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Message from Drug Controller
It is my pleasure to see this second Issue of the Newsletter come into
publication. I appreciate the Editorial Team and those who have contributed
in bringing out this Issue. While there is a myriad of issues that merit
discussion, I would like to draw the attention of the readers to some critical
issues we face today in the pharmaceutical domain.
The pharmaceutical market is flooded with products of different origins
claiming to possess various health benefits. Although no specific research has
been done, general observation suggests that self-medication is on the rise.
Increased exposure to product information and availability of wide range of products attributes towards such
trend. Irrational use of antimicrobials (including antibiotics) can lead to anti-microbial resistance impacting
patient outcomes. It delays timely treatment and escalates hospitalization costs. Self-medication and abuse of
medicines can result in serious consequences.
The Authority makes every effort to monitor the quality and safety of the products circulating in the
Bhutanese market. Medicines are sold only through authorized premises by Competent Persons certified for
the purpose. The Authority advises consumers to obtain information from these people who are authorized to
engage in the sale of medicinal products. Consumers can play an equally important role in minimizing any
undesired consequences as consumption decisions especially self-medication is made by the consumers. One
must be aware that pharmaceuticals unlike other consumables are technical products that affect the
functioning of the body systems. Therefore, it is extremely important to use medicines as per the advice of the
medical and health professionals.
This Issue discusses Quality Management System and shares updates on pharmacovigilance and regulatory
activities. I have full hope that this Newsletter will continue to serve its purpose of providing updates on
various medicine-related issues to the consumers and health and medical professionals, as envisaged. We
welcome individual readers to contribute your views on this Issue.

Tashi Delek

Kinga Jamphel
DRUG COTROLLER
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New Drug Controller receiving Trashi Khadhar from
the Chairman of the Bhutan Medicines Board.

Secretary, Ministry of Health is a member of the
Bhutan Medicines Board

New Drug Controller with the DRA staff
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Special feature
Quality Management System (ISO 9001) adoption by DRA
Is Quality Management system (QMS) necessary for a Regulatory Agency? The need was reassured when DRA
was assessed partially for vaccines regulatory functions by the World Health Organization (WHO) team in
September 2014. Their recommendations also included alignment of our QMS to international standards. QMS
was not totally new to DRA since we already had a set of internal rules that were defined by our Act and
Regulation besides documented procedures to run our routine regulatory processes. However, it was the
international standard so called “ISO 9001” we were yet to be familiarized with.
ISO 9001 was introduced to us by Thai Food and Drug Administration through a training, supported by WHO.
This led to development of Quality Manual for DRA in compliance to the ISO standard.
Certification to ISO 9001
ISO 9001 is the internationally recognized standard for Quality Management Systems (QMS), published by ISO
(the International Organization for Standardization). The standard has been most recently updated in 2015,
and is referred to as ISO 9001:2015. This standard is found to be implemented by more than a million
organizations in 175 countries. This standard is applicable to both private enterprise and public sector and to
any products or services irrespective of size of the organization.
Certification would mean that an independent, external body has audited our organization’s management
system and verified that it conforms to the requirements specified in the standards (ISO 9001) and certification
is a decision taken for business reason by private agencies. Though DRA is not yet certified to ISO 9001, we
have plans to seek certification through Bhutan Standards Bureau (BSB).
Benefits of QMS operation
The benefits of QMS operation in compliance to ISO 9001 are:
 It ensures systematic procedure for an organization with good documentation system;
 Improves quality of service and efficiency in work thereby boosting customer satisfaction and
credibility of the organization;
 Reduce expenses or cost due to waste due to better process integration; and
 Provides confidence in our services and promote continual improvement culture.
Implementation of QMS
DRA conducted brief gap analysis of the existing Standard Operating Procedures (SOPs) and guidelines.
Accordingly, existing SOPs were amended; new SOPs were developed in the specified format. All DRA staff
inclusive of our support staffs were involved in preparation of the SOP related to their jobs. The Quality
Manual was developed in parallel, which incorporated quality policy, objectives and goals appropriate to the
context of our organization. Quality Manual and new SOPs were then sensitized in addition to instituting
system of documentation control in the organization.
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(February 2016: DRA Staff developing SOPs)

