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ABSTRACT... Objective: The aim of this study was to assess the prescribing patterns and
frequency of use of various drug classes in patients with rheumatoid arthritis in a teaching hospital
in Islamabad, Pakistan. Study Design: Descriptive Cross Sectional study. Setting: Medical
Outpatient Department of HBS General Hospital, Islamabad. Period: August 2018 to March
2019. Material & Methods: Patients of rheumatoid arthritis were included in the study using
non-probability consecutive sampling technique. Socio-demographic details and medication
history was collected on pre-designed proforma. Data was analyzed using SPSS version 22.
Results: A total of 112 patients were included in the study.108 patients (96.4%) were using
disease modifying anti-rheumatic drugs. The most prescribed medication in the patients was
methotrexate (n=82, 73%). One disease modifying anti-rheumatic drugs with a steroid was the
preferred combination (n=32, 28%). Non-steroidal anti-inflammatory drugs (21%) and steroids
(20%) were the other major drug classes among the total medications prescribed. Only one
patient included in the study was using biologics. Conclusion: Conventional disease modifying
anti-rheumatic drugs in combination with steroids and non-steroidal anti-inflammatory drugs
are the preferred therapy in patients of Rheumatoid arthritis in local settings. Methotrexate is
the most commonly used disease modifying anti-rheumatic drugs. The use of biological agents
remains low as compared to the developed world owing to their high cost.
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INTRODUCTION

Rheumatoid arthritis (RA) is a chronic

activity or clinical remission.* Owing to its relatively

inflammatory disease that primarily affects the
joints and leads to erosion of bone and cartilage.
The global prevalence of RA in adult population
is approximately 1%." Studies conducted on
RA patients in Pakistan show point prevalence
up to 12.6% with most patients being females,
uneducated and unemployed.?

Over the last two decades there have been
rapid developments related to the treatment of
RA. The latest guidelines by American College
of Rheumatology (ACR) and European League
against Rheumatism (EULAR) recommend
that patients of RA should be treated with
traditional  disease-modifying  antirheumatic
drugs (DMARDSs), either alone or in combination.?
Studies show that early intensive treatment with

low cost and good efficacy, methotrexate is the
most commonly prescribed DMARD in the world.®
Patients who show inadequate response to
DMARDs, either due to inefficacy or intolerability,
may benefit from the use of biologic therapies
(referred to as biologics), including tumor
necrosis factor (TNF) inhibitors, interleukin (IL)-
6 inhibitors, rituximab and abatacept. These
agents have shown to decrease morbidity and
disability and improve quality of life in patients
with poor response to traditional DMARDs.®
Tumour necrosis factor inhibitors (TNFi) were the
first biologics developed and remain the most
popular.” Apart from the traditional and biological
DAMRDs, other classes of drugs continue to be
prescribed in the management of RA. The use of
non-steroidal anti-inflammatory drugs (NSAIDs)
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remains the cornerstone of pain alleviation in
patients of RA.2 Guidelines also suggest the use
of steroids in combinations with DMARDs and
biologics in patients who show poor response
after months of treatment, underlying the benefits
of steroid therapy.® On the other hand, there is also
a high awareness of glucocorticoid associated
adverse effects (osteoporosis, diabetes, weight
gain) especially when used at high doses for
prolonged periods.

There is a paucity of data related to the treatment
being received by RA patients in Pakistan. The aim
of the current study was to look at the prescribing
trends in the management of RA in local settings.
This information can be used to ascertain whether
these treatments are in line with internationally
accepted evidence-based guidelines. The
highlighted areas requiring improvements can
be used to educate local physicians to optimize
treatment for RA patients in the community.

MATERIAL & METHODS

This descriptive cross-sectional study was
conducted at the medical outpatient department
of HBS General Hospital, Islamabad from August
2018 to March 2019. The ethical approval was
obtained from the institution’s research ethics
review board (EC REF. No. 21/P/18) before the
initiation of the study. The participants were
informed about the design and aims of the study
and written consent was taken from all patients
willing to participate.

The sample size was calculated from previous
literature on the subject.” Using non-probability
consecutive sampling technique, 112 patients of
rheumatoid arthritis were included in the study
according to the following criteria:

Inclusion Criteria

Diagnosed patients with RA of either sex.
Age greater than or equal to 18 yeatrs.
On treatment for at least 6 months.

Exclusion Criteria

Patients with acute or chronic medical conditions
requiring hospitalization.

Patients with neurobehavioral disorders.

The demographic profiles of patients along with
history of associated medical or surgical illness
were documented. From prescription records,
number of drugs prescribed, generic/brand
names, drug dose, dosage form, and frequency
were recorded. Descriptive analysis was
conducted using SPSS version 22. Continuous
variables were presented as mean values =+
standard deviation (SD), and categorical variables
were presented as percentages.

RESULTS

112 patients with a diagnosis of RA were enrolled
in the study. Among the study participants, 80
(71.4%) were females and 32 (28.9%) were
males. Average duration of disease was 4.6 years
with a range of 2 to 13 years. The demographic
details and disease-related information have
been represented in Table-I.

Males Females Overall
Gender n (%) 32(28.5) 80(71.4) 112 (100)
Mean age (years) 43.28 42.25 42.3
gl\;ga:jsl;ratlon of RA 3.4 4.9 46
Co-morbidity n (%) 7 (21.8) 37 (46.2) 44 (39.2)

Table-l. Demographics and disease information of the
study participants.

