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Constipation in Women with High-Grade
Intraepithelial Neoplasia and Cervical Cancer:
Does the Extent of Cervical Lesion Invasion
Influence the Severity of Constipation and
Compromise Quality of Life?
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Abstract Introduction Constipation is a common clinical condition, particularly among cancer
patients.
Objective To assess the prevalence and severity of CF in women with high-grade
intraepithelial neoplasia (HSIL) and cervical cancer (CC), as well as the impact of this
condition on their daily lives.
Methods A cross-sectional study was conducted at a tertiary cancer center. To assess
the presence and severity of constipation, the Rome IV criteria, and the Constipation
Scoring System (CSS) were used. To assess the impact of constipation on daily life, the
Visual Analogue Scale (VAS) was used.
Results The studyincluded 153 patients with HSIL or CC, with a median age of 44 (IQR
35-56) years. Constipation was reported in 54 (35.3%) patients, 33 (61.1%) of those
with HSIL, and 21 (38.9%) of those with CC. In constipated patients, the median number
of positive Rome IV criteria items was 3 (IQR 2-5). "lIrreqular or hard stools" was the
most common complaint, affecting 41 (75.9%) of the patients. In patients with CC, the

Keywords use of analgesic medications was associated with constipation (p=0.016). There is no
= constipation link between constipation and invasive cancer (p =0.492). Constipation had a daily
= cervical cancer impact of 7.5 (IQR 4.75-9), with no relationship between VAS and clinical diagnosis
= high-grade (HSILor CC) [7 (IQR 3-9) X 8 (5-9.5), p-value = 0.536] The more severe the constipation,
intraepithelial the more disturbing it is to these women’s daily lives.
neoplasia Conclusion Constipation is common in women with cervical lesions, affecting their
= quality of life daily lives regardless of their severity.
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Introduction

Cancer is currently regarded as the world’s most serious
public health problem, accounting for one of the two leading
causes of death in people under the age of 70." In Brazil,
17.010 new cases of cervical cancer (CC) were expected in
2023.2 In turn, the incidence of cervical high-grade squa-
mous intraepithelial lesions (HSIL), before stabilizing, de-
creased for several years.3

Constipation affects 10% to 15% of adults in western
society, with some studies indicating a higher prevalence
in women, the elderly, and non-white populations.* Cancer
patients are more likely to experience constipation, especial-
ly in the later stages of the disease.>® Furthermore, intestinal
dysfunction can reduce the quality of life of patients, and this
impairment is particularly significant in the domains of
general health, social functioning, and mental health.6-8

For tumors at an early stage, local excision (conization)
with free margins, simple hysterectomy, or radical surgery
with adjuvant treatment may be necessary, depending on the
stage and risk factors, while chemoradiation is generally
applied for locally advanced cervical cancer.®'? Pelvic sur-
gery and radiotherapy are commonly linked to secondary
pelvic organ disorders, which frequently result in post-
treatment urinary, intestinal, and sexual dysfunction.'’!?
Furthermore, most cancer patients will feel pain at some
point, with 59% of patients undergoing anti-cancer treat-
ment experiencing this symptom, which is usually moderate
or severe in intensity.'> In this regard, pain treatment,
particularly when opioids are used, has an adverse impact
on intestinal function.'

As aresult, the purpose of this research is to determine the
frequency and severity of CF in women with HSIL and CC, as
well as to describe the signs, symptoms, and factors that are
most associated with this intestinal dysfunction. The impact
of CF on these women’s daily lives will be investigated, with a
focus on the impact of the severity of the cervical injury on
this aspect of their lives.

Methods

Study Design and Population.

This is an observational, cross-sectional study with a sample
of women with HSIL and CC who attended a public cancer
center, in Salvador - Bahia - Brazil. Data was collected from
October 2022 to May 2023.

Women aged 18 years or older with HSIL or CC, whether
treated or not, who were willing to participate in the
research and agreed to the informed consent form were
included. Women who were illiterate or semi-literate, as
well as those with gastrointestinal anatomical or neurologi-
cal malformations, were excluded.