As a part of technical support from WHO, Thai FDA
officials were assigned to review the
implementation of QMS by DRA and further assist
on operation of the newly adopted system. The
positive recommendations from the external team
further motivated us to carry out the internal
quality audit to monitor the processes of our
system.
The Internal Quality audit is deemed as a critical
part of QMS which includes means of eliminating
root causes of problems besides applying
corrective and preventive actions for identified
problems. It also paves way for the management
to review the system and plan in order to ensure
continuous improvement of the system.
Plan,Do, Check and Action as a
repetitive four-stage model for
continuous improvement
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Challenges to QMS implementation
There is not much awareness on the QMS process in government organizations which is primarily governed by
national policies. Thus, there is a misconception that adoption of ISO standard for QMS is only for big
businesses and not for service providers. Documentation maybe seen as cumbersome process which might
take time to fit into our working culture. DRA would also require experienced or trained auditors for auditing
the process to ensure effectiveness of QMS.
Nevertheless, given the numerous benefits of QMS system, these challenges can be far outweighed and we
perceive this as a necessary tool for realizing the goals of DRA and our vision for “the most dynamic, reliable,
client-centric model regulatory organization”. We would be happy to set an example for other service-oriented
organizations.

Compiled by:
- Ngawang Dema, Quality Manager, DRA

Initiatives for safer use of medicines - Regional
Pharmacovigilance Centre

Tshering Choden,
Central Regional Referral Hospital (CRRH), Gelephu

Irrational use of medicines is a widespread problem worldwide. As per WHO, more than 50% of all medicines
are prescribed, dispensed or sold inappropriately, while 50% of patients fail to take them correctly. Poor
adherence to prescribed regimens can result in serious health consequences. Patient with low literacy rate
have difficulty understanding instruction resulting in decreased adherence and poor medication. In our efforts
of promoting the rational use of medicines, CRRH initiated the following measures:
a. Awareness program on medications
Public, school health coordinators and students were sensitized on safe use of medicines which included use
of antibiotics, resistance pattern, toxicity, side effects and storage of medicines.
b. Good Labeling Practices
Good Labeling Practices is implemented by all the pharmacy staff which attributed to decrease in medication
errors. In 2015 and 2016, the hospital experienced few children being admitted for medicine poisoning and
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hence the practice of labeling all paedriatic prescriptions with “KEEP MEDICINE OUT OF REACH OF CHILDREN”
message was initiated as an additional caution to the parents/guardians.
c. System for reporting medication error
The hospital has instituted a system of reporting medication error for both inpatient and outpatient which
provided avenue for Nurses and Pharmacy staff to discuss and provide feedback to the prescribers.
d. Drug Therapeutic Committee
The Drug Therapeutic Committee was formed in 2014 chaired by Medical Superintendent and Pharmacist as
the member secretary. The committee comprises of following additional members:
1. Medical Specialist
2. Pediatrician
3. Nursing Superintendent
4. Head of Laboratory
The Committee was mainly formed to address & discuss medicine related issues; antimicrobial use, safe
handling of medicines, share information on pharmaceutical consumption and cost, adherence to treatment,
compliance to treatment guideline and rational use of medicines. This Committee also reviews the prescription
survey reports.

Pharmacovigilance and ADR Reporting Trends in Bhutan
The Drug Regulatory Authority is the National Pharmacovigilance Centre and is responsible for monitoring of
serious Adverse Drug Reactions. Following chart shows the details of reports reported to the Centre between
2004 and 2016.

