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EDITORIAL

Medicine Pricing: Pricing Needs, International trends and Challenges in
Nepal

In open market, economic reasoning suggests that in “perfect markets”
willing buyers and sellers be left to transact their business without
government interference as the market will lead to the optimal price.
However, the necessary conditions for a perfect market are rarely met in case
of pharmaceutical market and plagued by market failure. The main forms of
market failure in pharmaceutical markets are information imbalance, failure
of competition, Externalities and Equity. Due to these market failure in
pharmaceuticals Government involvement in the pharmaceutical pricing is
more extensive than in markets for most other goods. Not only the extent of
government intervention matters but also the form of intervention.
Governments can inform, regulate, mandate, finance and provide as various
forms of interventions.

Access to safe, quality-assured, effective and affordable medicine is the basic
rights of human. Unaffordable prices for medicines have become one of the
major concerns and challenge for quality healthcare systems and patients all
over the world. Rise in price has resulted in increasing pressure on
governments and individuals to be able to afford essential medicines
resulting high out of pocket expenditure. Higher and increasing medicine
pricing has become the problem for both high and Low and middle economic
countries (LMICs). Equitable access to essential medicines and other medical
technologies depends on affordable pricing and effective health financing.
Promoting fair prices and cost-effective interventions is central to the
achievement of universal health coverage. However, Medical, public health,
and economic texts do not provide a standard definition of a fair price for
medicines. Medicine pricing include the characteristics intrinsic to the
product, market and transaction at a point in time and the perceptions of
consumers and suppliers. Price is based on several factors, including
production costs, profit margins, economic value, and prices of related goods.

In dealing with the problem, most high-income have policies directed at
pricing and purchasing with national pricing or purchasing strategy except
USA where organizational and institutional policies are common. LMICs
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including Nepal have less regulated pharmaceutical markets than high-
income countries and some LMICs are price acceptors, meaning they pay
whatever price the pharmaceutical company specifies. It is difficult to
regulate the price of medicine due to multi-dimensional nature of the
pharmaceutical pricing and purchasing mechanisms. Pharmaceutical pricing
is a function of medicine price, volume of medicines consumed and the
interaction between these two variables. The pharmaceutical market
comprises three main submarkets: community based over the counter (OTC)
medicines, hospital medicines for inpatients and prescription medicines for
outpatients.

Community based over the Counter medicine (OTC)

In most countries regardless of high or low and middle income, the OTC
submarket is relatively free market, which is largely self-regulated. It is
characterized by well-known medicines that have been on the market for a
relatively long time. Demand for OTC medicine is patient determined, with
or without prescriber influence. OTC medicines are often non-reimbursable
and financed through patients’ out of pocket expenses, potentially making
patient decisions price sensitive. Governments usually leave the pricing of
non-reimbursable OTC medicines to market forces. OTC medicines,
governments may indirectly impact on the price of these medicines.

Hospital medicines for inpatients

Expenditure on medicines in the hospital submarket is generally subsumed
within the total hospital budget. Typically, the range and type of medicines
used in hospitals are subject to the policies of hospital drug and therapeutic
committees. Medicines may be purchased either through direct negotiation
with manufacturers or by tender, often resulting in a discounted price or
rebates. In most high-income countries, medicine prices in hospitals are
frequently not subject to government purchasing or pricing policies.
However, in some jurisdictions including many LMICs, governments fund
hospitals and thus policies may impact on purchasing.

Prescription medicines for outpatients

The prescription medicine outpatient submarket often accounts for the largest
proportion of a nation’s total pharmaceutical expenditure and is often
financed within the national budget in high-income countries. In most
European countries outpatient medicines represent 75-84% of total
pharmaceutical expenditure, of which 50-80% may be reimbursed by public
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health insurance or social security systems. As the dominant purchaser, most
European governments have pharmaceutical benefit arrangements in this
submarket. In contrast, in LMICs, most payments are out-of-pocket (OOP).
This changes the power that can be wielded by the government from being
the dominant purchaser to a weak regulator. The weak power wielded by
LMICs’ governments is compounded by the fact that in poor resource
settings of LMICs, laws and regulations may exist but are often poorly
enforced and implemented. The lack of reliable healthcare information
systems in LMICs also contribute to their poor implementation, monitoring
and evaluation of health interventions in general and pharmaceutical pricing
and purchasing policies in particular.

Different countries practice different and multiple pricing mechanism for
medicine pricing some of the pricing mechanisms are: -

Internal Reference Pricing (IRP)

Internal Reference Pricing (IRP) is the practice of setting or negotiating
medicine prices by referencing prices of medicines within the country that
are identical, similar, or therapeutically equivalent.

External Reference Pricing (ERP)

External Reference Pricing (ERP), commonly known as International
Reference Pricing, is a price control mechanism whereby a government
considers the price of a medicine in other countries to inform or establish a
price in its own country.

Special Pricing Agreements

Special Pricing Agreements (SPAs), a type of innovative agreement for
payers and pharmaceutical companies to align on value, speed to market,
and/or risk, are legal contracts between the government and the
manufacturer.

Pharmacoeconomic Evaluation

Pharmacoeconomic Evaluations (PEs) often involve a cost-effectiveness
analysis (CEA) to examine the value of medicines, usually defined in terms
of its consequences (e.g., Quality-adjusted Life Years (QALYSs) gained)
relative to its cost. Other types of PE include cost-minimization, and cost-
benefit analysis. PE is particularly useful for identifying value for money of a
medicine, which most countries use to inform their subvention decisions and
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some countries use to determine drug prices.

