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Objective: assessing health-related quality of life (HRQL) in patients with rheu-
matoid arthritis (RA), before and after treatment with biological therapy.
Methods: a longitudinal study, conducted from November 2010 to September
2011, with implementation of the instruments HAQ II (health assessment ques-
tionnaire) and SF-36 (medical outcomes short-from health survey). Barlett test,
Anova, Friedman and paired t-test were performed for multiple extracts.
Results: 30 patients were evaluated, mean age of 47.6 (SD: 12.25) years and prev-
alence of females (90%). The mean score of HAQ II before treatment was 1.97,
with significant reduction of up to 1.23 after six months of biological therapy
(p<0.01). Most of the SF-36 domains showed significant improvement after six
months of treatment (p<0.01), highlighting the social aspects, pain, physical func-
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INTRODUCTION

Rheumatoid arthritis (RA) is an autoimmune, systemic
and chronic disease, characterized by inflammation of the
synovial membranes that can lead to osteoarticular de-
struction.! There is an estimated prevalence in the world
population from 0.5 to 1%, with annual incidence of 0.02
to 0.05%. Predominance is two to three times higher in fe-
males, whose peak is observed around age 50 years.? A study
by Senna et al.? estimated the RA prevalence in the Brazil-
ian population at 0.46%. The use of biological agents for
treating this disease is a challenge, leading to the possibil-
ity of reducing the consequences of the disease.

Quality of life (QL) is a concept increasingly used in
the assessment of health conditions of a given popula-
tion (diet habits, housing, employment, recreation, etc.)
and of the impact of therapeutic applications associated

tioning, emotional issues, vitality and physical aspects.
Conclusion: the use of biologic therapy in patients with RA refractory to stan-
dard therapies proved to be an important pharmacological strategy for improv-

Keywords: rheumatoid arthritis, biological therapy, quality of life, rheumatology,

with different groups of diseases.* The QL self-report is
a multidimensional concept comprising physical, social
and emotional components associated with illness, thus
poiting out how difficult it is to define QL.*

The QL self-report can be obtained in a systematic
way by means of semi-structured interviews, qualitative
assessments and questionnaires, the latter being the main
route used by most of the published scientific literature
for having a more affordable cost, immediate results and
easier data analysis.’

Health-related quality of life (HRQL) refers to the im-
pact of disease and treatment on the individual’s welfare. Pa-
tients diagnosed with RA have significant decreases in HRQL,
resulting from pain, impaired physical function and fatigue.®
Generic measures, such as the SF-36 questionnaire, have
been frequently used in clinical trials of RA to assess HRQL.
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Given the scarcity of studies on QL in patients with
RA, the aim of this study is to evaluate HRQL in Brazil-
ian patients with RA before and after biological therapy.

MeTHoDS

Design and study site

Alongitudinal and prospective before and after study was
conducted on a sample of 30 RA patients refractory to
conventional pharmacological treatments. Data were col-
lected from November 2010 to September 2011.

The study site was the Infusion Centers at the Oswal-
do Cruz University Hospital (HUOC) and Clinics Hospi-
tal (HC) UFPE, as well as the High Complexity Pharma-
cy of Pernambuco, Metropolitan Unit, located in the
district of Boa Vista, city of Recife, Pernambuco, Brazil.

Patient selection
The criteria used to include patients in the study were the
following:

1. having RA diagnosed by medical expert from the
HUOC and/or HC, meeting the classification crite-
ria defined by the American College of Rheumato-
logy (ACR),® as well as the inclusion criteria defined
by the Clinical Protocol and Therapeutic Guidelines
of the Ministry of Health of Brazil for pharmacolo-
gical treatment with biological therapy;’

2. being an adult patient of either gender, and residing
in the state of Pernambuco;

3. being a patient with RA refractory to conventional
immunosuppressive therapy;

4. not having previously started treatment with a bio-
logical therapy;

5. being registered and authorized by specialized com-
ponent of pharmaceutical care to initiate the biolo-
gical therapy with anti-TNF (40mg Adalimimabe,
50mg Etanercept and 100mg Infliximab);

6. consenting to participate in research by signing an
informed consent form (INF).

Patient exclusion criteria were the opposite of any or all
of the inclusion criteria.

Instruments for data collection

After being selected, before starting the biological thera-
py, patients were evaluated by applying the following QL
questionnaires: SF-36, HAQ II and the socioeconomic
questionnaire. These instruments were applied once again
after three and six months of starting treatment.

