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ABSTRACT

Objective: This study aimed to evaluate the antihypertensive utilization and drug therapy problems (DTPs) in the treatment of patients with
hypertension.

Methods: This prospective analytical study used a self-determined questionnaire to collect 2-month period data of hypertensive patients (n=107)
admitted to four primary health centers in Medan (Medan Deli, Helvetia, Glugur Darat, and Teladan). Inclusion criteria were patients diagnosed
with hypertension, age 218 years, and under treatment of antihypertensive drugs. Data collected include gender, age, education, the administered
antihypertensive drugs, and DTPs. Characteristics of the patients were descriptively analyzed. DTPs were identified based on strand classification
system and trustable literature. All analyzes were performed using Statistical Package for the Social Sciences (SPSS, version 19, Chicago, IL, USA)
(p<0.05 was considered significant).

Results: Characteristics of the patients: Male, 25.2%; female, 74.8%; mean age, 61.6+10.3 (years). Education: Primary school, 25.2%; junior high
school, 17.8%; senior high school, 43.9%; university, 13.1%. The most frequently provided antihypertensive drugs were amlodipine (47.7%) and
captopril (22.4%). Overall, there were 66 DTPs experienced by 45.8% of the patients. Patients experienced: 1 DTP, 75.5%; 2 DTPs, 18.3%; 3 DTPs,
2.1%; 4 DTPs, 4.1%. There was no significant association between the patients’ education and DTPs, p=0.88. The most frequently occurred DTP (47%)
was indication without drug therapy in which patients with hypertension Stage 2 only received single antihypertensive drugs mostly was captopril.

Conclusion: The most frequently provided antihypertensive drug was captopril. DTPs in the management of hypertensive patients are still high in

primary health centers in Medan and need to be resolved.
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INTRODUCTION

Hypertension remains a worldwide public health threat, especially in
lower-middle income countries including South-East Asia. It is the silent
contributor to stroke, cardiovascular diseases, and kidney disorders
that ultimately cause inability and even death. Inadequate control
and treatment of hypertension are strongly associated with risks for
developing stroke and increasing mortality [1,2]. A study indicated that
about 35% of adults in South-East Asia have blood pressure (BP) above
normal and result in death as many as 1.5 million people per year. It
has been proved that the prevalence of hypertension is high in almost
all South-East Asian countries of which the highest one was located in
Indonesia which reached 41.1% [3].

Treatments of hypertension without referring to established clinical
practice guidelines can result in drug therapy problems (DTPs), failure
to achieve targeted BP, various complications as previously mentioned,
and high consumption of health care costs. DTPs are generally defined as
events or circumstances involving drug therapy that actually or potentially
interfere with desired health outcomes [4]. DTPs have been classified by
different groups with different ways of classification in various countries;
four of the most widely applied classifications are Strand (in the US),
Apoteket (in Sweden), Granada-II (in Spain), and Pharmaceutical Care
Network Europe (PCNE) (in Europe) classification systems. Nevertheless,
these classification systems deal with drug choice, drug dosage, drug
interaction, adverse drug reactions, and adherence problems.

Few studies on DTPs applying different classification methods have been
undertaken and associated with patients’ outcomes, as well as healthcare
costs. A study performed in Jepara, Indonesia in 2007 indicated that
64 (77.11%) of 83 hypertensive patients with Type 2 diabetes mellitus

experienced DTPs of which unsafe drug choice contributed 49.19% of
the overall incidence [5]. Subsequently, a pooled analysis proved that
incorrect drug doses reached 20.4% of the overall DTPs occurrence [6].
Ernst and Grizzle [7] found that every US $1 spent for medication
required US $1.77 to resolve DTPs. Up to now, there have been limited
studies conducted locally to identify, analyze, and document DTPs in the
management of patients with hypertension. Therefore, DTPs become
critical issues and challenge to healthcare providers.

Kidney Disease Quality Outcomes Initiatives Clinical practice guidelines
in Guidelines 2 and 13 state that strategies are emphasized on
identification and prevention. These statements imply that risk factors
for kidney disease, one of which is hypertension, should be identified
and managed properly to prevent further progression of kidney
damage. Thus, medication reviews, evaluation, and resolving DTPs in
the management of hypertension are the main points required to be
implemented to improve treatment outcomes and to reduce costs.
Subsequently, recommendations to resolve the DTPs, based on the
findings, should be informed by pharmacists to health care providers as
well as patients to improve health services [8,9].