Cost Plus Pricing

Cost Plus Pricing is a cost-based method for setting prices of medicines,
where the production costs, research and development (R&D), administrative
costs, overheads and profit, and promotional expenses are summed to
determine the reimbursed price.

Price maintenance premium (PMP)

Price Maintenance Premium is a policy which awards one or multiple
premiums to prices of drugs should they meet certain criteria. This strategy
aims to incentivise manufacturers to launch in a certain country because it
allows them to recuperate larger returns on investment.

Tendering and Negotiations

Tendering is a process whereby the government engages manufacturers to
submit quotations for a particular contract, usually in a competitive bidding
process. It usually takes place towards the end of the pricing process, once
the government has determined an initial price to reference the bids, and is
often used to reduce prices of medicines that have existing competition in the
market. It simultaneously works as a procurement strategy to aid supplier and
volume decisions for certain medicines and typically relies on some form of
negotiation.

The use of different techniques by different countries for medicine pricing
varies according the perspective of regulators, purchasers and payers and also
with the country with whom the medicine is being purchased and its
geographic proximity, economic similarity, historical links, the availability of
price information, public health status, level of public health insurance.

Medicine Pricing and Challenges in Nepal

Drug act 1978 section 26 has empowered to fix price of medicine but
section 26 of this Act has been appointed to commence on 16 November
1992 (the Nepal Gazette dated 16 November 1992). It states the Department
of Drug Administration may, if it deems necessary, fix the price of any drug,
by obtaining approval of the Government of Nepal. However, the provision
of those medicine that have been fixed the price shall be published in the
Nepal Gazette was inserted by the Second Amendment of the act in
November 2000. No other legal framework of medicine pricing exists.
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Before the Drug Act 1978, almost all the drugs were imported and marketed
from India and the pricing was as per the Indian market and the trend
continue even after the establishment of Department of Drug Administration
through Drug Act. Nepal Chemist and Druggist Association (NCDA) was
the professional organization for the import and/or distribution and sales of
medicine and NCDA as a part of their professional duty was watchdog to
look for the differences in the price between Indian and Nepalese market.
After 80s national manufacturers came into the scene and the previous
pricing dynamics changed.

In November 1993 Price fixation committee was formulated through
ministerial decision and in

March 1995 the committee fixed the price of 8 items representing large
volume parenteral. Later 4 items including paracetamol suspension and
tablet was added in the price fixation in June 1997. The committee was later
reformed and renamed as Price monitoring committee in September 2007.
The committee is still functional and the committee fixed and revised the
price 21 medicines on different dates the last price fixation was on June
2012. In August 2015, prices of 96 medicines was published in Nepal
Gazette including some antimicrobials, diabetic, cardiac and some
anticancer drugs. Since then, the prices of medicines have not been
reviewed.

Issues of medicine pricing in Nepal

e Lack of pharmaceutical policy and legal framework regarding
pricing.

e Lack of Strategic positioning of national pharmaceutical industry by
Government.

e Pricing decision as a political agenda rather than technical issues.

e Most of the imported drugs are from India so independent pricing
without the consideration of Indian market will affect the
availability of some critical medicines.

e Dependency of API, Excipient, machineries, technology and
packaging.

e Lack of diversification of national manufacturers.

o Small market size and meager export potential.

e Unethical market scenario.



Lack of strong pricing mechanism in social insurance system.

No dynamic Price Control mechanism.

Higher out of pocket payment for medicine.

Lack of established Continual Drug supply chain management

Practices.

Insufficient National treatment protocol/guideline.

e Lack of Drug and Therapeutic committee and treatment guideline in
most of the hospital settings.

e Shortage of technical expertise in Pharmacoeconomics both in the

regulatory and pharmaceutical industry.

Pricing in fact is a complex process and involves the multiple facets. Pricing
of medicines should be balanced with the space to grow the pharmaceutical
industry; assurance of affordable quality assured products in the market and
ethical market. In nutshell Nepal being a small market, which is
predominant by Indian market the external reference pricing cannot be
ignored for effective supply chain management. India in fact have well
defined policy and structure and has been carrying out effective price
control with regards to the generic drugs. So, external reference pricing
should be the predominant strategy.

Also, the COVID-19 pandemic led to the increase in prices of critical care
drugs due to significant disruptions to normal supply chains as well as cost
increases for raw materials including transportation which impacted on
smaller markets like Nepal. And India banning the export of certain essential
drugs including Remdesivir during the pandemic made it hard for the
availability of medicines to the patients in need.

In Conclusion, the government, pharmaceutical manufactures, importers and
players in supply chain should promote price transparency and
accountability with public centered responsibility for resilient healthcare
system.

Bharat Bhattarai
(Director General)
Chief Editor
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2. REGULATORY NEWS

Hydrocortisone

Risk of acute adrenal insufficiency in children when switching from tablets to
granules

United Kingdom. The Medicines and Healthcare Products Regulatory Agency
(MHRA) has announced that the product information for hydrocortisone granules
(Alkindi®) will be updated following a report of an infant developing severe
adrenal insufficiency when switched from hydrocortisone soluble tablets to
hydrocortisone granules.

Hydrocortisone granules are indicated for replacement therapy of adrenal
insufficiency in infants, children and adolescents.

Parents or carers should be advised to observe the child carefully in the first week
after the switch. Also, the prescriber should instruct parents and carers what to do
if the child develops any symptoms of adrenal insufficiency such as tiredness,
floppiness, temperature instability, headache or vomiting.

