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ABSTRACT

Analyzing the pattern and quality of scientific
communications on pharmacovigilance can help the
regional centers in Nepal and other developing
countries to develop approaches for communicating
effectively medicine safety issues. This kind of
research is lacking in developing countries.
Objectives: To analyze the pattern and quality of
scientific communications on drug safety produced
by the regional pharmacovigilance center at western
Nepal.

Methodology: Various conference abstracts and
journal publications produced by the center during
its initial four years of establishment (14th
September 2004 till 13th September 2008) were
identified. These communications were categorized
in to case reports, review articles, conference
presentations, short communications, newsletter
and bulletin articles, original research and case
series. In addition, the quality of the case reports
were evaluated as per International Society of
Pharmacovigilance/International Society of
Pharmacoepidemiology (ISoP/ISPE) guidelines on
the requirements for submitting case reports on
adverse event reports in biomedical journals.
Results: During the study period, 53 scientific
communications were produced by the staff of the
regional pharmacovigilance center in relation with
drug safety. Among these, 18 (34%) were related to
case reports and letters. The median (interquartile
range) age of the patients described in the case
reports was 46.5 (21.7-51.2) years. Among the total
18 ADRs, four were fixed drug eruptions, followed
by contact dermatitis (n=2). Majority of the
published case reports were related to skin (n=13;
72.2%). Antimicrobials were responsible for 27.8%
(n=5) of the case reports. Among the 18 case
reports published by the pharmacovigilance center,
a majority followed the ISoP/ISPE guidelines. Few
parameters like physical examination of the patient
experiencing ADR, patient disposition, dosage and
administration of the suspected drugs, and drug-
reaction interface were missing in few of the cases.
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Conclusion: A high percentage of the scientific
communications were ‘case reports’. A high
proportion of the case reports produced by the
center were of international standards. There were
lacunae in ‘patient disposition’ in few of the reports.
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PATRON Y CALIDAD DE LAS
COMUNICACIONES CIENTIFICAS SOBRE
SEGURIDAD DE MEDICAMENTOS
PRODUCIDAS POR UN CENTRO
REGIONAL DE FARMACOVIGILANCIA EN
NEPAL

RESUMEN

Analizar € patron y lacalidad de las
comunicaciones cientificas en farmacovigilancia
puede ayudar alos centros regionales de Nepa y
de otros paises en desarrollo a desarrollar abordajes
de comunicacion efectiva de los problemas de
seguridad de los medicamentos. Este tipo de
investigacion no existe en |os paises en desarrollo.
Objetivos: Andizar €l patrény lacaidad de las
comunicaciones cientificas sobre seguridad de
medicamentos producidas por €l centro regiona de
farmacovigilancia de Nepal oriental.

Métodos: Se identificaron |os resimenes de
conferenciasy las publicaciones en revistas
producidas pro el centro durante sus cuatro afios
iniciales desde el establecimiento (14 de septiembre
de 2004 a 13 de septiembre de 2008). Estas
comunicaciones fueron clasificadas en reporte de
casos, articulos de revision, presentaciones en
conferencias, comunicaciones breves, newsletter y
articulos de boletin, investigaciones originalesy
series de casos. Ademas, se evalud la calidad de los
reportes de casos segun las guias requisitos para
enviar arevistas biomédicas los reportes de casos
sobre comunicaciones de eventos adversos de la
International Society of Pharmacovigilance/
International Society of Pharmaepidemiology
(ISoP/ISPE).

Resultados: Durante el periodo de estudio, se
produjeron 53 comunicaciones cientificas por el
personal del centro regional de farmacovigilancia
sobre seguridad de medicamentos. De estas, 18
(34%) estaban relacionadas con reportes de casos y
cartas. Lamedia (rango inter-cuartilico) de edad de
los pacientes descritos en |os reportes de casos fue
de 46,5 (21,7 —51,2) afios. Dd total de 18 RAM, 4
fueron erupciones de megicametnos, seguidas de
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dermatitis de contacto (n=2). Lamayoriadelos
reportes de casos publicados estaban relacionados
con lapid (n=13; 72,2%). Los antimicrobianos
fueron responsables por el 27,8% (n=5) de los
reportes de casos. Entre los 18 reportes publicados
por €l centro de farmacovigilancia, la mayoria
siguié las guias de la 1 SoP/I SPE. En unos pocos
casos faltaban a gunos elementos como examen
fisico del paciente que sufrié laRAM, disposicion
del paciente, dosisy administracion del
medicamento sospechoso, y medio de lareaccién
medicamentosa.

