for researchers alidical practitioners. The high participation eat
among women invited to participate in the study.§8) suggests that symptom assessment with the
self-report WOMAN-PRO instrument is feasible.
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Women in this study experienced a high number ofpggms (mean 20, SD 5.02, range 10-31). This
number is larger than previously reported in steidigth surgical or advanced cancer samples where
the mean or median number of symptoms per pat@mged from 2 to 1% ?° Differences may be

related to the different sample characteristicg af different measures, or assessing a variable

number of symptoms, as well as different data ctibe time points.

In this study, 80% or more of the women experientsel wound-related symptoms ‘swelling’,
‘drainage’, and ‘pain’. We were unable to identifther studies that examined the prevalence of
swelling and drainage in this patient populatiornhia last ten years. Other studies have examireed th
prevalence of pain and consistent with our findjngported that it was the most prevalent adverse
event associated with the treatment of vulvar resal *° Kaushik et af. described the prevalence of
adverse events in a randomized clinical trial cammgacarbon dioxide laser (CO2 laser) and
ultrasound surgical aspiration (selective removValigseased tissue) in 30 women with VIN. One week
after surgery, patients completed a postoperatane assessment by using a visual analog pain scale
and all experienced pain. Other adverse events axakiated once 2 to 4 weeks after surgery and
included scars (n = 5, 16.6%), dysuria or burnimg (7, 23.3%)". Comparable prevalence data was

not found for other assessed symptoms.

In the current study, the three most prevalent Ipsyocial symptoms were ‘tiredness’ (94.4%),
‘insecurity’ (81.4%) and ‘feeling that my body helsanged’ (77.8%). This is consistent with previous
studies which reported that tiredn&smnd changed body ima§evere reported by women with vulvar

neoplasia during the course of their therapy.

Surprisingly, we found that ‘sitting’, ‘wearing ¢lees’ and ‘carrying out my daily activities’ wereet

3 most common and most distressing problems idedtlly the women in this study. In fact, these

items were, on average, rated considerably highdryoih their occurrence and distress dimensions
than most wound-related and psychosocial symptdim®ze previous qualitative studies reported that

they were distressing for women with vulvar neojpld% %% 3

The evaluation of distress provides relevant aold#i information on patients’ symptom experience.
We found that ‘embarrassment’ was a less commor6¥dRand less severe (0.69) symptom in our
sample, but still distressing for the women whoezignced it (distress score 1.50). This is sintibar
previous qualitative studies that found that endsament was a distressing problem for women with
vulvar neoplasia> ** Attention should be given to symptoms associatétl tigh distress because
such symptoms are linked to poor quality of ff&/omen with vulvar neoplasia should, therefore, be

asked about both common and distressing symptoms.

The Scatterplot (Figure 2) allows clinicians toritifyy the relationship between frequency / severity

and distress of all symptoms. Whereas physical sym® may occur more frequent, in this sample
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they were less distressing than psychosocial symptand difficulties in daily life. Symptoms that

were neither frequently occurring nor distressinghsas ‘warmth’ could be left out of the instrument
to diminish the burden of completing a long quesiare. The findings of this and future studies can
provide more balanced information for affected wanaed their families about what to expect most

frequently as well as the symptoms that may be igttessing after discharge.

We studied a heterogeneous study sample of wonarintiuded two types of vulvar diseases and
different tumor stages, agésind surgical treatmeritswhich are known to effect the risk for short-
term complications (e.g. wound breakdown) aftervaulsurgery. In our study we did not find a
significant relationship between the average sympseverity / frequency and the above mentioned
variables. As the small sample limited the powedétect relationships that may have been evident

with a larger sample, these relationships shouleXaenined in future studies.

In summary, women with vulvar neoplasia (33-96%g¢nseto experience significant number of
symptoms and many of those symptoms are distress$iiogvever, it is still unclear if and which type
of intervention may benefit these women. The figdiof this study support the necessity to monitor
short-term symptoms carefully in all women with wail neoplasia after surgical treatment and to
investigate treatment and supportive care optidimsassessment of symptom experience from the
individual's perspective can support the goal terawegative outcomes. It should be followed by

identifying appropriate intervention strategtés.