If a child requires additional dosing during the first week after the switch, an
increase in the daily dose of hydrocortisone granules should be considered.

Source: WHO Pharmaceuticals Newsletter No.2, 2021
In Nepal: Health care professionals are warned of the risk of acute adrenal

insufficiency in children when switching from tablets to granules with the use of
Hydrocortisone.

Pregabalin

Risk of severe respiratory depression

United Kingdom. The MHRA has announced that the product information for
pregabalin (Lyrica®) will be amended to include new warnings for respiratory
depression.

Pregabalin is indicated for the treatment of peripheral and central neuropathic pain
with partial seizures and for generalized anxiety disorder in adults.

Use of pregabalin with opioid medicines or other central nervous system (CNS)
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depressant medicines has been previously associated with reports of respiratory
failure, coma and deaths.

A recent European review considered reports of severe respiratory depression
thought to be related to the action of pregabalin alone on the CNS.

Similar warnings are already in place for gabapentin (Neurotonin®) and other
gabapentinoids medicines.

Health-care professionals should consider whether adjustments are necessary for
patients at higher risk of respiratory depression including those with compromised
respiratory function and aged older than 65 years.

Source: WHO Pharmaceuticals Newsletter No.2, 2021
In Nepal: Health care professionals are warned of the risk of severe respiratory

depression with the use of Pregabalin.

Salbutamol

Risk of shock and anaphylaxis

Japan. The MHLW and the PMDA have announced that the package insert for
salbutamol (Venetlin®, Sultanol®) should be revised to include the risk of shock
and anaphylaxis as adverse drug reactions.

Salbutamol is indicated for relief of symptoms associated with airflow obstruction
and bronchospasm.

A total of three cases of shock or anaphylaxis have been reported in Japan in the
last three years, one of which was assessed to have a possible causal relationship
between the drug and event. No patient mortalities have been reported.

Patients should be carefully monitored and if any abnormalities are observed,
administration of salbutamol should be discontinued and appropriate measures
should be taken.

Source: WHO Pharmaceuticals Newsletter No.2, 2021
In Nepal: Health care professionals are warned of the risk of shock and

anaphylaxis with the use of Salbutamol.

Sofosbuvir

Potential risk of severe cutaneous adverse reactions (SCAR)
Canada. Health Canada has announced that they will be working with the
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manufacturer to update the safety information for sofosbuvir to include the risk of
Stevens— Johnson syndrome (SJS).

Sofosbuvir is indicated to treat chronic hepatitis C virus infection.

Health Canada reviewed the potential risk of severe cutaneous adverse reactions
(SCAR) with the use of sofosbuvir. This was triggered by an update to the product
safety information made by the EMA.

The safety review focused on specific types of SCAR: SJS and toxic epidermal
necrolysis (TEN), acute generalized exanthematous pustulosis (AGEP), drug
reaction with eosinophilia and systemic symptoms (DRESS), erythema multiforme
(EM) and bullous dermatitis (BD).

Health Canada reviewed 13 foreign reports from available information in the
Canada vigilance database, international databases and published literature.

The conclusion of the review was that there may be a link between the use of
sofosbuvir and the risk of SJS.

Source: WHO Pharmaceuticals Newsletter No.2, 2021
In Nepal: Health care professionals are warned of the risk of cardiovascular event

and infantile hypertrophic pyloric stenosis (IHPS) with the use of Erythromycin.

Levothyroxine (tablet)

Risk of related to aggravating thyroid symptoms when switching between
different products

United Kingdom. The Medicines and Healthcare Products Regulatory Agency
(MHRA) has announced that the product information for levothyroxine is being
updated to include the risk of aggravating thyroid symptoms when switching
between different levothyroxine products (tablets).

Levothyroxine is indicated for the control of hypothyroidism. In the UK,
prescribing of levothyroxine is usually generic, so patients may switch between
different levothyroxine products according to what is available at their local
pharmacies.

From 2015 to 2019, the MHRA received 335 reports of the thyroid condition being
aggravated or ineffectiveness of the levothyroxine product following substitution
with another. Associated symptoms were mostly consistent with hypothyroidism
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or hyperthyroidism and included fatigue, headache, malaise, anxiety, palpitation,
nausea myalgia and dizziness. The underlying causes for the symptoms
experienced after switching between products are generally unclear.

Generic prescribing of levothyroxine remains appropriate for the majority of
patients and the licensing of these generic products is supported by bioequivalence
testing.

If a patient reports persistent symptoms of their condition being aggravated when
switching between different levothyroxine products, health-care professionals
should consider consistently prescribing a specific product known to be well
tolerated by the patient. Also, if symptoms or poor control of thyroid function
persist, prescribing an oral solution formulation of levothyroxine should be
considered.

Source: WHO Pharmaceuticals Newsletter No.3, 2021

In Nepal: Health care professionals are warned of the risk of related to aggravating
thyroid symptoms when switching between different products with the use of
Levothyroxine (tablet).

Olanzapine

Potential risk of somnambulism

Saudi Arabia. The SFDA has requested that the product information for
olanzapine containing products (Olazine®, Olenza®, Zolan®) is updated to
include a potential risk of somnambulism (sleepwalking) as an adverse drug
reaction.

Olanzapine is indicated for treatment of schizophrenia and bipolar disorder
including mixed or manic episodes.

The SFDA reviewed published literature and post marketing data on the potential
risk of sleepwalking associated with olanzapine use. The SFDA identified 64
spontaneous case reports of somnambulism with olanzapine use in the WHO
database, reported between 1999 and May 2021. Most reported cases were from
the United States. Among these cases, 32 cases were reported as serious cases.