Generic instrument of QL medical outcomes short-from health
survey - SF-36

The domains assessed in the SF-36 were eight: function-
al capacity (ten items), physical aspects (four items), pain
(two items), general health (five items), vitality (four items),
social aspects (two items), emotional issues (three items)
and mental health (five items), in addiction to one item
to compare current health status and that of the previ-
ous year.'?

Specific instrument of QL for arthritis health assessment
questionnaire - HAQ Il

This is a questionnaire that assesses five dimensions: dis-
ability, discomfort, drug side effects, cost and death. Com-
posed of 10 questions grouped into eight categories that
seek to understand the level of difficulty the patient has
to perform such activities, as well as the need for assis-
tance to perform them.!!

Functional disability in early rheumatoid arthritis
(RA) affects patients and their lives. The degrees of dis-
ability based on the health assessment questionnaire
(HAQ) score are categorized into 4 grades: (1) HAQ: 0 (no
disability); (2) HAQ: 0.1-0.99 (mild to moderate difficul-
ty); (3) HAQ: 1-1.99 (moderate to severe disability); (4)
HAQ: 2-3 (severe to very severe disability).

Socioeconomic questionnaire

This is a questionnaire prepared by the research team to
define the profile of patients with RA treated with bio-
logical therapy, regarding age, gender, education level,
current occupation, marital status and income.

Data analysis
Data were entered into a spreadsheet program Microsoft
Office Excel 2007 for Windows, and transported to the
statistical program R, being processed and analyzed. De-
scriptive analysis of single frequency for categorical vari-
ables (gender, education level, marital status, monthly in-
come, current occupation) and measures of central
tendency (median and mean) and variability (standard
deviation) were performed for continuous variables (age,
SF-36 and HAQ II quality of life questionnaires).

Bartlett’s homogeneity test (all higher than 0.05),
Anova and Friedman test identified the significance and
relevance of parametric test and paired t-test to identify
the differences between means.

After having applied the Bartlett test for homogene-
ity of variances, indicating normality (all p values ob-
tained were higher than 0.05), the paired t-test for mul-
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tiple extracts was applied, assessing mean differences. The
significance level was set at 0.0S.

Ethical aspects

The study was approved by the Ethics Committee in Re-
search-HUOC (no. 90/2010 and CAAE no. 0083.0.106.000-
10) and all patients signed an informed consent form.

ResuLts

30 patients diagnosed with RA code M0S and M06 (ICD-
10) were evaluated and followed before and after starting,
for the first time, the use of biological anti-TNF . (adali-
mumab, etanercept and infliximab) for six months.

Females predominated (90%) and the mean age was
47.6 years (25-81). The majority (53.3%) had been diag-
nosed with RA for more than five years.

During the follow-up, adverse reaction was observed
in three cases, one of them being cytomegalovirus and
two cases of rash. The drug was suspended for failure to
respond or not meeting the expectations proposed for
treatment in both cases. Treatment was discontinued in
six cases for personal reasons. During the study period
there was no shortage of anti-TNF a biological medicines.

Health-related quality! (Table 1) summarizes the so-
cioeconomic, clinical and serological characteristic of the
population studied.

TABLE 1 Socioeconomic, clinical and serological

characteristics of patients with diagnosis of RA prior to the
use of biological medication. Pernambuco, Recife, 2011.

Characteristics n (%)
Age (years) 47,63 (+12,25)
>20 - 30 2 (6.7%)
>30 - 40 7 (23.3%)
>40 - 50 6 (20.0%)
>50 - 60 13 (43.3%)
>60 2 (6.6%)
Gender
Male 3 (10.0%)
Female 27 (90.0%)
Education
Illiterate 1(3.3%)
Basic education 9 (30.0%)
High school 14 (46.7%)
Higher education 3 (10.0%)
Postgraduate 3(10.0%)
Current occupation
On medical leave 3(10.0%)

(continue)

TABLE 1 (Cont.) Socioeconomic, clinical and serological

characteristics of patients with diagnosis of RA prior to the
use of biological medication. Pernambuco, Recife, 2011.