ADR reporting trend in Bhutan
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Monitoring of Suspected Adverse Drug Reaction by a
Regional Pharmacovigilance Centre

Tshering Choden,
Eastern Regional Referral Hospital, Monggar

In the year 2016, total of 48 suspected Adverse Drug Reactions (ADRs) were
reported to Pharmacy Unit in Eastern Regional Referral Hospital, Monggar.
Following are some of the commonly reported suspected ADRs where in such
cases, there was a change in drug therapy including; discontinuation of
suspected drug or symptomatic treatment of suspected ADRs:

1.
2.
3.
4.
5.

Ceftriaxone -------------Rash
Ciprofloxacin------------Rash
Phenytoin----------------Steven Johnson Syndrome
MethylDopa--------------Sedation & Diarrhoea
Nifedipine-----------------Gingival Hyperplasia & Pedal Edema

One of the serious ADRs reported in Eastern Regional Referral Hospital, Monggar was Phenytoin induced
Steven Johnson Syndrome and it was managed as described below:
30 years old female patient was diagnosed with neurocysticercosis. She was treated with Phenytoin 300 mg
daily for a month prior to the reaction.The patient had a generalized seizure with fever, rigor, erythematous
maculopapular rash all over the body, conjunctivitis, sores in the mouth and mucosal erosions involving mouth,
lips, genitalia and rectal areas. The patient was hospitalized, blood investigations were performed. The report
indicated high level of AST (92 IU/L) and ALT (70 IU/L) besides hypokalaemia and hypomagnesemia.
Phenytoin had induced the allergic reaction (Steven Johnson Syndrome) with a Shorten score of -1. No further
anticonvulsant therapy was given.
Patient was then treated with Corticosteroid, Antibiotics, Ranitidine, Paracetamol, Potassium chloride and
Magnesium sulphate. She was also given oral, skin and eye care by respective specialist.
When physician on duty added Amitriptyline and Pethidine to the prescription, new lesions appeared. With
further administration of injection Hermin, patient had a generalized seizure (2 times) for 15 seconds. The
patient was subsequently prescribed with Diazepam, Phenobarbitone and was referred to the National
Referral Hospita l(JDWNRH) for further management.
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Medicines Safety Updates
Source: WHO Pharmaceuticals Newsletter 2016

1. Benzoyl peroxide
Risk of wide-spread swelling
Japan. The Ministry of Health, Labour and Welfare (MHLW) and the Pharmaceuticals and Medical Devices Agency
(PMDA) have announced that the package inserts for Benzoyl peroxide preparations have been updated to include
the risk of wide-spread swelling as a precaution.
Benzoyl peroxide is indicated for acne vulgaris. It is available as a single agent or in combination with other drug
such as clindamycin.
A total of seven cases of cutaneous symptoms with the use of benzoyl peroxide have been reported in Japan. Of
these, a causal relationship could not be excluded in six cases. Following an investigation of available evidence and
advice from experts, the MHLW/PMDA concluded that revision of the package insert was necessary.
Reports on the cases of erythema and swelling spreading to the entire face and neck will be added as a precaution
to the package insert.

2. Bromohexine-containing cough and cold medicines.
Risk of allergy and skin reactions
Australia. The Therapeutic Goods Administration (TGA) has advised that product information for all Bromohexineproducts (including generics) should contain information on the small risk of severe skin reactions. The current
package insert for the brand Bisolvon, already includes a warning regarding anaphylactic reactions and skin
reactions.
A number of over-the- counter cough and cold medicines contain Bromohexine as a mucolytic.
As of 19 February 2016, 34 cases of hypersensitivity reactions, 10 cases of anaphylactic/anaphylactoid reaction, and
five cases of severe cutaneous adverse (SCARs) had been reported to the TGA.
A definite link to Bromohexine in 29 of these cases could not be made because they involved products with multiple
active ingredients or excipients such as benzoates, which can also cause hypersensitivity; or there were other
confounding factors
The TGA reviewed this issue following a review by Europe’s Pharmacovigilance Risk Assessment Committee (PRAC)
that confirmed the risk of severe allergic reactions and SCARs associated with Bromohexine- and Ambroxolcontaining medicines. Subsequently, product information for these products was updated with warnings of these
potential adverse events.
The TGA has found that similar warnings to those being implemented in Europe are appropriate for Bromhexinecontaining medicines marketed in Australia.