Conclusién: Un elevado porcentaje de las
comunicaciones cientificas eran reportes de casos.
Una alta proporcion de los reportes producidos por
€l centro seguian los estandares internacionales.
Existe unalagunaen ‘ladisposicion del paciente’
en algunos de los reportes.

Palabras clave: Sistemas de comunicacion de
reacciones adversas medicamentosas. Revistas
como tema. Nepal.

INTRODUCTION

In spite of several available mechanisms to ensure
safe use of medicines, it is often inevitable to
prevent the occurrence of harmful effects due to
medicines. Many times, the effects produced by the
medicines are unique and hence may not be
predicted by everyone. For a better patient care, the
healthcare professionals need to know about the
harmful effects of the existing medicines. Similarly,
the drug regulatory authority and the consumers
also need to know about the drug safety issues.
These information can help in early detection and
prevention of similar Adverse Drug Reactions
(ADRs) occurring in the future. Thus,
communicating the medicine safety information is
very important in any pharmacovigilance programs.
Many times, even a single case report can make a
major difference. For example, the case report on
thalidomide causing phocomelia by the Australian
obstetrician had created a huge awareness among
the drug regulatory authorities and healthcare
professionals worldwide." Similarly, there are
several occasions where regulatory actions
including banning of drugs were taken based on the
scientific communications available on harmful
effects of medicines.? At present, the Uppsala
Monitoring Center (UMC), the WHO collaborating
international center for drug monitoring collects drug
safety related information and disseminates
throughout the member countries of the
international drug monitoring program.3 The UMC
follows several strategies to improve the
communications among the member countries that
include publication of newsletters, bulletins, and
online discussion forums. The Erice Declaration on
Communicating Drug Safety Information, published
in 1997, provides a vision of vigorous, open, ethical,
patient-centered communications on drug safety.*
Recently, the International Society of
Pharmacovigilance (ISoP) and International Society

of Pharmacoepidemiology (ISPE) has developed
guidelines for submitting adverse event reports for
publication.®> This guideline provides the minimum
criteria required in a scientific publication related to
individual case reports.

Even in developed countries, a poor understanding
among the healthcare professionals®® suggested
the need for better communications about the
existing pharmacovigilance programs. In developing
countries, there are only a limited
pharmacovigilance programs in place or often there
are no such program existing in the countries. The
little information available on drug safety issues are
often not communicated well. In Nepal, there is very
little information available on medicine safety. The
Department of Drug Administration (DDA), the
national drug regulatory authority of Nepal publishes
a quarterly bulletin, the Drug Bulletin of Nepal
(DBN) that focuses on the medicine safety issues.
But, the information presented are from the
developed countries and hence difficult to
generalize for the local population. Moreover, in
Nepal there are only limited facilites for
communication in terms of biomedical journals, and
bulletins. Hence, there is a need to explore the
possible mechanism to communicate the available
information on medicine safety issues in the
country.

Moreover, there are no mandatory requirements for
clinical trial data from local population prior to the
drug approval. Thus, institutional based
pharmacovigilance programs are the key for
ensuring drug safety in the country. These centers
should disseminate medicine safety information
obtained from the local population and should
consider drug safety communications as a priority
area. One of the objectives of the regional
pharmacovigilance center in the western Nepal is to
communicate medicine safety issues to the
regulatory authority, healthcare professionals,
general public and students related to healthcare
programs. This center has taken several initiatives
to communicate available drug safety issues. The
center publishes a ‘drug information bulletin’ and a
pharmacovigilance bulletin named ‘vigil'. These
bulletins are distributed in Manipal Teaching
Hospital (MTH) and the other educational and
healthcare institutes in the country and carry
medicine safety information.® The members of the
center also published several case reports, letters,
review articles and original research reports related
to drug safety information. The center also
published booklet for the healthcare professionals™®
and community pharmacy practitioners™” related to
pharmacovigilance. All the ADR reports from the
center are reported to the ‘VigiFlow' a web based
database on drug safety maintained by the UMC.