Structured electronic forms (Google Forms) were used to
collect data. The Rome IV Criteria were used to assess
constipation, and a woman with two or more positive items
was considered constipated.> The Constipation Scoring
System (CSS) adapted, and validated for the Portuguese
language was used to assess constipation intensity.16 A
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self-report questionnaire was used in addition to the afore-
mentioned instruments to collect information about demo-
graphic characteristics (age), education, painkiller use, and
childbirth (number of pregnancies and type of birth). The
Visual Analogue Scale (VAS) was used to assess the impact of
constipation on women’s daily lives.

Data were collected on an outpatient basis, in a private
room, with questions answered individually and privately,
with no interference from the researcher, who only
assisted in the process when requested by the interviewee,
ensuring the confidentiality and security of the informa-
tion. Participants completed the form using their own cell
phones or readily available computers after receiving the
form link via message or email and signing the informed
consent form. The research team had no prior contact
with the women. All procedures performed in this study
were in accordance with the ethical standards of the
institutional and national research committees (no.
65595922.6.0000.5544) and with the 1964 Helsinki Dec-
laration and its later amendments.

Statistical Analysis

The Statistical Package for Social Sciences (SPSS Inc., Chicago,
IL, EUA), version 14 for Windows, was used for database
development and descriptive/analytical analysis. After nor-
mality testing with the Kolmogorov-Smirnoff test, categori-
cal variables were expressed as absolute frequencies and
percentages, while continuous variables were expressed as
medians and interquartile intervals (IQR).

The Mann-Whitney U test was used to assess the rela-
tionship between numerical and categorical variables. The
chi-square test was used to assess the relationship between
the categorical variables. The Spearman’s Correlation Coeffi-
cient was used to examine the relationship between the
numerical variables. The statistically significant level was
defined as a p-value of 0.05.

Results

Characterization of the Sample

Study participants included 153 patients with HSIL and CC;
their median age was 44 (IQR 35-56) years, and 73 (59.3%)
had not finished high school. In relation to previous preg-
nancies, the majority (129-89%) had already experienced
childbirth, with a median of 2 (IIQ 1-3) births, and the
majority (115-79.3%) had vaginal deliveries. (~Table 1). In
terms of diagnosis, 99 (64.7%) of the women had HSIL, while
54 (35.3%) had CC. According to IFGO,'” many patients with
CC have locally advanced cervical cancer. (~Table 2)

In terms of the therapeutic approach applied, the Loop
Electrosurgery Excision Procedure (LEEP) was selected as the
predominant method (N =98, 99%) for women diagnosed
with HSIL. In turn, the majority (38-70.4%) of women with
CC had already undergone quimioradiation.

Regarding age, patients with HSIL were younger when
compared to patients diagnosed with CC[43 (IQR32-52)x 49
(IQR 37-61.25), p=0.001]. Many patients with CC required
some antalgic therapy (p < 0.001). (~Table 3)
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Table 1 Sample description - sociodemographic data

Variable Patients
N=153
Ethnicity N (%)
Brown 71 (58,2)
Black 38 (31,1)
White 10 (8,2)
Indigenous 1(0,8)
Asian 2(1,6)
Schooling N (%)

Incomplete High School or less 73 (59,3)
Complete High School or more 50 (40,7)
Age years (ME/IQR) 44 (35-56)

Previous Childbirth N (%) 129 (89)
Type of Childbirth
Vaginal 115 (79,3)
Cesarean 39 (26,9)
Number of Childbirths (ME/IIQ) 2 (1-3)

Abbreviations: IQR, interquartile range; ME, median; N, number.

Table 2 Staging of women diagnosed with invasive cervical
carcinoma according to the IFGO

Variables Patients
N=54

Staging N (%)
1B 6 (11,1)
2A 7 (13)
2B 11 (20,4)
3A 10 (18,5)
3B 8(14,8)
3C 3 (5,6)
4A 4(7,4)
Undefined staging 5(9,3)

Abbreviations: IFGO, International Federation of Gynecology and Obstet-
rics; N, number.