In relation to the above problems, the present study focused on
antihypertensive utilization, identification, and analysis of DTPs in
the management of hypertensive patients as well as the association
between the patients’ education and occurrence of DTPs in four primary
health centers in Medan.

METHODS

This study was initiated with a preliminary survey undertaken by the
researchers to obtain the frequency of hypertensive patients’ admission



to primary health centers located in Medan, North Sumatera. It was
found that four of the health centers with the highest admission of
hypertensive patients were Medan Deli, Helvetia, Glugur Darat, and
Teladan. Therefore, these health centers were selected as locations of
the study. The study was approved by the Department of Health North
Sumatera and Health Research Ethical Committee of North Sumatera,
School of Medicine, University of Sumatera Utara, Indonesia. Patients
diagnosed with hypertension, age 218 years, and under treatment of
antihypertensive drugs were included in this study. This prospective
analytical study was undertaken by distribution a self-determined
questionnaire to hypertensive patients (n=107) for a 2-month period
in the four primary health centers. Data collected to obtain the
characteristics of the patients were gender, age, and education of the
patients. The administered antihypertensive drugs and DTPs were
assessed. Characteristics of the patients were descriptively analyzed.
DTPs, but limited only to antihypertensive drugs provided to the
patients, were identified and analyzed based on Strand classification
system (including medical condition without receiving drug therapy,
receiving drug therapy without indication, too low doses, too high doses,
ineffective provided drug, adverse drug reaction, non-compliance/
non-adherence) [10] by referring to trustable literatures [11,12]
and guidelines for the management of hypertension provided by The
Seventh Report of the Joint National Committee (JNC 7) on prevention,
detection, evaluation, and treatment of high BP [13]. All analyzes were
performed using Statistical Package for the Social Sciences (SPSS,
version 19, Chicago, IL, USA) (p<0.05 was considered significant).

RESULTS

During the study period, 132 admissions of patients with hypertension
were found of which 107 patients fulfilled the inclusion criteria.
Characteristics of the patients by gender are shown in Fig. 1. It was
obtained that female had higher admission (74.8%) compared to those
of male (25.2%). Mean age of the hypertensive patients was 61.6+10.3
(years). 57 of the hypertensive patients were in Stage 1, and 50 patients
were in Stage 2. According to education, characteristics of the patients
are demonstrated in Fig. 2. As shown in Fig. 2, about a quarter of them
(25.2%) graduated from primary schools. Less than one fifth of them
(17.8%) have junior high school education. Most of the hypertensive
patients (43.9%) graduated from senior high schools. Only 14 (13.1%)
of them graduated from universities.

Listed in Table 1 are the antihypertensive drugs in decreasing order
provided to the patients with hypertension. As shown in Table 1, the
most frequently provided antihypertensive drug was amlodipine (47.7%)
followed by captopril (22.4%), and their combination (16.8%). Combination
therapy of hydrochlorothiazide and amlodipine was only provided to 5.6%
of the hypertensive patients. As also listed in Table 1, combination therapy
of HCT and amlodipine was only provided to 2.8% of the patients. Each of
the rest antihypertensive combinations was only provided to one patient.
The utilization pattern of the antihypertensive drugs in the treatment
of the hypertensive patients is mostly affected by the disease severity as
recommended by the National Formulary as well as JNC 7.

With regards to DTPs, overall, there were 66 DTPs experienced by
49 (45.8%) of the hypertensive patients as shown in Table 2. The
66 DTPs experienced by the 49 hypertensive patients vary from 1
to 4 occurrences. 37 (75.5%) of the 49 patients experienced one
DTP. 9 (18.3%) of the 49 patients experienced 2 DTPs. 1 (2.1%)
of the 49 patients experienced 3 DTPs. 2 (4.1%) of the 49 patients
experienced 4 DTPs. There was no significant association between the
patient’s education and the number of DTPs occurrences, p=0.88. In
details, the categories of the DTPs in decreasing order experienced by
the hypertensive patients are listed in Table 2.