DMARDs were the most commonly prescribed
medications among the RA patients included in
the study- 55% of the total medications prescribed
belonged to the group. NSAIDs and steroids were
the other commonly prescribed classes. Only
one patient among the study sample was using
biologics (Figure-l).

NSAIDs
21%

DMARDs
55%

Biologics
cAm 1%
3%

Figure-l. Percentages of different drug classes
prescribed in the study patients
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(DMARDs: Disease-modifying anti-rheumatic
drugs, NSAIDs: Non-steroidal anti-inflammatory
drugs, CAM: Complementary and alternative
medicines).

108 patients (96.4%) included in the study were
using DMARDs. Methotrexate was the most
common drug prescribed from this group. 62
patients (55%) were on NSAIDS with diclofenac
being the most prescribed medication (Table-Il).

Total DMARDs 128
Methotrexate 82 (64.1)
Sulfasalazine 33 (25.7)
Leflunamide 13 (10.1)
Total NSAIDs 62
Dilofenac 32(48.2)
Naproxen 9(14.5)
Aceclofenac 5(10.3)
Celecoxib 5 (8.6)
Flurbiprofen 5(8.6)
Meloxicam 4 (6.1)
Lornoxicam 2 (3.2

Table-Il. Prescription analysis of the study
participants. N (%)

16 of the patients included in the study were on
monotherapy; 12 of them on DMARD while 4
were on steroids only. The remaining 96 patients
were on different combinations of drug classes.
The most common combination used was
DMARD with a steroid n=32 (28%). The details
of combinations of drug classes prescribed are
given in Figure-2.

1 DMARD + Steroid 28%

1 DMARD + NSAID

1 DMARD + NSAID +
Steroid

2 DMARDs + NSAID

2 DMARDs + NSAID +
Steroid

Figure-2. Percentage of various combinations
prescribed in the study patients.

DMARDs: Disease-modifying  antirheumatic
drugs, NSAIDs: Nonsteroidal anti-inflammatory
drugs.

DISCUSSION

Studieslookingintothe prescribingtrends ofdrugs
are essential to improve the clinical outcomes in
patients. The current study aimed to review the
use of non-biological and biological DMARDs in
the treatment of patients with rheumatoid arthritis
in local settings. To the best of our knowledge this
is the first study of its kind in Pakistan.

The results of the study showed a significant
predominance of females among RA patients as
comparedtomen (71% vs 28%). In general chronic
inflammatory conditions are more common in
females and previous studies have also shown
this skew in patients of RA. A study conducted
by Alam et al. at a tertiary care hospital in Karachi
reported a gender ratio of 4:1 in favour of females
among the 633 patients of RA included in the
study." Another study conducted by Dahiya et al.
in a tertiary care hospital in Delhi reported that
more that 77% of the RA patients were females'?,
results which agree with ours. A high number
of patients reported co-morbidities (39%). This
result has also been previously observed in other
similar studies.'

The most commonly prescribed DMARD in our
study patients was methotrexate (n=82, 73%).
However there was a wide range of combinations
in which methotrexate was being used. In 12
patients it was prescribed as monotherapy while
the other patients were receiving it in different
combinations with other DAMRDs, NSAIDs or
steroids. Similar stats were revealed by a study
carried out in UK by Satish et al and in India by
Gawdeet al.’”®'® Considering that methotrexate
is the recommended first line treatment for RA,
most of these prescriptions were in accordance
with international guidelines.

Out of the total 112 patients, 96 (85.7%) were
on combination therapy. The combination of
DMARD with a steroid was the most common
one used (n=32, 28%). Previous studies on this
aspect have yielded differing results. Sukhpreet
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et al. from India found that the combination of two
DMARDs was the most commonly prescribed
while Nikolaisen et al. from Norway reported
only 2% of the study patients on combination
therapy.'®'” The variability in combinations may
be due to the differing disease characteristics
of the patients such as intensity of symptoms at
time of consultation. They may also be a part of
a broader trend of poly-pharmacy common in
Pakistan and other developing countries.

Biological agents (Rituximab, Etanercept,
Adalimumab) are available in Pakistan but only
one patient from the current study sample was
using them. Prescribing trend studies from India
have also revealed either no or minimal use
of biological drugs. In the study conducted by
Dharani et al., only 6% of RA patients received
biological DMARDs. If we compare our finding
with the western countries there is a marked
difference in the practice. For example, the study
conducted by Yusuf Yazici et al. in USA shows
marked increased in use of biological agents from
3% in 1999 to 26% in 2006.'"° The primary reason
for this low use of biologics in our settings is the
high cost of the medicines resulting in physician’s
reluctance to prescribe them.

The current study also revealed some areas of
concern regarding the prescribing practices.
Despite the warning about the use of NSAIDs in
patients with IHD and hypertension about half
of these patients were on these medications. In
total, 55.3% (n=62) of the patients were receiving
NSAIDs with diclofenac sodium being the most
common even though it is associated with the
worst side effects. There is an urgent need to re-
educate the physicians about the potential health
risk of NSAIDs especially diclofenac and reduce
their use. Similarly, 53.5% (n=60) of the patients
were using steroids but a majority of them did not
receive prophylaxis against osteoporosis.

One of the limitations of the current study was that
the data was collected from a single tertiary care
hospital and the results may not be representative
of other parts of the country. Future studies may
look to incorporate data from different centres of
the country.

CONCLUSION

DMARDs are the most commonly prescribed
medications in the management of RA in local
settings. The combination of a single DMARD
with a steroid was the preferred therapy in most
cases. Biologics use is almost non-existent owing
to their relatively high cost.

Copyright© 17 Dec, 2020.
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