Constipation Analysis
The analysis of constipation revealed that 54 (35.3%) of the
patients were constipated. There was no difference in socio-
demographic variables, number or type of birth, or diagnosis
(HSIL/CC) between constipated and non-constipated
patients. Conversely, non-constipated women used analgesic
medications less frequently than constipated women [22
(22.2%) X 22 (40.7%), p=0.016], even though the specific
classes of such medications were not identified. (~Table 4)
The median number of positive items in the Rome IV
Criteria among constipated patients was 3 (IQR 2-5), and
there was no significant difference between constipated
patients with HSIL and CC [3 (IQR 2-5) X 3 (IQR 2-4);
p=0.805]. The most common symptom was the presence
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Table 3 Comparison between patients with HSIL and CC
according to clinical and demographic variables

Variables HSIL cc p value
N=99 N=54

Age (ME/IQR) | 43 (32-52) | 49 (37-61,25) | 0,001

Number of 2 (1-3) 2,5(1,254) | 0,11

Childbirths

(ME/IQR)

Type of

childbirth N (%)

Vaginal 74 (76,3) | 41 (85,4) 0,202*

Cesarean 25 (25,8) 14 (29,2) 0,665*

Painkiller N (%) | 4 (4) 40 (74,1) <0,001"

Abbreviations: CC, cervical cancer; HSIL, high-grade intraepithelial
neoplasia; IQR, interquartile; ME, median; N, number.
*Mann-Whitney test; ** Chi-square test.

of "irregular or hard stools,” which occurred in 41 (75.9%)
women (=Table 5).

When assessing the severity of constipation, the median
CSS present in constipated patients was 10 (IQR 8-14) points,
and there was no significant difference between patients
with HSIL and CC [10 (IQR 9-13) X 11(IQR 7.5-15.25);
p=0.385]. =Table 6 displays the frequency of CSS items,
revealing that many women (32-71.1%) had constipation for
more than 20 years.

Impact of Constipation on the Daily Lives of
Constipated Women

Most of the constipated women (57.4%) had a VAS score
greater than 7. The median VAS score for constipated patients
was 7.5 (IQR 4.75-9.00) There was no relationship between
the VAS score and the diagnosis of the cervical lesion (HSIL or
CC)[7 (IQR 3-9) X 8 (5-9.5), p-value =0.536] when research-
ers looked at the impact of constipation on the daily lives of
constipated women. However, both groups had a VAS score
of 7, indicating that the presence of constipation, regardless
of the severity of the cervix lesion, hampered these women’s
daily lives.

Furthermore, a strong positive relationship was found
between "impact on daily life" and "number of positive items
in Rome IV" (Spearman Correlation Coefficient=0.783, p-
value < 0.001). As a result, as the severity of CF increased,
more severe cases of constipation caused a greater im-
pairment in quality of life. (~Fig. 1).

Similarly, there was a strong positive correlation between
the CSS score and the impact of constipation on daily life as
measured by the VAS (Spearman coefficient = 0.897, p-value
<0.001). As a result, as the CSS score rises, so does the
perception of impairment in daily life. (~Fig. 2)

Discussion
The present study found a prevalence of constipation

of 35.3% in women with cervical lesions, regardless of
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Table 4 Association between constipation and sociodemographic/clinical variables

Variables Absent Constipation Present Constipation p value
N= 99 N= 54
Age (ME/IQR) 44 (33 - 57) 46,5 (36 - 53,75) 0,731*
Clinical Diagnoses N (%) 0,492**
HSIL 66 (66,7) 33 (33,3)
cc 33(61,1) 21 (38,9)
Painkiller 10 (10,1) 13 (24,1) 0,021
Number of childbirths (ME/IQR) 2(1-3) 2 (1-4,75) 0,173*
Scholling (%) 38 (48,7) 26 (57.8) 0,671
Until Elementary school
> Greater then high school 40 (51,3) 19 (42,2)
Type of childbirth N (%)
Vaginal 69 (74,2) 46 (88,5) 0,042™
Cesarean 26 (28) 13 (25) 0,700™

Abbreviations: IQR: interquartile; ME: median; N: number.
*Mann-Whitney test; ** Chi-square test.