Source: WHO Pharmaceuticals Newsletter No.4, 2021
In Nepal: Health care professionals are warned of the Potential risk of

somnambulism with the use of Olanzapine.
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Remdesivir

Risk of sinus bradycardia

Europe. The PRAC has recommended a change to the product information for
remdesivir (Veklury®) to include sinus bradycardia as an adverse drug reaction.

Remdesivir is indicated to treat COVID-19 in adults and adolescents with
pneumonia requiring supplemental oxygen.

The PRAC reviewed available data on rare reported cases of bradycardia in
patients treated with remdesivir as well as data from clinical trials and the
scientific literature.

The PRAC concluded that a causal relationship between the use of remdesivir and
the event is reasonably possible and recommended the revision of the product
information.

The majority of the events of sinus bradycardia resolved a few days after the
treatment with remdesivir was discontinued.

Source: WHO Pharmaceuticals Newsletter No.4, 2021
In Nepal: Health care professionals are warned of the risk of sinus bradycardia

with the use of Remdesivir.

Sertraline

Potential risk of microscopic colitis

Australia. The TGA has announced that the PI for sertraline containing products
(Zoloft® and generics) have been updated to include the potential risk of
microscopic colitis.

Sertraline is a selective serotonin reuptake inhibitor (SSRI) indicated for the
treatment of obsessive compulsive disorder, social phobia and premenstrual
dysphoric disorder.

The TGA received six cases of microscopic colitis suspected to be related
sertraline (up until 20 May 2021).

Diarrhea is listed as a common adverse reaction with sertraline. If diarrhea is
severe or prolonged, microscopic colitis should be considered.

Source: WHO Pharmaceuticals Newsletter No.4, 2021
In Nepal: Health care professionals are warned of the potential risk of microscopic
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colitis with the use of Sertraline.

Tamoxifen
Contraception duration extended

Australia. The TGA has announced that the duration of contraception after
finishing tamoxifen treatment has been extended from two months to nine months.

Tamoxifen is a selective estrogen receptor modulator and indicated for the
treatment of breast cancer.

Tamoxifen is contraindicated in pregnancy and the possibility of pregnancy should
be excluded before treatment is started.

A small number of reports of spontaneous abortions, birth defects and foetal deaths
have occurred following the use of tamoxifen, although no causal relationship has
been established.

Women should be informed about the potential risks to the foetus if they become
pregnant while taking tamoxifen or within nine months of finishing treatment.

Source: WHO Pharmaceuticals Newsletter No.4, 2021

In Nepal: Health care professionals are warned of the Contraception duration
extended with the use of Tamoxifen.
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3. SAFETY OF MEDICINES

Propofol

Risk of green breast milk

New Zealand. The Medsafe has announced that the CARM received a report of
a patient who expressed green breast milk post-surgery after using propofol as
an anesthetic agent.

Propofol is indicated for induction and maintenance of general anesthesia in
adults and children. It has been reported that propofol may discolor urine.
Internationally, there are other case reports of green breast milk following
administration of propofol. Health-care professionals are reminded to check the
data sheet for information on breastfeeding following administration of
propofol. Risk of green breast milk New Zealand. The Medsafe has announced
that the CARM received a report of a patient who expressed green breast milk
post-surgery after using propofol as an anesthetic agent. Propofol is indicated
for induction and maintenance of general anesthesia in adults and children. It
has been reported that propofol may discolor urine.

Internationally, there are other case reports of green breast milk following
administration of propofol. Health-care professionals are reminded to check the
data sheet for information on breastfeeding following administration of
propofol.

Source: WHO Pharmaceuticals Newsletter No.2, 2021
In Nepal: Health care professionals are warned of the risk of green breast milk
with the use of Propofol.

Clopidogrel

Potential risk of hypertension
Saudi Arabia.

The SFDA has released a potential safety signal concerning hypertension
associated with the use of clopidogrel.

Clopidogrel is indicated for use in adult patients suffering from myocardial
infarction, ischaemic stroke or established peripheral arterial disease. In 2020, the
SFDA reviewed all the evidence available on the association between clopidogrel
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and hypertension following an ICSR sent to the Saudi National Pharmacovigilance
Centre.

Causality assessment of this case was associated with a positive dechallenge and
was considered to be probable. In the WHO global database of ICSRs (VigiBase),
357 ICSRs were found for this drug/adverse drug reaction combination as of
September. 2020.

The SFDA'’s investigation concluded that the current available evidence from
assessment of the ICSRs might support a relationship between clopidogrel and
hypertension. This signal needs further investigation to confirm the risk and
health-care professionals should be aware of this potential adverse reaction.

Source: WHO Pharmaceuticals Newsletter No.3, 2021
In Nepal: Health care professionals are warned of the potential risk of hypertension
with the use of Clopidogrel.

Amitriptyline

Potential risk of drug reaction with eosinophilia and systemic symptoms
Saudi Arabia.

The Saudi Food and Drug Authority (SFDA) has released a potential safety signal
about drug reaction with eosinophilia and systemic symptoms (DRESS) associated
with the use of Amitriptyline.

Amitriptyline is a tricyclic antidepressant with sedative properties.

In 2021, the SFDA reviewed all the evidence available on the association between
amitriptyline and DRESS after receiving an individual case safety report (ICSR).