Periodic  evaluation of the drug safety
communications can be beneficial in better
dissemination of the existing medicine safety
information. Similarly, analyzing the various modes
of communications of the pharmacovigilance center
can help the other regional centers in Nepal and
other developing countries to develop approaches
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for communicating the medicine safety issues.
Hence, the proposed study is being undertaken.

The study had the following objectives.

1. To study the pattern of drug safety related
scientific communications produced by the
regional pharmacovigilance center,

2. To analyze the pattern of adverse drug reactions
published as case reports from the regional
pharmacovigilance center, and

3. To evaluate the quality of the published case
reports with the International Society for
Pharmacoepidemiology (ISPE) / International
Society of Pharmacovigilance (ISoP) guidelines.

METHODS

Study type: A cross-sectional study that analyzed
the scientific publications produced by the regional
pharmacovigilance center for their pattern and
quality.

Inclusion and exclusion criteria: All the drugs safety
related publications published from the regional
pharmacovigilance center during study period (14th
September 2004 till 13th September 2008) were
included. The manuscripts ‘under review' and the
articles that are ‘in press’ were excluded from the
study. The drugs’ safety related publications
published in the quarterly publications of the
regional pharmacovigilance center, ‘drug
information bulletin’ and ‘vigil' was also excluded.
These publications were excluded since they do not
publish case reports or information on local patients.

Data source: The journal articles and conference
abstracts published at local and international levels
from the regional pharmacovigilance center in
relation with medicine safety were the source of
data.

Modality of operation: The published articles and
conference abstracts from  the regional
pharmacovigilance center related to medicine safety
during the study period were identified and
analyzed. The information obtained from the
published reports were analyzed for the types of
publications, and the individual case reports were
analyzed for various parameters that include age
and sex distribution of the patients experiencing the
ADRs, type of ADRs, suspected drugs, causality,
severity and preventability assessments and the
outcomes of the ADRs. The case reports were also
compared with the ISoP/ISPE guidelines.
ISOP/ISPE guidelines provide the requirements for
submitting case reports on adverse event reports in
biomedical journals. These guidelines have been
endorsed by the ISoP and the ISPE and are freely
available on the societies’ websites.

RESULTS

Types of drug safety related communications
produced by the regional pharmacovigilance center:
During the period of four years, a total of 53
communications were made by the staff of the
regional pharmacovigilance center in relation with

drug safety (Appendix 1). Among the 53
communications, 18 (34%) were related to case
reports and letters. The details are listed in Table 1.

Table 1. Types of drug safety related scientific
communications (n=53)

Types Frequency | Percentage

Case reports 18 34.0
Review articles 7 13.2
Conference presentations 7 13.2
Short communications 7 13.2
Ne_vvsletter and bulletin 7 13.2
articles

Original research 5 9.4
Case series 2 3.8

Demographic details of the patients in the published
case reports: Median (interquartile range) age of the
patients was 46.5 (21.7-51.2) years. The details of
the demographic distribution are listed in Table 2.

Table.2 Demographic details of the patients experiencing
ADRs (n=18)

Demographic parameters Frequency | Percentage

Up to 10 2 111

11-20 2 11.1

21-30 2 11.1

Age (in years) | 31-40 2 11.1
41-50 3 16.7

51-60 4 22.2

> 60 3 16.7

Sex Male 8 44.4
Female 10 55.6

Types of adverse drug reactions published as case
reports: Among the total 18 ADRs, four were Fixed
Drug Eruptions (FDEs), followed by contact
dermatitis (n=2). Further details are listed in Table
3.

Table 3. Types of adverse drug reactions (n=18)

Type of ad\_/erse drug Frequency | Percentage
reactions

Fixed drug eruptions 4 22.2
Contact dermatitis 2 11.1
Avascular necrosis 1 5.6
Anaphylaxis 1 5.6
Vomiting 1 5.6
Toxic epidermal necrosis * 1 5.6
Urticaria 1 5.6
Psychosis 1 5.6
Erythema multiforme 1 5.6
Gangrene 1 5.6
Morbilliform rash 1 5.6
Maculopapular rash 1 5.6
Hemoglobinuria 1 5.6
Stevens Johnson

Syndrome L 56

* implies the death of the patient due to adverse drug
reaction

System affected by the adverse drug reactions
published as case reports: Majority of the published
case reports were related to skin (n=13; 72.2%)
followed by one each (5.6% each) of central
nervous system, blood, gastrointestinal tract,
immune system and musculoskeletal system.