Table 5 Frequency of signs and symptoms comprising the
Rome IV criteria in constipated patients

Variables Patients
N =54

Number of positive Rome IV items (ME/IQR) 3(2-5)

Roma IV Criteria

Manual maneuvers to facilitate stool passage 11 (20,4)

Decreased bowel frequency 34 (63)
Irregular or hard stools 41(75,9)
Straining during bowel movements 33(61,1)
Sensation of incomplete evacuation 33(61,1)
Feeling of obstruction or blockage 33(61,1)

Abbreviations: IQR, interquartile range; ME, median; N, number.

the degree of invasion. In turn, many constipated patients
with CC used analgesic medication. Concerning the impact of
constipation on these women’s daily lives, constipated
patients showed significant impairment of quality of life
measured by VAS, with this effect occurring regardless of
whether the lesion was invasive or not.

The study found a high prevalence of constipation, despite
the fact that the literature suggests a lower prevalence in the
general population, ranging from 15 to 20%.%'81° Neverthe-
less, it is crucial to emphasize that previous research indi-
cates an elevated prevalence of constipation among cancer
patients, with rates ranging from 30 to 60%.5?° The high
prevalence can be attributed to the frequent use of analgesic
medications, specifically opioids, among these patients.
Opioids are frequently prescribed medications for alleviating
intense pain, a prevalent issue among cancer patients. How-
ever, constipation is a frequently encountered side effect of
these medications.®’ This group of drugs often leads to
constipation by changing receptors in the enteric nervous
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system. This creates a unique type of constipation called
opioid-induced constipation, which usually needs a different
treatment method.®’ While we noticed that constipated
patients with CC consumed a higher quantity of analgesic
medications, we were unable to identify the specific type of
medication due to many patients being unable to provide us
with this information. Nevertheless, there was no discernible
disparity in the prevalence of constipation between patients
diagnosed with CC and those diagnosed with HSIL. Therefore,
we infer that the occurrence of this issue in patients with
more invasive lesions is attributable to the analgesics
they were administered, potentially opioids, rather than
the tumors themselves. Furthermore, the symptoms and
signs most reported by our sample ("hard or irregular stools”
and "3 or fewer bowel movements per week") bring us back
to the use of such medications, in contrast to complaints of
the need for manual maneuvers and the sensation of incom-
plete evacuation or defecation obstruction, which are more
commonly associated with the presence of defecatory dis-
orders. It is crucial to emphasize that most women in the
study had HSIL, which is a non-invasive lesion that can result
in milder pain compared to CC. Hence, the constipation
experienced by these women may be attributed to additional
factors, specifically inadequate nutrition, since the relatively
milder pain could have been alleviated with non-opioid
analgesics. Moreover, many women experienced chronic
constipation, indicating that intestinal dysfunction occurred
prior to the development of the cervical lesion.

In comparison to multiple-item questionnaires, the im-
pact of constipation was assessed using the VAS, an instru-
ment with good validity and excellent reliability that is
simple to understand in a variety of populations.?’-??> Be-
cause most of our patients had a low level of education, VAS
could have been especially useful in our evaluation. As a
result, the use of this simple instrument may have reflected
the patient’s true perception. In this study, we discovered
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Table 6 Intensity of constipation and frequency of signs and
symptoms in constipated women according to CSS

Variables Patients
N=54
CSS score (ME/IQR) 10 (8-14)
Bowel Movement Frequency N (%)
1 to 2 times every 1 or 2 days 17 (37,8)
2 times a week or less 28 (62,2)
Straining Frequency N (%)
Never 10 (22,2)
Rarely 3(6,7)
Frequently 32 (71,1)
Incomplete Bowel Movement Frequency N
(%)
Never 10 (22,2)
Rarely 1(2,2)
Frequently 34 (75,6)
Average Time Spent per Bowel Movement
Attempt N (%)
Less than 5 minutes 15 (33,3)
Between 5 and 10 minutes 15 (33,3)
More than 10 minutes 15 (33,4)
Need for Assistance with Bowel Movements N
(%)
None 33 (70,2)
Stimulant laxative 5(10,6)
Digital assistance or enema 9(19,1)
Number of Unsuccessful Bowel Movement
Attempts in 24 Hours N (%)
None 23 (51,1)
1 to 3 attempts 19 (42,2)
3 to 6 attempts 1(2,2)
6 to 9 attempts 2 (4,4)
Duration of Constipation N (%)
Less than 1 year 3(6,7)
1to 5 years 6 (13,3)
5 to 10 years 2 (4,4)
10 to 20 years 2(4,4)
More than 20 years 32 (71,1)