3. Diclofenac
Risk of gastrointestinal stenosis and obstruction
Japan. The Ministry of Health, Labour and Welfare (MHLW) and the Pharmaceuticals and Medical Devices Agency
(PMDA) have announced that the package inserts for Diclofenac preparations have been updated to include the risk
of gastrointestinal stenosis and obstruction as clinically significant adverse reactions.
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Diclofenac is a nonsteroidal anti-inflammatory drug (NSAID) and is used for relief of pain and as anti-inflammatory
agent.
A total of five cases of gastrointestinal stenosis or obstruction associated with the use of Diclofenac have been
reported in Japan. Of these, a causal relationship could not be excluded in four cases (one case was for a condition
not included in the approved dosage and administration for). In addition, the company core datasheet (CCDS) has
been updated.
Following an investigation of available evidence and advice from experts, the MHLW/PMDA concluded that revision
of the package insert was necessary.

4. Levetiracetam
Risk of acute renal failure
Japan. Ministry of Health, Labour and Welfare (MHLW) and Pharmaceuticals and Medical Devices Agency (PMDA)
have announced that the package insert for levetiracetam has been updated to include the risk of acute renal failure
as a clinically significant adverse reaction.
Levetiracetam is used to treat partial onset seizures in patients with epilepsy (including secondary generalized
seizures). It is also used concomitantly with other antiepileptic drugs for tonic-clonic seizures in patients who fail to
show a satisfactory response to other antiepileptic drugs.
A total of seven cases of acute renal failure have been reported with the use of Levetiracetam in Japan. Of these, a
causal relationship could not be excluded in two cases. The company core datasheet (CCDS) has also been updated
following reported cases in Japan and in the other countries.
Following an investigation of available evidence and advice from the experts, the MHLW/PMDA concluded that
revision of the package insert was necessary.

5. Warfarin
Reports of calciphylaxis
United Kingdom. The Medicines and Healthcare Products Regulatory Agency (MHRA) has stated that the product
information for Warfarin will be updated to include risk of calciphylaxis.
Calciphylaxis is very rare but serious condition that is most commonly observed in patient with known risk factors
such as end-stage renal disease. Cases of calciphylaxis have been reported in patients taking Warfarin, including
those with normal renal function.
An EU-wide review of relevant evidence recently concluded that there is a possibility that on rare occasion Warfarin
use might lead to calciphylaxis. The patient information leaflet will also be updated to warn patients of the risk of
calciphylaxis, with advice to consult doctors if they develop a painful skin rash.

6. Doxylamine and Pyridoxine combination
No change of benefit/risk profile for use in pregnancy
Canada. Health Canada has reviewed the safety of doxylamine and pyridoxine combination for use in pregnancy,
and has concluded that the preparation is safe and effective to use during pregnancy.
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A fixed dose combination of product doxylamine (an antihistamine) and pyridoxine (a form of vit. B6) is used to
treat nausea and morning sickness in pregnancy.
The Canada Vigilance database was searched for all reports that listed Doxylamine/Pyridoxine combination. Seventy
five cases of adverse effects (since 1975) were identified. Seven cases were assessed as ‘possibly associated’ with
this drug use while the remaining 22 cases were classified as unlikely to be associated with use of this preparation or
causality assessment was un-assessable.
The safety review considered the scientific and medical literature published up to May, 2015. Five separate metaanalyses, which combined numerous individual studies, concluded that Doxylamine/Pyridoxine was not associated
with increased risk of birth defects. While some individual studies reported possible links between
Doxylamine/Pyridoxine use by pregnant women and the occurrence of various birth defects, the majority of the
studies did not find a link.
The number of cases reported is considered to be within the expected incidence (natural occurrence) of major birth
defects (3-5%) in newborn babies. No pattern of malformation types or group of malformation was identified in
these case reports. The summery of these findings do not indicate a change in the current benefit/risk profile of the
product.
Health Canada has found that the benefits of using this combination (as authorized) outweigh its risks.