Therapeutic category of the drugs implicated in the
case reports: Antimicrobials were responsible for
27.8% (n=5) of the case reports. The details are
listed in Table 4. The individual drugs implicated
were Cefixime, Clonidine, Co-amoxiclav,
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Cotrimoxazole, Cyclopentolate, Dapsone,
Dopamine, Erythromycin, Heparin, Ipratropium,
Metronidazole, Ofloxacin, Paracetamol,
Phenobarbitone,  Prednisolone,  Pyrazinamide,
Sulfasalazine, Vitamin K.

Table. 4 Therapeutic category of the drugs implicated in
the case reports (n=18)

Therapeutic category Frequency Percentage
Antimicrobials 5 27.8
Antiamoebics 1 5.6
Anticoagulants 1 5.6
Antiepileptics 1 5.6
Antihypertensives 1 5.6
Antileprotics 1 5.6
Antitubercular drugs 1 5.6
Bronchodilators 1 5.6
Corticosteroids 1 5.6
Vasoconstrictors 1 5.6
Vitamins 1 5.6
Miscellaneous 3 16.7

Evaluation of the contents of the case reports as per
the 1ISoP/ISPE guidelines: The analysis of the case
reports revealed that majority of the parameters
recommended by ISoP/ISPE guidelines was
present in most of the published case reports. There
were incomplete information on  physical
examination of the patient experiencing ADR
(94.4%), patient disposition (83.3%), dosage
(77.8%) and administration (94.4%) of the
suspected drugs, and drug-reaction interface
(94.4%) in few of the patients. The remaining
parameters were present in all the case reports.
The details are mentioned in Table 5.

DISCUSSION

Present study analyzed the pattern and quality of
drug safety related communications produced by
the regional pharmacovigilance center. The analysis
of the publications revealed a good contribution

Table 5. Evaluation of the contents of the case reports and letters (n=18)
Parameters Frequency Percentage
Patient-related Age 18 100.0
Sex 18 100.0
Current health status 18 100.0
Medical history 18 100.0
Physical examination 17 94.4
Patient disposition * 15 83.3
Drug-related Identification 18 100.0
Dosage 14 77.8
Administration 17 94.4
Drug —reaction interface 17 94.4
Adverse event 18 100.0
Discussion 18 100.0
*= Presence or absence of death, life-threatening circumstances, hospitalization or prolonged hospitalization, or
significant disability

Causality, severity and preventability assessments
and outcome of the adverse drug reactions in the
case reports: The causality assessment was carried
out only in 17 of the 18 patients. Among the 17 ADR
reports, 70.6% (n=12) were ‘probable’, 23.5% (n=4)
were definite and 5.9% (n=1) had a ‘possible’
association with the suspected drugs. The scale
used for causality assessment was Naranjo
algorithm.

The severity assessment was carried out only in 13
of the 18 case reports. Out of the 13 ADR reports
46.2% (n=6) were of ‘moderate (Level 3)’, 30.8%
(n=4) were ‘moderate [Level 4 (b)] and 7.7% (n=1)
each of ‘moderate [Level 4 (a)], ‘severe (Level 6)
and ‘severe (Level 7). Hartwig scale was used for
severity assessments in the case reports.

The preventability assessment was carried out in 10
of the total 18 case reports. Among these 10
reports, the causality in 80% (n=8) were ‘not
preventable’ and 20% (n=2) were ‘definitely
preventable’. Modified Schumock and Thornton
scale was used in establishing the preventability of
the ADRs.

The details of the patient outcomes were available
only in 14 of the total 18 case reports. Among the
14 ADR reports, in 92.9% (n=13) of the cases, the
patients conditions improved and in one case
(7.1%), the patient expired due to the ADR.

from the regional pharmacovigilance center towards
dissemination of medicine safety related issues.