The findings of this trial need to be interpretadight of potential limitations: The sample sizas
small, which limited the power of detecting relasbips between variables. To reduce patients burden
for a new measure, women were asked to completdVIB&AN-PRO instrument only once after
discharge. We were unable to measure differencegeba responders and non-responders. Further
examination of psychometric properties of the WOMRRO is still needed and the instrument
should be also tested to demonstrate its abilityetect outcome changes over time. To address some
of these limitations, in further trials we wouldcinde a larger sample, compare responders and non-
responders, evaluate addition psychometric praggeif the WOMAN-PRO and / or examine its

ability to detect changes in women’s symptom exgrexé over time following surgery.
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7.5 Conclusions

This trial provides preliminary evidence that theOWAN-PRO instrument for women with vulvar
neoplasia and surgical treatment who attend canesters offers a feasible, targeted screening
measure to support systematic symptom assessm&@mWAM-PRO data focusing on patients’ post-
vulvar-surgery symptom experience (1) showed highpgom prevalence and distress, (2) calls for a
comprehensive symptom assessment, (3) may allavtifidation of areas for symptom management.
Where difficulties with symptom control exist, WONWPRO data may allow clinicians to identify
symptoms that need to be the focus of care bedhageare distressing, and to evaluate the impact of

patient-centered care on the occurrence of sympamusheir associated distress.
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DISCUSSION

In this final chapter the key findings of the resbaproject’s studies are summarized and discussed
(8.1) and the limitations and strengths of reseanethods are described (8.2). Further, implications
for research (8.3) and practice (8.4) are suggestate also outlining further perspectives. This

chapter ends with conclusions (8.5).

Our research project added to the existing knovdedy complications, symptoms and associated
distress of women with surgically treated vulvaoplasia. Using quantitative and qualitative researc
methods made it possible to focus on both theaiéini and the patient perspective. Therefore both

perspectives will be discussed in this chapter.

8.1 Discussion of key findings

This discussion will focus on the following threeykfindings across the research project: post-vulva
surgery complications identified by clinicians (8) post-vulvar-surgery experiences reported by
women with vulvar neoplasia (8.1.2), and the new MADI-PRO instrument for patients and

clinicians (8.1.3).

8.1.1 Post-vulvar-surgery complications identifiedy clinicians

The results of the first cross-sectional studyto$ thesis showed a high prevalence of short-term
wound complications of 45.4% (49/108), indicatingeed for systematic wound assessment. Wound
assessment is necessary especially for womenlatislgfor wound-related complications after hemi-
and radical vulvectomy (OR, 2.6; 95% confidenceerivail [CI], 1.34-5.14) and inguinofemoral
lymphadenectomy (OR, 3.0; 95% CI, 1.03-8.7@)his research study generated knowledge about
post-vulvar surgery wound complications utilizingot approaches, a literature search and a cross-
sectional study. The literature search, as degtrifvghe introduction section of the cross-sectiona
article (Chapter 3), revealed that previous re$edocused on a limited selection of wound
complications such as wound dehiscence and infextibhe full range of wound complications was
not fully summarized.The findings of the literature search guided ushi development of a data
collection tool utilized to collect medical recorgformation about eight short-term wound
complications. This retrospective study showed tiainen, particularly after hemivulvectomy,

radical vulvectomy, and inguinal lymphadenectonmg at higher risk of developing complications.
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Better risk management including systematic woussessment and early risk management may
contribute to lowering these risksAlthough other studies described several riskai@ctor wound
complications’® this study with a small sample of 108 patientsxtbonly two significant predictors,
hemi- and radical vulvectomy and inguinofemoral pyradenectomy. Addition research is needed to
clarify the risk factors for wound complicationgliéaving the surgical treatment of vulvar cancer.
Secondary to the rarity of vulvar cancer, intermai multicenter studies will be necessary to mevi

an adequate sample to identify these risk factors.