7. Loperamide
Serious Heart problem with high doses
USA. The US Food and Drug Administration (FDA) has warned that taking higher than the recommended doses of
Loperamide, can cause serious heart problems that can be fatal. The risk of these serious problems, including
abnormal heart rhythms, may also be increased when high doses of loperamide are taken with several kinds of
medicines that interact with Loperamide.
Loperamide is approved to help control symptoms of diarrhea, including travelers’ diarrhea. Loperamide can be
obtained over-the-counter and the maximum approved daily dose for adults is 8 mg per day for prescription use.
The majority of reported serious heart problems occurred in individuals who were intentionally misusing and
abusing high doses of Loperamide in attempts to self-treat opoid withdrawal symptoms or to achieve a euphoric
feeling. The FDA continues to evaluate this safety issue and will determine if additional FDA actions are needed.
The FDA has advised that health-care professionals should be aware that use of higher than recommended doses of
Loperamide can result in serious cardiac adverse events. Loperamide should be considered as a possible cause of
unexplained cardiac events including; QT interval prolongation, Torsades de Pointes or other ventricular
arrhythmias, syncope and cardiac arrest.

8. Metformin
Precaution during administration of contrast media
Egypt. The Egyptian Pharmaceutical Vigilance Centre (EPVC) has reminded health-care professionals of
precautionary measures needed during the administration of contrast media, in patients taking Metformin.
Metformin is an oral medicine used to control blood sugar levels in type 2 diabetes.
The EPVC has advised that Metformin should be temporarily stopped in patients who undergo an X-ray or CT scan
using contrast dye, because such interventions with iodinated materials may result in acute alteration renal
function.
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This precaution is already mentioned in Egyptian labels of Metformin-containing products. The EPVC stated that
Metformin must be withheld after the administration of the contrast agent for 48 hours to avoid this complication.
If renal function is normal at 48 hours, Metformin can be restarted.

9.Miconazole (topical use including oral gel)
Potential for serious drug-drug interactions with warfarin
United Kingdom. The Medicines and Healthcare Products Regulatory Agency (MHRA) is considering the use of
further measures to minimize the risk of potential serious interaction between miconazole and warfarin, to prevent
bleeding.
Miconazole is an antifungal indicated for prevention of various infections of mouth, throat, skin, nails, or genitals.
Warfarin is an oral anticoagulant that has been widely used for the prophylaxis of thromboembolic events.
Up until 13 April 2016, the MHRA has received 146 reports of possible drug interactions between Miconazole and
Warfarin. Most reports concerned the oral gel from of Miconazole.
The potential drug interaction between Miconazole and Warfarin is well established. Miconazole inhibits Warfarin
metabolism resulting in reduced Warfarin clearance and an enhanced anticoagulant effect.
MHRA is currently reviewing available data for this interaction. This review follows a coroner’s report of a death,
which may have been partly due to the co-administration of Miconazole gel and Warfarin. Further advice will be
communicated as appropriate when the review is complete.
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Feedback on Good Manufacturing Practice(GMP) Workshop
– Participant

“It’s a great privilege and an
honor to represent all the
participants of this three days
GMP workshop organized by
Drug Regulatory Authority
(DRA) who came equipped
with a dynamic team of very
knowledgeable
resource
personnel.
This
program
proved
inevitable to us in various
ways and the program was
timely indeed. Despite the
caliber of our firms, many of
us have been grappling with
having to put all the necessary
manufacturing standards in
place. This forum enlightened
us on various aspects of
“Good
Manufacturing
Practices (GMP)”, to which
almost all of us were oblivion.
GMP in lieu of being a mere
principle,
forms
the
cornerstone to the success of a
company.