Among the 66 DTPs identified, the most frequently occurred DTP (47 %)
feltinto the first category (indication without drug therapy). In this case,
each of these patients with hypertension Stage 2 only received single
antihypertensive drugs mostly was captopril. Ineffective outcome (no

Nasution et al.

Asian ] Pharm Clin Res, Vol 9, Issue 1, 2016, 87-90

25.20%
B Male
¥ Female
74.80%
Fig. 1: Characteristics of the hypertensive patients by gender
(n=107)
45
40
35 1 252
b 3] 2
8 25 - 17.8
S 20 A 13.1
g 15 -
M 10 A

5 -

0 r r r )
Primary  Junior  Senior University
school high high

school  school

Fig. 2: Characteristics of the hypertensive patients by education
(n=107)

Table 1: Antihypertensive drugs provided to the hypertensive
patients (n=107)

Antihypertensive drugs Utilization
Frequency Percentage
Amlodipine 51 47.7
Captopril 24 224
Captopril+amlodipine 18 16.8
Nifedipine 6 5.6
HCT+amlodipine 3 2.8
Micardis (telmisartan)+lisinopril 1 0.9
Amlodipine+micardis 1 0.9
Amlodipine+furosemide 1 0.9
Amlodipine+bisoprolol 1 0.9
Nifedipine+captopril 1 0.9
Total 107 100.0

HCT: Hydrochlorothiazide

BP reduction) was observed in 21.2% of the overall DTPs, even though
the patients were on Stage 2 and provided captopril and amlodipine
combination. In addition, non-adherence of the hypertensive patients
to the prescribed medications was also observed in 13.6% of the DTPs
occurred. Subsequently, adverse drug reaction (cough) was noticed in
9.1% of the DTPs occurred. In addition, drug therapy without indication
was detected in 7.6% of the DTPs experienced by the patients. Too low
dose of captopril was only noticed in 1.5% of the DTPs. None of the
hypertensive patients experienced problems with too high dose and
drug interaction.

DISCUSSIONS

By gender, it was obtained that female had higher admission (74.8%)
compared to those of male (25.2%). This finding supports previous
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Table 2: Category of DTPs in decreasing order experienced by the hypertensive patients

DTP category Frequency Percentage Description

Indication without drug therapy 31 47.0 Provision of single antihypertensive drugs (mostly captopril) to patients with Stage 2
Ineffective provided drug 14 21.2 Ineffective combination of captopril and amlodipine provided to patients with Stage 2
Non-adherence 9 13.6 Patients stop taking antihypertensive drugs

Adverse drug reaction 6 9.1 Cough

Drug therapy without indication 5 7.6 Provision of captopril and amlodipine combination to patients with Stage 1

Too low dose 1 1.5 too low dose of captopril (12.5 mg per 12 hrs)

DTP: Drug therapy problems

studies on hypertensive patients undertaken in Malaysia, USA, and
Ghana [14-16]. The present study revealed that mean age of the
hypertensive patients was 61.6+10.3 years. Mean age of hypertensive
patients varies from one patient group to another. A retrospective study
conducted on hypertensive patients but with the complication of Type 2
diabetes in a tertiary hospital revealed that the mean age of the patients
was 62.3+12.7 years [17]. Other study proved that the mean age of
hypertensive patients was 62.2+9.7 years [18]. Also, another study
on hypertensive patients with coronary heart disease conducted at a
tertiary care teaching hospital in Chidambaram, South India found that
the mean age of the hypertensive patients was 58.78+12.53 years [19].

The utilization pattern of antihypertensive drugs varies of which
amlodipine (47.7%), captopril (22.4%), and their combination (16.8%)
were the most frequently provided antihypertensive drugs to the
hypertensive patients. Few studies on utilization of antihypertensive
drugs in patients with hypertension have been undertaken elsewhere.
A prospective, randomized, controlled study undertaken in a private
hospital located in Tamil Nadu found that the most widely provided
antihypertensive drug to patients with hypertension was captopril
(80.2%) [18]. A similar study conducted in a tertiary care teaching
hospital Chidambaram, South India found that calcium channel blocker
(amlodipine), beta blocker (atenolol or metoprolol or carvedilol), and
angiotensin receptor blocker (telmisartan) were the most frequently
prescribed drugs in hypertensive patients [19].