Despite study limitations, our and other studiesficm that the wound complications are a frequent
problem in patients who have had surgical treatm@nvulvar neoplasid® Furthermore, these
complications lead to substantial patient morbidityprolonged hospital stay and cause considerable
costs®*? The results of these studies have provided theeege-base for a multidisciplinary team of
the Department of Obstetrics and Gynecology, UsiteiHospital Berne, Switzerland to develop and
implement an evidence-based guideline for woundagement for patients after hemivulvectomy,
radical vulvectomy, and inguinal lymphadenectomiie Tyuideline describes a clinical pathway for

care which should contribute to prevention, rectgniand treatment of wound complicatiofs.

Current evidence on complication rates and our ®aipee in clinical practice show that further
research and practice development are needed. vidieadon of implemented guidelines and the
development of effective wound management intef@aatremain a central issue that nurses have to
focus on in the futur&: ' In addition, interventions are needed to addréss assessment and
management of other common post-surgical comptinatsuch as lymphederhagpression® sexual

dysfunction!” and the negative impact of this intimate condittm women’s lives®

8.1.2 Post-vulvar-surgery experiences reported byamen with vulvar neoplasia

The results of our qualitative study provided aamptual model to inform nurses and physicians
about the perceptions that women with vulvar nedgldave about their post-surgical symptom
experiences and management. Narratives showedvtihadr neoplasia is considered an unspoken
disease. Women experienced a lack of informatiomfdifferent health professionals that might be
related to the stigmatization of the vulva. Thepressed many difficulties in communicating about
their disease, caring for their vulva and dealinghwsymptoms. This information gap and the
difficulties evoked negative emotional response$ected interpersonal interactions and caused
potentially preventable distre¥s.These findings are consistent with other qualieatresearch

15, 18, 20, 21

findings:

Our qualitative findings revealed, that women eigreze similar symptoms ‘prior to their diagnosis’
and ‘during their postoperative wound healing psste They seemed not to have a clear

understanding of wound healing-related symptomsneé&Sevomen worried that many ‘normal’ or
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‘expected’ postoperative symptoms were a sign ttigit cancer has reoccurred. These issues appear
to increase women’s uncertainty and their disttegsl. Further aspects discussed in the literatate

for action in clinical practice: (1) early and difeéntiated VIN diagnosis is frequently missed by
physicians and such a delayed diagnosis can beiatesb with rapid progression to squamous cell
carcinom&? and (2) the lack of a standard screening programdetect precursor lesiofis.
Additionally, recent qualitative research has titated that most women were unfamiliar with vulvar
cancers symptonté. > Therefore, we recommend that health care providdizate women about

symptoms that may indicate vulvar neoplasia.

Another two questions arose out of the qualitagiogtion of this dissertation that need investigated
the future, the clinician-patient collaboration autio-cultural aspects. Clinicians’ recommendation
were perceived as either enablers or barriers toagiag of vulva care and the symptoms that
occurred. Clear advice concerning symptom managewasgiven to some patients. Other clinicians,
however, did not even assess symptoms during tbpithb stay. Women described several issues
related to obtaining professional support durirg fillow-up, e.g. changing physicians, not having a
trusting physician-patient relationship and timegsure of nurses and physicians. Further, socio-
cultural factors added to women’s experience dfres:” ?° e.g. communication about an unspoken
disease and the non-recognition of symptoms byep&tiand clinicians. The current debate about
Human Papilloma Virus (HPV) vaccine and its relatidcourse that links HPV with sexually
transmitted diseas€s® may enhance the stigmatization of this rare dise@iBe in-depth analysis of
women’s experiences showed a gap in the level firimation concerning the above mentioned
aspects. Further detailed insights into the casgsi®f women with vulvar neoplasia are necessary.
For example, which information can be provided miten form and which information needs to be

shared during personal appointments with nutsé%2*

In summary, women’s experiences, clinician’s eviadunaand socio-cultural aspects all play a key role
in decision-making regarding communication, symptssessment and its management during vulvar
neoplasia treatment. Consequently, including paseitf-reporting as a major element in follow-up

care has the potential to enhance the quality mbcuive care.