Characteristics n (%)
Retired 1(3.3%)
Retired for disability 6 (20.0%)
Housewife 7 (23.3%)
Working 13 (43.3%)

Marital status
Married 12 (40.0%)
Divorced 2 (6.7%)
Single 14 (46.7%)
Widowed 2 (6.7%)

Household income
01 minimum wage 6 (20.0%)
02-05 MW 15 (50.0%)
06-10 MW 5(16.7%)
More than 10 MW 4 (13.3%)

International classification of diseases (ICD-10) *

MO5 20 (66.7%)

M06 10 (33.3%)
Duration of diagnosis

1 to 2 years 5(16.7%)

3 to 5 years 8 (26.7%)

5 years or more 16 (53.3%)

Rheumatoid factor

Negative 10 (33.3%)

Positive 20 (66.7%)
Physiotherapy

No 27 (90.0%)

Yes 3 (10.0%)

* MOS5 (positive for RA); M06 (negative for RA)

Table 2 shows the scores for the quality of life question-
naires used in the study (SF-36 and HAQ II).

The degree of disability or incapability of patients
with RA measured by the HAQ II is shown in Table 3.

Regarding the therapeutic treatment, 13 patients used
adalimumab, 13 used etanercept and 4 used infliximab.
Out of these users, 13 (43.3%) were treated with anti-TNF
o monotherapy and 17 (56.7%) in combined use of dis-
ease-modifying agents (DMARD) with methotrexate or
leflunomide.

Discussion

In this study there was a predominance of female partic-
ipants (90%); this population is three times more affect-
ed than men.!?'® Our ratio was higher than that indicat-
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TABLE 2 HAQ Il and SF-36 scores of patients diagnosed with RA - Baseline evaluation, after 3 and 6 months. Pernambuco,

Recife, Brazil, in 2011.

Questionnaires Baseline (1) 3 months (Il) 6 months (Ill) Comparisons (p values)*
IxIl Ix 1l 1x 1

HAQ Il 1.97 (0.66) 1.21(0.73) 1.23 (0.74) 2.2e-07  3.0e-06 1
SF-36 (domains):

Functional capacity 31.33(23.74) 51.33 (28.74) 53.67 (26.81) 4.3e-05 3.2e-05 0.56000
Limitations due to physical issues 18.33 (34.70) 53.33 (43.42) 57.50 (45.08) 0.00019 7.6e-05 0.60859
Pain 31.57(24.08)  5517(29.08)  52.20(29.14)  2.2e-06  0.00051 0.62834
Overall health 45.97 (20.63) 59.20 (20.53) 53.80 (26.04) 0.00820 0.33680 0.16841
Social aspects 48.75(26.13)  64.17(26.00)  70.83(28.30)  0.00660  0.00014  0.11080
Vitality 46.83 (24.01) 58.17 (21.99) 54.50 (25.03) 0.0615 0.36132
Limitations due to emotional issues 30.00 (40.45) 57.78 (47.89) 72.22 (42.96) 0.00626 0.00012 0.08500
Mental health 52.40 (22.27)  64.93(23.99)  60.53(27.41)  0.00800  0.12800 0.24162

Mean evaluation (standard deviation).
*Paired t-test for multiple extracts (evaluating mean differences) p <0.05.

TABLE 3 Degree of disability measured by the HAQ II. Pernambuco, Recife, Brazil, in 2011.

Questionnaire Baseline 6 months
HAQ Il n % n %

Mild disability (HAQ I de 0 a 1) 2 (6.7%) 14 (46.7%)
Moderate disability (HAQ Il >1 a 2) 15 (50%) 12 (40%)
Severe disability (HAQ |1 >2 a 3) 13 (43.3%) 4(13.3%)

HAQ II: Health Assessment Questionnaire II.

ed in the literature (9:1), corroborating studies with
Brazilian populations,'”**** which show that the female/
male ratios are higher than in the international literature
(7.3:1 and 9:1), possibly due to the great heterogeneity of
the study population, hormonal issues and the fact that,
traditionally, women seek more often health services than
men.”*?? Regarding age, the mean was 47.6 years, ranging
from 25 to 81 years. These results are consistent with data

obtained by other authors.!*#

24-26 most

Contrary to that observed in other studies,
patients (46.7%) had over 10 years of formal education,
which may facilitate access to information and purchase
of products and services, besides contributing to better
treatment compliance. Biological therapy can still be con-
sidered little known, thus people with more years of ed-
ucation may have greater access to this information. It is
noteworthy that many patients work (43.3%), though in
occupations with less physical work.