The present study proved that 49 (45.8%) of the hypertensive patients
experienced 66 DTPs felt into seven categories of DTPs in which three
of the most frequently occurred in decreasing order were indication
without drug therapy, provision of ineffective antihypertensive drugs,
and non-adherence of the hypertensive patients to the treatment. 47%
of the overall DTPs were indication without drug therapy in which the
patients were on Hypertension Stage 2, but they were only provided
single antihypertensive drugs, mostly was captopril. According to
clinical practice guidelines, these patients should be provided at least
two antihypertensive combinations [13]. Failure to reduce BP was the
second highest incidence (21.2%) of DTPs found in the present study,
even though a combination of antihypertensive drugs (captopril and
amlodipine) have been provided to the hypertensive patients with
Stage 2. In this condition, other classes of antihypertensive drugs
may be required to improve the patients’ outcome [20]. However,
due to resources limitation available in these health centers, these
antihypertensive classes were not provided to these patients.
In addition, non-adherence of the hypertensive patients to the
prescribed medications contributed to 13.6% of the DTPs occurred.
In this case, the patients stopped taking antihypertensive drugs
because they either felt that they were cured or missed doses due to
irregular visits to physicians. Few studies proved that provision of
counseling to hypertensive patients improved their adherence to their
medications [21-23]. Adverse drug reaction (cough) contributed to 9.1%
of the overall DTPs occurred. This adverse drug reaction was noticed in
patients provided captopril therapy. Other classes of antihypertensive
drugs should be provided if the patients were not complied with the
treatment. In addition, drug therapy without indication (drug overuse)
was detected in 7.6% of the DTPs experienced by the patients. In this
case, patients with Stage 1 received combination therapy. Risk for
sudden hypotension may occur in a certain patient group such as older

persons. Thus, caution is required. Single antihypertensive drug should
have been initially provided to these patients. When the provision of
a single drug therapy is inadequate to lower BP, combination therapy
should be provided instead. Too low dose of captopril was only noticed
in 1.5% of the DTPs. Frequently BP monitoring should be practiced to
consider if dose adjustment is required [13].

This study was limited by the relatively a short time horizon that may
have impacts on the results of the study.

CONCLUSIONS

Various classes of antihypertensive drugs were provided to the
patients with hypertension. The three most frequently provided
antihypertensive drugs were amlodipine (47.7%), captopril (22.4%),
and their combination (16.8%). Nearly half of the patients experienced
DTPs. The most frequently occurred DTP (47%) felt into the first
category (indication without drug therapy) in which patients with
hypertension Stage 2 only received single antihypertensive drugs.
DTPs occurrence in the management of patients with hypertension in
primary health centers in Medan was still high and need to be resolved.

ACKNOWLEDGMENT

We would like to thanks to Directorate General of High Education,
Indonesia for providing the financial support to this study. We would
also like to thanks to the Head of Department of Health, Province of
Sumatera, Utara for the endorsement provided in implementing this
study. At this opportunity, we also thanks to the heads of the primary
health centers Medan for the positive response and support provided.

REFERENCES

1. Cooney MT, Vartiainen E, Laatikainen T, Juolevi A, Dudina A,
Graham IM. Elevated resting heart rate is an independent risk factor
for cardiovascular disease in healthy men and women. Am Heart J
2010;159(4):612-619.¢3.

2. Glynn LG, Murphy AW, Smith SM, Schroeder K, Fahey T. Interventions
used to improve control of blood pressure in patients with hypertension.
Cochrane Database Syst Rev 2010;(3):CD005182.

3. Krishnan A, Garg R, Kahandaliyanage A. Hypertension in the
South-East Asia Region: An overview. Regional Health Forum
2013;17(1):7-14.

4. Europe PCN. PCNE Classification for Drug Related Problems V6. 2.
Tilgjengelig fra: http://www pene org/sig/drp/documents/drp/PCNE%
20classification. 2010; 20.

5. Mutmainah N, Ernawati S, Sutrisna EM. Identification of drug related
problems (DRPs) in management of hypertensive patents with diabetes
mellitus in inpatient installation of Jepara Hospital X, 2007. Pharmacon
2008;9(1):14-20.