8.1.3 The new WOMAN-PRO instrument for patients andclinicians

We developed a WOMen with vulvAr Neoplasia—Patié&eported Outcome (WOMAN-PRO)
instrument to fill the void between complicatiomemtified by clinicians and symptoms reported by
patients with vuvlar neoplasia (Appendix). The WONHRRO content is described in detail in
chapter 6. The self-report WOMAN-PRO showed exeo¢lieem and scale content validity (CVI=1.0)
and adequate reliability (Cronbach’s alpf&0). In a prospective cross-sectional surveyigite
Hospitals in Switzerland and Germany, outpatiemts54) rated the occurrence of each of 31

symptoms, and the degree to which the symptomsedsstd them during the first 7 days after
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discharge following surgical treatment for theirlvar neoplasia (Chapter 7). WOMAN-PRO data
showed high symptom prevalence and distress. Teige number of symptoms reported per patient
was 20 (SD 5.02, range 10-31 symptoms). In additiom survey provided preliminary evidence that
the WOMAN-PRO instrument offers a feasible, tardetereening instrument to support systematic
symptom assessment. The new WOMAN-PRO provides/¢i)en with written information and (2) a
list to assess the symptom experience, informatineads and associated distress of women with
surgically treated vuvlar neoplasia. The symptosh ilh the new PRO measure supports systematic

symptom assessment which has the potential todmbasan outcome measure in future research.

According to Dodd et af® ** symptom assessment leads to the identificatioth@fsymptoms that
need to be the focus for symptom management. Glva&nwomen in our qualitative study reported
using a number of self-management strategies tageatheir symptoms after vulvar surgery, we also
included space for women to record these stratégitee WOMAN-PRO symptom diary. Clinicians
can also use the Diary to provide individualizetbimation for women about which symptoms are
expected and which should prompt contact with thréctan based on the type of surgical procedure
or other pertinent clinical information. For insten after vulvar excision expected symptoms during
the first four days after discharge include swellizvarmth and redness. This information should
increase the capacity of women to perceive suchpsyms as part of normal wound healing.
Therefore, we consider the WOMAN-PRO instrument aoly as a clinical instrument for health
professionals but as guide for women to enhance #wf-assessment, early recognition and
evaluation of symptoms and their related distréxsr assumption is that such an approach may
decrease women’s uncertainty about symptoms aisdusatheir decision-making about when to seek
health care provider evaluation. It can also prewtinicians with systematic information about key
symptoms from a patient perspective, the impatha$e symptoms on women'’s daily lives, and their
unmet informational needs. In addition, women &avergan opportunity to prioritize the three most
important issues that they would like to addressndutheir next appointment with their clinician.
This personal preparation should facilitate comroatidn and self-tailored action plans to manage

symptoms.

However, the WOMAN-PRO instrument was not desigreedddress all of the complexity associated
with effective self-management skills as proposgdLbrig (2002)%** Self-management involves
people taking responsibility for their own healthdawellbeing, as well as learning to behave in a
manner that promotes health and manages theis$@®" ** Lorig et al. (2002) described six self-
management skills (1) problem solving, (2) decisiwaking, (3) resource utilization, (4) the formatio

of a patient-provider partnership, (5) action piagnand (6) self-tailoring? Evidence from clinical
trials in patients with diverse chronic conditiosigggests that supporting patient self-management

positively impacts clinical outcomes, reduces healire costs and lowers the use of health care
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services over the course of illné§8? Given the WOMAN-PRO instrument content discusseava,

we believe that this instrument has the potentaintprove self-management following surgical
treatment of vulvar neoplasia by assisting patievith problem solving, decision making, action
planning, and individualized reporting of symptoarsd needs during the immediate post-discharge
period. Additional research is needed to deterntieeusefulness of the WOMAN-PRO beyond the
initial post-discharge period. In addition, thesed gap in the evidence base concerning (1) the
comprehensive self-management support needs of wamith vulvar neoplasia with and without
surgical treatment, and (2) the health care prosidenplementation of evidence based and
individualized intervention strategies to improvealth outcomes. Both aspects will be further

elaborated below (see ‘implications for future sest and practice’)