The SFDA'’s investigation concluded that the current available evidence from
assessment of the ICSRs might support a relationship between amitriptyline and
DRESS. This potential signal needs further investigation to confirm the risk, and
health-care professionals should be aware of this potential adverse reaction.

Source: WHO Pharmaceuticals Newsletter No.3, 2021
In Nepal: Health care professionals are warned of the potential risk of drug
reaction with eosinophilia and systemic symptoms with the use of Amitriptyline.
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Donepezil

Potential risk of QT prolongation

Saudi Arabia.

The SFDA has released a potential safety signal concerning QT prolongation

associated with the use of donepezil.

Donepezil is indicated for symptomatic treatment of mild to moderately severe
Alzheimer’s dementia.

The SFDA has comprehensively reviewed all relevant data and evidence to
evaluate this risk, which includes case-report analysis, data mining of the WHO
global database of ICSRs, and relevant evidence from the literature. A total of 132
ICSRs were found globally in the WHO database of ICSRs in December 2020.
Casualty assessments were made on a selection of good quality reports.

More than half of the selected ICSRs were assessed to have a supportive
association (seven probable and 14 possible). Statistical data mining of reports in
VigiBase showed that the number of observed cases was more than expected.

Multiple articles in the literature supported this association, and included evidence
of a class effect and a published case-report for donepezil.

Health-care professionals should be aware of this potential risk and monitor any
signs or symptoms in treated patients.

Source: WHO Pharmaceuticals Newsletter No.3, 2021
In Nepal: Health care professionals are warned of the potential risk of QT
prolongation with the use of Donepezil.

Fluoroquinolones
Risk of heart valve regurgitation
Singapore. The Health Sciences Authority (HSA) has announced that the use of

systemic fluoroguinolones is associated with a small increased risk of heart valve
regurgitation.

Fluoroguinolones are indicated to treat infections such as acute sinusitis and acute
bronchitis. There are seven systemic fluoroquinolones used in Singapore:
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ciprofloxacin, ofloxacin, norfloxacin, lomefloxacin, levofloxacin, moxifloxacin
and pefloxacin. Fluoroquinolones are known to increase the risk of
collagen related disorders such as tendonitis, tendon rupture, and aortic aneurysm
and dissection.

In September 2020, the EMA concluded that fluoroquinolone use may increase the
risk of heart valve regurgitation, and as a result the EMA recommended that the
existing warning on aortic aneurysm and dissection in the package inserts of
systemic and inhaled fluoroquinolone-containing products should be expanded to
include heart valve regurgitation.

The HSA has not received any local reports of heart valve related disorders
associated with fluoroquinolone.

Health-care professionals are advised to take into consideration the risk when
prescribing systemic fluoroquinolones and the availability of other therapeutic
options for patients with pre-existing risk factors such as heart valve diseases,
connective tissue disorders, hypertension or rheumatoid arthritis.

Source: WHO Pharmaceuticals Newsletter No.3, 2021

In Nepal: Health care professionals are warned of the risk of heart valve
regurgitation with the use of Fluoroquinolones.

Theophylline

Potential risk of encephalopathy

Saudi Arabia.

The SFDA has released a potential safety signal concerning encephalopathy

associated with the use of theophylline.

Theophylline is indicated for the treatment of the symptoms and reversible airflow
obstruction associated with chronic asthma and other chronic lung diseases.

In 2021, the SFDA reviewed all the evidence available on the association between
theophylline and encephalopathy following an ICSR sent to the Saudi National
Pharmacovigilance Centre.

The SFDA’s investigation concluded that further investigation to confirm this risk
is needed, and health-care professionals should be aware of this potential adverse
reaction.
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Source: WHO Pharmaceuticals Newsletter No.3, 2021

In Nepal: Health care professionals are warned of the potential risk of
encephalopathy with the use of Theophylline.

Colchicine

Risk of fatality if overdose

New Zealand.

The Medsafe has issued a warning reminding the public of the high risk of fatality

with colchicine overdose and that there are no effective treatments available for
severe colchicine poisoning.

Colchicine is indicated for the treatment of acute gout when nonsteroidal anti-
inflammatory drugs are contraindicated, ineffective or not tolerated.

Although colchicine has a narrow therapeutic index with the well-defined
separation between therapeutic and toxic doses, some clinical guidelines may refer
to unapproved dosing schedules for colchicine.

From January 2016 to January 2021, the National Poisons Centre (NPC) received
56 cases related to colchicine poisoning.

The main reasons of the poisoning were child exploratory behavior, therapeutic
error and intentional self-poisoning.

Health-care professionals should communicate with patients about the importance
of storing medicines out of sight and reach of children and ensure patients know
when and how to take colchicine.

Source: WHO Pharmaceuticals Newsletter No.4, 2021

In Nepal: Health care professionals are warned of the risk of fatality if overdose
with the use of Colchicine.
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4. Signal

A signal is defined by WHO as reported information on a possible causal
relationship between an adverse event and a drug, the relationship being
unknown or incompletely documented previously.

Levetiracetam and Hypokalaemia
Monica Tarapués, Ecuador

Summary

Levetiracetam is considered a remarkable antiepileptic drug due to its
mechanism of action, which is unrelated to the Na+ channels or to GABAergic
transmission. Few interactions are described for this drug due to its minimal
hepatic metabolism; however, sixty-six percent of its elimination depends on the
renal function. Drug induced hypokalaemia is a hazardous reaction that could
lead, in the worst cases, to death. A screening of VigiBase, the WHO global
database of individual case safety reports, identified disproportionate reporting
of the MedDRA Preferred Term (PT) “Hypokalaemia” with levetiracetam. A
selection of the cases with a completeness score above 0.60 was made to analyse
drug-reaction association patterns. A consistent time to onset and a biological
plausibility support this signal. Through this analysis, it seems reasonable to
consider the association between hypokalaemia and levetiracetam use.
Currently, only the product information from Canada warns of hypokalaemia as
an adverse reaction to levetiracetam, but all clinicians should be aware of this
adverse event.