Abbreviations: CSS, Constipation Scoring System; IQR, interquartile
range; ME, median; N, number.

that whether CC was present, there was a significant reduc-
tion in quality of life. This suggests that, regardless of the
severity of the tumors, constipation is a dysfunction that
already has an impact on patient’s daily lives and should be
addressed and managed appropriately by any specialty, not
just a specialized center. Furthermore, many patients (32-
71.1%) have had the condition for more than 20 years,
highlighting the multifactorial nature of constipation, which
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is linked to a variety of other factors such as diet, poor
lifestyle habits, and the use of certain medications®.

The CSS, a questionnaire that provides information about
the severity and duration of the intestinal condition, was also
used to better assess constipation. The sample of constipated
patients had a median score of 10 (IQR 8-14), and there was
no significant difference between patients with HSIL and CC,
reinforcing the hypothesis that the occurrence and severity
of constipation are unrelated to the invasiveness of the
cancer. A strong positive relationship (Spearman Correlation
Coefficient = 0.783) was found between the variables "num-
ber of positive Rome IV items" and "impact of constipation on
daily life." This shows that intestinal dysfunction, especially
the more severe symptoms, makes these women'’s daily lives
harder. As a result, we should not underestimate or postpone
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the approach to constipation because early and effective
treatment can promote changes in quality of life, with scores
improving after relief of this symptom.

It is important to note that the use of the VAS instead of a
validated questionnaire to measure quality of life can be
questioned as a study limitation. However, by employing the
VAS, a simpler and more direct assessment method, includ-
ing the detection of constipation,'* this assessment may have
aided patient comprehension, as many of the patients have a
low educational level. Because constipation encompasses
several signs and symptoms that vary from patient to
patient, dividing quality of life into different components,
as done in some questionnaires, could compromise the
analysis of the syndrome’s overall impact.&B’24 Further-
more, our study was carried out exclusively in a public health
center, thus limiting its ability to accurately represent the
general population. Finally, because the vast majority (99.3%)
of the women had already received treatment, the study was
unable to assess associations between the treatments used
and the presence of constipation.

Conclusion

As aresult, regardless of the extent of invasion, constipation
is a common dysfunction among women with cervical
lesions, lowering their quality of life. Constipation is thus a
clinical condition that should not be underestimated and
should also be addressed by non-specialists.

Financial
None.

Conflict of Interest
None.

Reference

1 INSTITUTO NACIONAL DE CANCER JOSE ALENCAR GOMES DA
SILVA. Introdugdo. A vigilancia de cancer fornece os subsidios para
que os gestores monitorem e organizem as agdes para o controle
de cancer. Rio de janeiro. INCA, 2020. Available: estimativa-2020-
incidencia-de-cancer-no-brasil.pdf (inca.gov.br)

INSTITUTO NACIONAL DE CANCER JOSE ALENCAR GOMES DA
SILVA. Estimativa 2023: incidéncia do Cancer no Brasil. Rio de
Janeiro: INCA, 2022. Disponivel em: Incidéncia—Instituto Nacio-
nal de Cancer - INCA (www.gov.br)

Hughes KC, Herring TA, Song JN, et al. Cervical High-Grade
Squamous Intraepithelial Lesion Burden and Standard of Care
Treatment Effectiveness and Safety in the United States, 2008-
2018: The EACH-WOMAN Project. ] Low Genit Tract Dis 2023;27
(02):105-112

4 Sobrado CW, Neto IJFC, Pinto RA, et al. Diagnosis and treatment of
constipation: a clinical update based on the Rome IV criteria. ]
Coloproctol (Rio J) 2018;38(02):137-144

Van Lancker A, Velghe A, Van Hecke A, et al. Prevalence of
symptoms in older cancer patients receiving palliative care: a
systematic review and meta-analysis. ] Pain Symptom Manage
2014;47(01):90-104

N

w

wv

] Coloproctol  Vol. 44 No. 2/2024 © 2024. The Author(s).

de Abreu et al.