8.2 Limitations and strengths of research methods

Study 1 of this research project was a cross-gedtistudy exploring the period prevalence and risk
factors for postoperative short-term wound compiozes in vulvar cancer which also summarized the
literature from a clinical perspective. Studieso25twere guided by an sequential exploratory two-
phase mixed-methods approach with equal weightirgualitative and quantitative dataOur intent

in the first phase was to conduct an interview ptiadexplore the symptom experience in women with
surgically treated vulvar neoplasia from a patetspective. In the second phase, findings from thi
gualitative interview study were used to develop WOMAN-PRO instrument for quantitative

studies and for clinical purposes.

The research project has three main methodicakdimans. First, not all aspects of the updated
patient-reported outcome guidelines published duoor ongoing project could be addressed. For
example we did not select, translate and test itdorm the Common Terminology Criteria for
Adverse Events (CTCAE) - PRO item bank, which cmstasymptoms related to adverse events of
cancer treatmert. Second, a limitation in the prospective crossiseat survey was that we only
assessed one measurement time point. As a resuligene not able to capture changes in symptoms
over time. Third, the limited timeframe for datdleoction in the survey restricted the sample sizé a

only permitted us to partly test the psychometriperties of the WOMAN-PRO instrument.

Utilization of a mixed-methods approach in thissi@gh project had several methodical strengths. The
interview data broadened understanding of expeggdsgmptoms and their related distress, as well as
providing insights into problems that women expseedl during the course of their illness. Second,
the new conceptual model developed from the quiaitastudy enabled us to formulate items for the
new WOMAN-PRO instrument. Therefore, we believe the& sequential exploratory mixed-method
design was vital to the development of knowledgemfra patient perspective, and that this

comprehensive and differentiated information woutd have been arisen from an approach that was
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purely quantitative. Third, based on the qualietand quantitative study results we were able to
develop a new PRO measure and collect initial eMideabout symptom prevalence and related

distress in two European countries.

8.3 Implications and perspectives for future researh

Based on our findings, further studies need touithela larger sample so that addition psychometric
properties of the WOMAN-PRO can be examined. Wg esamined women’s symptom experiences
and distress during the first 7 days after disohdglowing vulvar surgery. Future studies should
examine the ability of the WOMAN-PRO to detect apas in women’s symptom experience over

time following surgery.

In general, nursing research needs to progressdesuriptive to intervention studies to be mordulse

to clinicians and patienf§:*° It is important for intervention studies to inctudPRO self-reporting
measures to monitor subjective adverse events ssebs specific treatment benefits from the patient
perspectivé! *® This may improve the quality and completeness istase specific intervention
outcome data, provide a more comprehensive piotdiréne patient experience, and improve the
efficiency of clinical operation§. Based on the evidence discussed above, we plao @dvelop and
test a patient self-management support interverfbomrvomen with vulvar neoplasia, and (2) continue
to test the psychometric properties of the WOMANEPRstrument in future studies. Guided by the
United Kingdom Medical Research Council's Complexetvention Framewor¥, development and

testing a patient self-management support inteimemequires the following three steps:

(1) First, a meta-synthesis of qualitative studies deisgy aspects of self-management in
women with vulvar neoplasia needs to be condutt@tiis should result in a comprehensive
understanding of informational and educational seexlf-management tasks and skills
needed by affected women and their families. Thda hecessary to decide which needs
could be translated into a self-management supptatvention for women with different
disease stages, therapies and co-morbidities.