Introduction

In December 1999, levetiracetam was approved in the United States (US) as an
antiepileptic drug for the treatment of adults with partial seizures, and approval
by the European Union (EU) followed in September 2000. Around 2005, oral
tablets and solutions were approved for children, and in 2006, it began to be
used for the treatment of status epilepticus. At the time of writing, levetiracetam
is indicated for the treatment of epilepsy in adults, adolescents, children, and
infants. It is a pyrrolidone derivative (S-enantiomer of a-ethyl-2- oxo-1-
pyrrolidine acetamide), chemically unrelated to existing antiepileptic active
substances. Regarding its mechanism of action, it is well known that the
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interaction is between levetiracetam and the synaptic vesicle protein 2A. In this
way, it does not exhibit the classical action of other antiepileptic drugs because
there is no effect on voltage dependent Na+ channels or GABAergic
transmission. (1)

Hypokalaemia is a common and sometimes serious electrolyte imbalance. Its
presence can aggravate the baseline clinical conditions of patients. The
hypokalaemia categories are well known: mild with plasma levels of >3.0-3.5
mmol/L generally asymptomatic; moderate 2.5-3.0 mmol/L its symptoms are
cramping, malaise, myalgia, weakness; and severe < 2.5 mmol/L associated with
electrocardiogram changes (including ST segment depression, U-wave
elevation, T-wave inversion), arrhythmias and paralysis. Drug-induced
hypokalaemia could be associated with a decrease in potassium intake, or with
increased potassium shifting (transcellular shifts). This electrolyte disbalance is
commonly associated with diuretics, B2-receptor agonists drugs, corticosteroids,
some antimicrobials, or high doses of insulin (2).

Reports in VigiBase

During 2017, the MedDRA Preferred Term “hypokalaemia” was highlighted for
the drug levetiracetam in VigiBase, the WHO global database of individual case
safety reports. This combination was kept under review in order to gather more
cases. As of 15 September 2019, in an updated and extended search in the
database, there were 74 reports of this drug-adverse drug reaction (ADR).
Seventeen cases were suspected as duplicates; therefore, 57 were considered.
Due to the high number of cases, an analysis of the reports with a completeness
score over 0.6 was undertaken. In the present case series, 23 cases were
evaluated.

The reports came from eight countries. Eleven patients were female, the other
eleven were male, and gender was not specified in one report. The age was
recorded in twenty-one patients. Ten out of twenty-one were adults, nine were
elderly, one was aged 5, and one a new-born. More than half of the cases were
submitted by physicians (sixteen reports). In fourteen cases the ADR was
considered as serious, mainly because of prolonged hospitalization (eight cases),
or concomitant medically important conditions (five cases). One case was
reported as serious because the patient died. The summary of case
characteristics is set out in Table 1.

Levetiracetam was the unique suspected drug in 14 reports, the therapeutic
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indication being epilepsy (focal seizures, convulsions, partial seizures with
secondary generalization). The time to onset was mentioned in eighteen reports,
in seventeen cases a range from the same day up to two months was given. In
one case the patient experienced the ADR after two years of treatment. Half of
the patients had a time to onset around ten days after starting levetiracetam. The
route of administration was mentioned in twenty reports, the more frequent
being oral route (ten reports), followed by intravenous (nine) and transplacental
(one). In the case of the transplacental route, it seems according to the narrative
text that exposure of the new-born was during the pregnancy span. Regarding
the concomitant medicines, hydrocortisone was reported as a co-suspected drug
in two cases, however, in one report, the starting date was given in the same
timeframe as levetiracetam. Lacosamide was also mentioned as co-suspected in
two other cases, within the same timeframe as levetiracetam. In four reports the
use of proton pump inhibitors such as esomeprazole (one as co suspected and
another one as concomitant) and pantoprazole (two cases as concomitant) was
mentioned.

Hypokalaemia was described as the single ADR in eleven cases.
Hypomagnesemia was reported in four cases as a co-reported reaction, and in
two of these cases, the starting dates mentioned were the same as hypokalaemia.
Likewise, three reports mentioned diarrhoea, two during the same time period as
hypokalaemia. The plasmatic level of potassium concentrations was registered
in fourteen cases, with a range of 2.2 — 3.3 mmol/L, in all cases the levels being
reported after the levetiracetam was started.