6. Manley HJ, Cannella CA, Bailie GR, St Peter WL. Medication-related
problems in ambulatory hemodialysis patients: A pooled analysis. Am J
Kidney Dis 2005;46(4):669-80.

7. Ernst FR, Grizzle AJ. Drug-related morbidity and mortality: Updating
the cost-of-illness model. J Am Pharm Assoc (Wash) 2001;41(2):192-9.

8. Stemer G, Lemmens-Gruber R. Clinical pharmacy activities in chronic
kidney disease and end-stage renal disease patients: A systematic
literature review. BMC Nephrol 2011;12:35.

9. Levey AS, Eckardt KU, Tsukamoto Y, Levin A, Coresh J, Rossert J,
et al. Definition and classification of chronic kidney disease: A
position statement from Kidney Disease: Improving Global Outcomes
(KDIGO). Kidney Int 2005;67(6):2089-100.

89



10.

11.

12.

13.

14.

15.

16.

17.

Strand LM, Morley PC, Cipolle RJ, Ramsey R, Lamsam GD.
Drug-related problems: Their structure and function. DICP
1990;24(11):1093-7.

Stockley IH. Drug Interaction: A Source Book of Adverse Interactions,
Their Mechanisms, Clinical Importance and Management. 5" ed.
London: Pharmaceutical Press; 2001.

Medscape Reference. Assessed online June 1% to June 16™. Available
from: http://www.emedicine.medscape.com/article/241381-
medication.

Chobanian AV, Bakris GL, Black HR, Cushman WC, Green LA,
Izzo JL Jr, et al. Seventh report of the Joint National Committee on
Prevention, Detection, Evaluation, and Treatment of High Blood
Pressure. Hypertension 2003;42(6):1206-52.

Ramli A, Ahmad NS, Paraidathathu T. Medication adherence among
hypertensive patients of primary health clinics in Malaysia. Patient
Prefer Adherence 2012;6:613-22.

Rose AJ, Glickman ME, D’Amore MM, Orner MB, Berlowitz D,
Kressin NR. Effects of daily adherence to antihypertensive medication
on blood pressure control. J Clin Hypertens 2011;13(6):416-21.

Marfo AF, Owusu-Daaku F, Addo MO, Saana II. Ghanaian hypertensive
patients understanding of their medicines and life style modification for
managing hypertension. Int J Pharm Pharm Sci 2014;6(4):165-70.
Zaman Huri H, Fun Wee H. Drug related problems in type 2 diabetes

Nasution et al.

18.

20.

21.

22.

23.

Asian ] Pharm Clin Res, Vol 9, Issue 1, 2016, 87-90

patients with hypertension: A cross-sectional retrospective study. BMC
Endocr Disord 2013;13:2.

Govindan K, Ranganayakulu D. Benefits of clinical pharmacists
pharmaceutical care intervention to quality of patient’s life and control
hypertension. Asian J Pharm Clin Res 2014;7(4):223-6.

. Jainaf Nachiya RA. Identification and categorization of drug related

problems in hypertensive subjects associated with CHD at tertiary
care teaching hospital: An observational prospective study. Indo Am J
Pharm Res 2014;4(4):2196-204.

Brater DC, Johnson AR. Goth’s Medical Pharmacology. St. Louis, MO:
Mosby-Year Book; 1988. p. 177-80.

Pratiwi D. Impact of counseling on medication adherence of
hypertensive patients admitted to polyclinic of Dr. M Djamil, Hospital
Padang, Indonesia. Available from: http://www.pasca.unand.ac.id/id/
wp.../2011/09/ARTIKEL4.pdf. [Last accessed on 2014 Dec 03].

Taitel M, Jiang J, Rudkin K, Ewing S, Duncan I. The impact of
pharmacist face-to-face counseling to improve medication adherence
among patients initiating statin therapy. Patient Prefer Adherence
2012;6:323-9.

Nasution A, Khairunnisa, Tanjung HR. Impacts of counseling on
adherence to prescribed medications and blood pressure of hypertensive
patients in four Indonesian primary health centers. Int J Pharm Pharm
Sci 2015;7(3):114-7.

90