GMP workshop: 31 March to 2 April 2017, Phuentsholing

It will be wrong on my part to say I have learnt everything from this training but nevertheless, whatsoever
little I could grasp will guide me translate into practice the basic principles of GMP. Amidst many, now I can
clearly differentiate amongst Quality Management, Quality Assurance, Good Manufacturing Practice and
Quality control. Not only this, I am confident that, at this juncture I can devise a “Standard Operating
Procedure (SOP)”, for each sections involved in manufacturing a product. A perfect set of SOP forms the
backbone of all the triumphant businesses. Even at the event product recall, a robust procedure in place will
aid you detect the origin of defect and consequently prevent any episodes of error in the subsequent events.
In the process, we should not undermine very basic requirements such as personnel, premises, sanitation
and hygiene, materials, equipments and documentation, self-Inspection, Good Quality control practices.
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In concise, it condenses to Quality management
and Quality Assurance that is achieved through
good manufacturing practices followed by quality
control.
Without the remotest hesitation, I can voice that,
the group work on preparation of SOP was very
effective and will prove useful to all of us in
molding the future of our firms.
Not to forego, pre-test and post-test were very
encouraging and rather lively; it gave us a
reflection of, from where we have taken off and
how much difference the training drew.
The enthusiasm exhibited by the participants is
precisely indicative of significance of the training.
We pray that, this program does not mark the end of
the new beginning. Therefore, I, on behalf of the
entire participants, request DRA to conduct such
workshops in future as well, if possible on a regular
basis for many of us are new to the field of
manufacturing medicinal products. Analogous to a
mother lending her caring hand to the child, we
expect the DRA to render their helping hands.

Neethsel Pvt.Ltd

I must add that such forum will bring our
understanding much closer to each other in terms of
updating and upgrading ourselves to the latest policy
and regulations enforced.
Finally, I, on behalf of the entire participants would
like to thank the DRA team for sharing such a
wonderful, resourceful moment and display of
professional ability. I must also thank DRA for their
generosity in organizing such workshop and finally to
our visionary monarch whose vision and mission is to
make this beautiful country and its people self reliant,
Tashi delek”

“GMP in lieu of being a mere
principle, forms the cornerstone
to the success of a company”

Udai Kumar Poudyel
Aha Oxy Gases Pvt Ltd.
Phuentsholing

Review period January2016-March 2017
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Sensitization workshop on Pharmacovigilance and ADR reporting system (April, August 2016).
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Updates on Regulatory Services
REGISTRATION DIVISION
No. of medicines registered:

Modern Human
Medicines

Veterinary
medicines

Herbal /Traditional
medicines

Jan 2016 – December 2016

478

30

26

Total medicines registered
till date

3788

328

145

Jan 2016 – December 2016

1119

205

Nil

No. of Registered
Pharmacies, MAH &
Competent Persons

Retailers

Market
Authorization
Holders

No. of Competent
Persons

Current status

56

38

593

Health Centres
(Ministry of
Health)

Livestock Extension
centres

GMP inspections
in-country and
excountry

Jan 2016 – December 2016

70

45

3

Number of Inspections till
Date

593

210

50

No. of medicines imported:

INSPECTION DIVISION
Number of inspections
Year
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POST MARKETING CONTROL DIVISION
Number of Adverse Drug Reaction Reported and Defective Products Reported
Jan 2016 – December 2016 Till Date
ADRs Reported (Human medicines)

(JDWNRH=31,
Monggar=47,
Gelephu=14,
other hospitals=12)= 104

255

Products Defective Reported

19

78 Human and
1-Veterinary

Products Recall Notification Served

1

26

Drug Tested

35

277 (since 2009)
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MISSION:
PROMOTING AVAILABILITY OF QUALITY, SAFE& EFFICACIOUS MEDICINAL PRODUCTS FOR
CONSUMERS
VISION:
THE MOST DYNAMIC, TRUSTWORTHY, CLIENT-CENTRIC MODEL REGULATORY
ORGANIZATION

For Feedback or queries, please contact:
Drug Regulatory Authority
Royal Government of Bhutan
Phone: +975-02-337074.337075
Fax: +975-02-335803
Email: dra@dra.gov.bt
Website: www.dra.gov.bt
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