During the span of four years, the center published
eighteen individual reports (case report and letters)
related to ADRs. The publication of single case
reports, or case series, of ADRs in the medical
literature is an important means of detecting new
and serious reactions, particularly type-B reactions
(unpredictable). The majority of first reports of ADRs
still come mostly through anecdotal reports from
individual doctors indicating that a patient has
suffered some peculiar effect.’? In 1961, an
Australian  obstetrician McBride reported an
increase in foetal malformations and the
appearance of a rare disorder phocomelia
associated with the use of thalidomide by pregnant
women.! This publication created a huge
awareness among the healthcare professionals and
the regulatory authorities to initiate
pharmacovigilance programs in their countries. The
individual case reports have also played an
important role in withdrawal of harmful drugs from
the market.”®> However, one systematic review
identified that case reports of suspected ADRs are
of limited value as suspicions are seldom subjected
to confirmatory investigation.**

The analysis of the case reports revealed that the
most commonly implicated class of drugs to be
antimicrobials accounting for 27.8% of the total
cases. In a similar study from Spain that analyzed
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the quality of ADR reports published in certain
Spanish journals, the commonly implicated drugs
classes were anticoagulants and antiplatelet drugs,
antibiotics, and antineoplastic agents.’> In the
present study, the most common system implicated
was skin. However, in the Spanish study, the
system more commonly implicated were nervous
system, followed by liver and skin and appendages.
The higher number of case reports related to skin in
this study may be because dermatological reactions
are easy to identify and confirm. Moreover, the
drugs commonly used vary between developing and
developed countries thus making a difference in the
ADR pattern.

The analysis of the case reports revealed that the
case reports followed most of the criteria mentioned
by the ISoP/ ISPE.° However, in few reports the
dosage and the patient disposition were not
mentioned properly. In Spanish medical journals,
the quality of information available on published
ADR reports was low. In order to improve the quality
of case reports, the Technical Committee of the
Spanish Pharmacovigilance System set up the
minimum information required for publication of
ADR case reports in Spanish journals in the year
2004. These recommendations were found to have
a better impact and approximately one third of the
published case reports, following the intervention
included full information. The missing data in the
case reports were dose, duration of treatment as
well as the ADR."

In the present study, four case reports were
published which were not documented in standard
drug information sources and package insert of the
particular products at the time of publication. These
were FDE due to vitamin K'®, contact dermatitis due
to subcutaneous heparin'’, vomiting due to
ipratropium®®, and urticaria due to clonidine.*® In
Nepal as such there is no mandatory clinical trials
carried out on the drugs approved. In such case,
these reports play a very important role in
disseminating drug safety communications.

During the study period, the center also published
case series on the safety reports about pedal
edema due to S-amlodipine?® and vomiting due to
tramadol.?* S-amlodipine was a new drug launched
for the first time in Nepal. Previous reports on this
drug reported that S-amlodipine 2.5 mg is
equivalent in its efficacy and tolerability when
compared to amlodipine 5 mg in the treatment of
mild to moderate hypertension?” and effective and
well tolerated in the treatment of hypertension and
is an ideal switch over therapy for patients having
peripheral edema with conventional amlodipine.23 It
was thus, claimed to be free of peripheral edema.

However, the findings of the present study were
contradicted to these findings. Similarly, though
vomiting due to tramadol is well known, it is not well
documented in Nepal. Researchers in this study
noticed several vomiting with this drug and thus,
were published.

The regional pharmacovigilance center also
publishes the update from the center in the DBN, a
national publication by the ministry of health, which
is circulated throughout the country. It is read by
health professionals from different background. This
initiative might help in disseminating the drug safety
information developed based on the local
population.In the past the center has published on
diclofenac?*, paracetamol®®, and cotrimoxazole.?®

The major limitation of the study was that the
number of scientific communications included in the
study was only 53. Having more number of
publications could have provided more insights on
the research.

The regional pharmacovigilance center should take
steps to ensure quality of publications complying
with the ISoP/ISPE guidelines. Potential authors
have to be sensitized on incomplete information in
some important parameters of the published case
reports. In developing countries like Nepal with little
information on drug safety, steps have to be taken
to promote the communications of existing
information. The regional pharmacovigilance
centers should take the responsibility on
communication of medicine safety information.
Similarly, the national pharmacovigilance center
should also take adequate steps to promote drug
safety communications.

CONCLUSIONS

The study analyzed the pattern of drug safety
related publications from the regional
pharmacovigilance center. High number of
publications was case reports of individual patients.
Most of the case reports had the basic requirements
recommended by the ISoP/ISPE guidelines, thus
making the quality of case reports to be ‘high’.
There were incomplete information on physical
examination of the patient experiencing ADR,
patient disposition, dosage and administration of the
suspected drugs, and drug-reaction interface in few
of the patients.
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