6 Dzierzanowski T, Mercadante S. Constipation in Cancer Patients -
an Update of Clinical Evidence. Curr Treat Options Oncol 2022;23
(07):936-950

Andresen V, Banerji V, Hall G, Lass A, Emmanuel AV. The patient

burden of opioid-induced constipation: New insights from a large,

multinational survey in five European countries. United European

Gastroenterol ] 2018;6(08):1254-1266

Belsey ], Greenfield S, Candy D, Geraint M. Systematic review:

impact of constipation on quality of life in adults and children.

Aliment Pharmacol Ther 2010;31(09):938-949

Abu-Rustum NR, Yashar CM, Arend R, et al. NCCN Guidelines®

Insights: Cervical Cancer, Version 1.2024. ] Natl Compr Canc Netw

2023;21(12):1224-1233. Doi: 10.6004/jnccn.2023.0062

10 Cibula D, Raspollini MR, Planchamp F, et al. ESGO/ESTRO/ESP
Guidelines for the management of patients with cervical cancer -
Update 2023. Int ] Gynecol Cancer 2023;33(05):649-666

11 Pieterse QD, Kenter GG, Maas CP, et al. Self-reported sexual, bowel
and bladder function in cervical cancer patients following differ-
ent treatment modalities: longitudinal prospective cohort study.
Int ] Gynecol Cancer 2013;23(09):1717-1725

12 Frigo LF, Zambarda SDO. CANCER DE COLO DE UTERO: efeitos do
tratamento. Cinergis 2015;16(03):

13 van den Beuken-van Everdingen MH], de Rijke JM, Kessels AG,
Schouten HC, van Kleef M, Patijn J. Prevalence of pain in patients
with cancer: a systematic review of the past 40 years. Ann Oncol
2007;18(09):1437-1449

14 Rhondali W, Nguyen L, Palmer L, Kang DH, Hui D, Bruera E. Self-
reported constipation in patients with advanced cancer: a pre-
liminary report. J Pain Symptom Manage 2013;45(01):23-32

15 Drossman DA. Functional Gastrointestinal Disorders: History,
Pathophysiology, Clinical Features and Rome V. Gastroenterolo-
gy 2016:50016-5085(16)00223-7 PubMed

16 Taniguchi TM, Abreu GE, Portugal MM, Barroso Junior U. Cross-
cultural adaptation and validation of the Constipation Scoring
System for the Brazilian population. Arq Gastroenterol 2022;59
(01):3-8

17 Salib MY, Russell JHB, Stewart VR, et al. 2018 FIGO Staging
Classification for Cervical Cancer: Added Benefits of Imaging.
Radiographics 2020;40(06):1807-1822

18 Bharucha AE, Pemberton JH, Locke GR IIl. American Gastroenter-
ological Association technical review on constipation. Gastroen-
terology 2013;144(01):218-238

19 Lindberg G, Hamid SS, Malfertheiner P, et al; World Gastroenterol-
ogy Organisation. World Gastroenterology Organisation global
guideline: Constipation-a global perspective. ] Clin Gastroenterol
2011;45(06):483-487. Doi: 10.1097/MCG.0b013e31820fb914 Er-
ratum in: ] Clin Gastroenterol. 2011 Oct;45(9):838. Erratum in: ]
Clin Gastroenterol. 2012 Jan;46(1):90

20 Ginex PK, Hanson BJ, LeFebvre KB, et al. Management of opioid-
induced and non opioid-related constipation in patients with
cancer: Systematic review and meta analysis. Oncol Nurs Forum
2020;47(06):E211-E224

21 de Boer AG, van Lanschot JJ, Stalmeier PF, et al. Is a single-item
visual analogue scale as valid, reliable and responsive as multi-
item scales in measuring quality of life? Qual Life Res 2004;13
(02):311-320

22 Price DD, McGrath PA, Rafii A, Buckingham B. The validation of
visual analogue scales as ratio scale measures for chronic and
experimental pain. Pain 1983;17(01):45-56

23 Yost K], Haan MN, Levine RA, Gold EB. Comparing SF-36 scores
across three groups of women with different health profiles. Qual
Life Res 2005;14(05):1251-1261

24 Johanson JF, Kralstein J. Chronic constipation: a survey of the patient
perspective. Aliment Pharmacol Ther 2007;25(05):599-608

~

focl

o


http://inca.gov.br
http://www.gov.br