Levetiracetam was withdrawn from three patients and the dose reduced in
another one, all these being reported as recovered. In ten patients the dose was
not changed, and of these, four were described as recovered, another four as
recovering, one as not recovered, and for the last one the outcome was
unknown. Sixteen cases had a narrative; in seven of these a supplement of
potassium was mentioned. One patient died; this was an elderly person (aged
83), with co-reported ADRSs pneumonia, atrial fibrillation, tachycardia,
hypoproteinaemia, hypoalbuminemia, and blood lactate dehydrogenase
increased, but there was no narrative. It is difficult to attribute the fatal outcome
to the hypokalaemia.
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Literature and Labelling

The literature suggests that levetiracetam is widely used due to high tolerability
comparing favourably with other antiepileptic drugs used in epilepsy, and
because it can be used when other drugs are contraindicated or patients have a
refractory condition to other antiepileptics. (1)

Sixty-six percent (66%) of levetiracetam is excreted unchanged by glomerular
filtration in the kidney, with subsequent tubular reabsorption, as well as its
primary metabolite (ucb L057). The plasma half-life of levetiracetam across
studies is 6 to 8 hours, however the labelling mentions it could be greater in
subjects with renal impairment and in the elderly, primarily due to impaired
renal clearance. In patients with severe hepatic impairment, the creatinine
clearance may underestimate the renal insufficiency. Therefore a 50% reduction
of the daily maintenance dose is recommended when the creatinine clearance is
<60 mL/min/1.73m2.(3,4)

The Summary of Product Characteristics (SPC) of levetiracetam in the US and
Europe does not list hypokalaemia as an ADR. However, the SPC in Canada
mentions hypokalaemia as an ADR observed in the post-marketing surveillance.
(5-8)

In the literature, a case report published in 2014 from Turkey described a 23-
year-old man where hypokalaemia was found during routine blood tests six
weeks after taking 500 mg levetiracetam twice daily. After the nephrology
consultation, his hypokalaemia (3.1 mmol/L; normal: 3.5-5.5 mmol/L) and
hypomagnesaemia (0.56 mmol/L; normal: 0.75-1.30 mmol/L)) were considered
to be associated with levetiracetam; it was withdrawn and the electrolytes
returned to normal after two weeks.(9) In 2015 a publication from Greece
described hypokalaemia and hypomagnesemia associated with levetiracetam in
two patients. A 90 year-old female patient had received levetiracetam 500 mg
twice daily intravenously; two days later a low plasma level of potassium and
magnesium were identified (2.4 mmol/L, and 0.58 mmol/L, respectively). The
other patient was a 79 year-old female who had been administrated
levetiracetam at 1 gr twice daily intravenously, and three days later the level of
potassium was 2.4 mmol/L and magnesium 1.35 mg/dL. Despite the potassium
supplement at the hospital, the patients did not fully recover, and consequently
levetiracetam was withdrawn.(10) In 2018, another case from Turkey described
a 34 year-old woman who was admitted to hospital after attempting to commit
suicide. In the laboratory test hypokalaemia (3.1 mEg/It) and hypomagnesemia
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(1.2 mg/dl) were observed; the patient was taking 2500 mg/day levetiracetam
for epilepsy although the duration of treatment was not described.(11) These
publications suggest that the hypokalaemia observed could be due to a
transcellular shift mechanism, an unknown side effect of the levetiracetam,
given that they ruled out other potential causes such as metabolic alkalosis or
gastrointestinal losses. (9-11)

Discussion and Conclusion

In this case series, it is difficult to rule out other potential causes as there is a
lack of information regarding the baseline condition of the patients. However,
the association should be considered, given the high suspicion of the reporters
and the fourteen reports where levetiracetam was the only drug mentioned. On
the other hand, diarrhoea — another potential cause — was only mentioned in two
cases. It is worth noting that the time to onset in most cases (twelve patients out
of twenty-three) was within ten days after starting levetiracetam.

Regarding other drugs that can be associated with hypokalaemia,
corticosteroids, and methylxanthines are strongly associated with drug-induced
hypokalaemia and other electrolyte imbalances.(2) In one patient,
hydrocortisone and theophylline were reported as co-suspected drugs. However,
levetiracetam was used in the same temporal sequence of these drugs, and for
that reason it is not possible to rule out their potential association with
hypokalaemia.

Magnesium deficiency exacerbates potassium wasting by increasing distal
potassium secretion. However, hypomagnesemia alone does not necessarily
cause hypokalaemia.(12) In this case series, four patients had hypomagnesemia,
but in two cases the starting dates were unknown and in the other two cases,
they had the same starting date as hypokalaemia, making the analysis of the
potential causal relationship between hypomagnesaemia and hypokalaemia
difficult. Then again, there are several reports regarding the association of
proton pump inhibitors and hypomagnesemia.(13,14) Esomeprazole was
mentioned as a co-suspected drug for hypokalaemia and hypomagnesemia in
one patient. This potential interaction needs further analysis in large studies.

In a prospective study of 32 children in Greece (18 females, 14 males, mean age
5.94 + 4.1 years, range 1- 15 years) being treated with levetiracetam for the
onset of epilepsy, no statistical differences were observed in the alteration of
serum sodium, potassium, and magnesium from two to six months with the use
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of levetiracetam.(15) However, the authors point to the small number of patients
studied as a major limitation of their study, and suggest that the young age of
patients may have played a protective role in the prevention of electrolyte
imbalance. Following clinical trials made in this age group, levetiracetam has
been authorized for use in children, and is therefore considered a safe
therapeutic option for this group of patients.(16) However, our sample has two
patients under 18 years old, even one case of a new-born patient with
hypokalaemia.

In the twenty-three patients, only four had their dose of levetiracetam reduced or
withdrawn, and these patients were reported as recovered. However, some
patients started with the potassium supplement, such as in three cases reported
as recovered, despite no change in the dose of levetiracetam, nor withdrawal. In
the same way, in two other patients in whom the action with levetiracetam was
reported as unknown, the outcome was reported as recovered. It is important to
consider the treatment received for this ADR, and whether patients would have
an asymptomatic hypokalaemia; the dechallenge as an outpatient could be
difficult to identify and report, because the levels of potassium could return to
normal two to four weeks after withdrawal, and the reporter might not have had
this information at the time that they sent the report.