Regarding the mean scores of the HAQ II question-
naire, after six months they were still above one (50%), but
with significant reduction (p<0.01), being observed that
these values were achieved from the three months of fol-
low-up. In the study by Wiles et al.,>® 29% of patients

showed HAQ II score above 1 (one) after two years of mon-
itoring. Combe et al.”’” reported that 27% of 191 patients
had HAQ>1 after a minimum of three years of follow-up,
and 22% mainteined their scores after five years. The work
of Young et al.”® had the same results after five years in
38%. Possible explanations for the variations in the evo-
lution of HAQ II score include different study designs
and the influence of other variables, such as the effects
of treatment and socioeconomic status.

Studies show that high HAQ II scores (early in the
illness) should be warning signs, thus leading to more ag-
gressive treatments to prevent the occurrence of deficien-
cies in the following years.? Although most of the sam-
ple in this study (53.3%) has more than five years of
diagnosis, 93.3% had moderate to severe initial HAQ II,
demonstrating the impact of RA on a person’s function-
al capacity, even using the traditional therapies (DMARDs).

Staples et al.,*” evaluating a sample of 1801 RA patients
treated with anti-TNF drugs and followed by a period of
60 months, found significant changes in the first six months
of follow-up regarding the HRQL, which remained con-
stant over the 60 months of treatment. The HAQ I score
assessment was (baseline: 1.64, 6 months: 1.23 and 60
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months: 1.24) similar to the present study (baseline HAQ:
1.97 and 6 months: 1.23). This comparison can assist in re-
search involving anti-TNF therapy and HRQL using the
HAQ II that would not require many years of follow-up,
six months being sufficient to evaluate the response to
treatment. This result was also observed for the SF-36.

Regarding the SF-36, among the eight domains, six
showed significant improvement (except overall state and
mental health), after six months of follow-up. The small
sample size may not have been enough to find statistical
differences in these two domains, or the study duration
was not sufficient for analysis considering its subjectivity.

Regarding the physical aspect and pain, this study
had the highest results and were the domains that most
influenced the patients in this work (the greatest com-
plaints were with respect to pain and physical limitations
to perform daily activities).

Regarding the association between anti-TNF and
DMARD, some studies showed a more steep improvement
in HRQL than the use of anti-TNF as monotherapy.**° In
this study, half of the patients received anti-TNF alone
(monotherapy) and the other half received it in association.
In comparing the two groups, there was no difference, prob-
ably due to the sample having been small for such a pur-
pose, which suggests that further studies with larger sam-
ples must be conducted.

It was not possible to compare these results apply-
ing the SF-36 HRQL questionnaire with other scientif-
ic works, due to the scarcity of scientific papers using
this instrument in patients with RA under specific an-
ti-TNF therapy.

ConcLusION

Thus, we conclude that the population, despite being on
standard treatment (DMARDs) and presenting mostly
over five years of diagnosis, showed significant improve-
ments in HRQL and functional capacity in just three
months of use of anti- TNF therapy, as assessed by the
HAQ II and SF-36 instruments.

Despite having achieved no significant improvement
in all SF-36 domains (except overall state and mental
health), those that most impacted the patients before the
study (pain and physical issues) were the ones with the
best results.
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Resumo

Qualidade de vida de portadores de artrite reumatoide
em terapia biolégica.

Objetivo: avaliar a qualidade de vida relacionada a sad-
de (QVRS) em portadores de artrite reumatoide (AR), an-
tes e apds o tratamento com terapia biologica.
Métodos: estudo longitudinal, realizado no periodo de
novembro de 2010 a setembro de 2011, com aplica¢io
dos instrumentos HAQ II (Health Assessment Questionnai-
re) e SF-36 (Medical Outcomes Short-From Health Survey). Fo-
ram realizados testes de Barlett, Anova, Friedman e tes-
te-t pareado para multiplos extratos.

Resultados: foram avaliados 30 pacientes, com idade mé-
dia de 47,6 (DP: 12,25) anos e prevaléncia do género fe-
minino (90%). A média do escore do HAQ II antes do tra-
tamento foi de 1,97, com diminuicio significativa de até
1,23 apds seis meses de uso de terapia bioldgica (p<0,01).
A maioria dos dominios do SF-36 apresentou significati-
va melhora apds seis meses de tratamento (p< 0,01), des-
tacando os aspectos sociais, dor, capacidade funcional,
aspectos emocionais, vitalidade e aspectos fisicos.
Conclusio: o uso de terapia bioldgica em pacientes com
AR, refratdrios aos tratamentos tradicionais, demonstrou
ser uma importante estratégia farmacoldgica para a me-
lhoria da QVRS.

Palavras-chave: artrite reumatoide, terapia bioldgica,
qualidade de vida, reumatologia, doencas reumaticas.
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