(2) Second, a systematic literature review needs twoedte the most effective self-management
support intervention in terms of improving patiemitcomes in the field of gynecologic
oncology since based on our knowledge; no suchverions exist in the vulvar neoplasia
literature. In addition current evidence about #féective implementation of research
interventions in clinical practice should be coesat>* >

(3) Third, the new developed self-management supptetvantion with a specified dose and
duration should be tested in a pilot study to asgssffectiveness and feasibility as well as

to understand the change proc¥ss.
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To allow the simultaneous (1) examination of thewlyedeveloped self-management support
intervention and (2) the psychometric testing & YWilOMAN-PRO instrument, validated tools should
be included in the planed pilot study to measumapgm occurrence and distress. In addition, to
recruit a large enough sample size to ensure aduepstatistical power to perform analyses on
subgroups, e.g. women with different disease staljegpies and co-morbidities, a multicenter study

will be required.

8.4 Implications and perspectives for practice

In addition to the implications for future resegrale believe that this study also has implicatifrs
clinical practice. The high prevalence of symptoaml the finding that symptoms that are less
common may, nonetheless, be distressing for theemowho experience them, support the need for
the systematic assessment of symptoms and thatedetlistress in patients follow surgical treatment
of vulvar cancer. Given this, we recommend thaticilans use and evaluate the new PRO self-report
instrument as a major element of follow-up cararomen with vulvar intraepithelial neoplasia (VIN)

and vulvar cancer.

The shift of care to outpatient settings, the shmrspital stays after surgical treatment, and the
treatment by different players present challengeéalth caré® The shorter hospital stays reduced
the counseling time and inconsistent health cavigers make the systematic assessment of
symptoms and their related distress important> While research supports the importance of
including patient reports when assessing symptdnasiverse event;*® there is also some research
to suggest that there is better agreement betwaese mnd patient-reported adverse event symptoms
than between patient and physician reports. Thadengs suggest that nurses could play an important
role in collecting symptom data related to advérsatment events.In our German-speaking context,
interdisciplinary follow-up visits may improve regaition of early signs of recurrence and adverse
events. Nurses and physicians play a key rolenmpsym assessment and management in women with

vulvar neoplasia and their families. Based on esearch and that of othéfs3® ®°

we recommend the
incorporation of PRO self-reports into the follow-wware in this patient population to facilitate
communication, decision-making, symptom assessnagnt management. Clinicians should be
educated in the delivery of individualized evidehesed care based on PRO data. The synthesis of
PRO information with clinician’s objective obsenamts will result in better care for women who have
vulvar neoplasia and surgical treatment. We suguasie-led follow-up consultations complementary
to physician appointments to allow adverse symp®mant monitoring. Whether vulvar-specific
instruments will improve the completeness or imetgbility of adverse symptom event data will be

evaluated and reported in the futtite.
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8.5 Conclusions

We conclude that the results of this research prajarrowed the gap in existing knowledge on
women with vulvar neoplasia and post-surgical ciradded data to support nurses’ and physicians’
ability to identify patients at risk for post-surgl wound complications. Furthermore, it provided t
first conceptual model of symptom experience ireatd women. In addition, it added evidence on
VIN patients’ experiences during their illness écpry. Furthermore, the development of the
WOMAN-PRO instrument with a good content validitydareliability has the potential to contribute
to the valid assessment of symptoms, informatioea&ids and related distress in women with vulvar
neoplasia who have undergone surgical treatmentedder, WOMAN-PRO data showed a high
symptom prevalence and distress, and provided npredry evidence that the WOMAN-PRO

instrument offers a feasible, targeted screenisgument to support systematic symptom assessment.

The study results confirmed the need for furtheseaech on (1) implementation strategies for

comprehensive symptom assessment and (2) idetitficaof areas in symptom management.

Clinicians should focus on the early recognitiorspinptoms and interventions to decrease symptom
related distress in women with surgically treatatVar neoplasia.
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