The biological plausibility comes through a transcellular shift imbalance of
potassium, as discussed in the case reports.(9—11) This hypothesis goes in
tandem with the alterations of the potassium homeostasis described as a cause of
drug-induced hypokalaemia.(17,18) A previous signal regarding acute renal
failure associated with levetiracetam was published in 2016 by Uppsala
Monitoring Centre; this ADR is already mentioned in the US SPC as an ADR
identified in post-marketing surveillance, and in the EU SPC as having a rare
frequency.(19) The occurrence of renal adverse effects seems reasonable, based
on to levetiracetam pharmacokinetics.

In conclusion, patients being treated with levetiracetam should be closely
monitored for changes in their potassium levels. Our analysis, and the available
evidence based on the pharmacokinetics of the drug, suggest a potential causal
relationship between levetiracetam and hypokalaemia. Current product
information for levetiracetam does not sufficiently inform physicians about
electrolyte imbalance, and the product labelling may need to be revised
worldwide since the Canadian SPC already includes hypokalaemia as an ADR
identified in post-marketing (6).
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Table 1. Summary characteristics of 57 case reports in VigiBase

of

hypokalaemia in association withLevetiracetam in VigiBase

Characteristic

23 cases with high
completeness score(above
0.6)

34 cases with low
completeness score(less
than 0.59)

Age (median /

57 years / 0* - 90 years

45 years / 5 — 87 years

range)

Patient sex 11 female / 11 male / 1 unknown | 21 female / 13 male

distribution

Geographical | India (n=7), Germany (n= 4), US (n=17), Germany (n=6),

spread Italy (n=3), Japan (n=3), United Kingdom n=2 and
Greece (n=2), France (n=2), Italy, Korea, Japan, Turkey,
USand Ireland (n=1 each) Denmark,France, Hungary,

Belgium, Ireland (n=1 each)
Reporter types | 16 physicians; 4 17 physicians; 3 pharmacists; 9

pharmacists; 3 other health
professionals

other health
professionals; 2 consumers; 3
unknown

Single suspect | 14 reports 9 reports
drug
Single reported | 7 reports 4 reports

drug

Category of
hypokalaemia

3 reported as mild, 7 reported
as moderate, 4reported as
severe, 9 reports unknown

5 reported as mild, 1
reported as severe, 28
reports unknown

Time-to-onset

Mentioned in 18 reports with
a median of 10days

12 reports after 1 to 10 days, 3
reports after 11

to 20 days, 2 report after 60 days,
1 report after

2 years

Mentio
ned in
2
reports
30 and
60
days

Withdrawn/rec
overed

1 report with dose reduced, 3
reports with drugwithdrawn and
all with reaction abated

8 reports with dose not

1 report with drug withdrawn
and the reactionabated
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changed and reactionabated
or in recovering
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5. ATA. 000 /8% AT Recall TRUHT ﬁ@%‘@ﬁ

[EERU|

S. Brand Name Batch | Mf | Exp | Manufacturer
No. No | g iry
Dat | Dat
e e
1 | Ben-A 400 Tablet T05980 | Au | Aug | ACME Laboratories,
(Albendazole ) 59 g- | -21 | Dhaka, Bangladesh
18
2 | Routin 10 Tablet ROT 06 | Dec | Nov | CTL Pharmaceuticals
(Rosuvastatin) -18 | -20 | Pvt LTd., Bhaktapur
3 | Alcox 250 Capsule BC104 | Oct | Sep | Leben Laboratories Pvt
(Cloxacillin) 8 -18 | -20 | Ltd, India
4 | Eloz-100 Capsule 058023 | Sep | Aug | Maruti Pharma Pvt Ltd,
(Itraconazole) -20 | -20 | Bara
5 | Eloz-100 Capsule 058025 | Apr | Mar | Maruti Pharma Pvt Ltd,
(Itraconazole) -19 | -21 | Bara
6 | Eloz-200 Capsule ELC- | Sep | Aug | Maruti Pharma Pvt Ltd,
(Itraconazole) 18007 | -18 | -20 | Bara
7 | Eloz-200 Capsule ELC- | No | Oct- | Maruti Pharma Pvt Ltd,
(Itraconazole) 18009 V- 20 | Bara
18
8 | Aciloc 25mg/ml Injection 19075 | No | Oct- | Cadila
(Ranitidine) V- 22 | Pharmaceuticals, India
19
9 | Safe Hand 200 ml (Ethyl GSH- | Apr | Mar | Prime Pharmaceuticals
alcohol IP 80% v/v, 001 | -20 | -21 | Pvt.Ltd., Nepal
in water soluble base)

10 | Hand Rub Instant Hand 001 | Jun | Ma | Himalayan Sherpa
Sanitizer, 1 Ltr. (Ethyl -20 y- | Herbs Pvt. Ltd., Nepal
Alcohol 75%, Glycerin 22
1.45%,

Hydrogen Peroxide
0.125%, Distilled water
21.8%)

11 | Alexofen-120 Tablet ALE 33 | Dec | Nov | CTL Pharmaceuticals

(Fexofenadine -19 | -21 | PvtLTd,

Hydrochloride
Tablets USP)

Bhaktapur,Nepal
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12 | Calcigen-F Tablet CVD3- | Feb | Jan- | Nova Genetica
(Calcium Carbonate BP 110 | -22 22 | Pvt.Ltd., Nepal
eq to Elemental calium
500 mg and
Colecalciferol BP 250
1U))

13 | Calcigen-F Tablet CVD3- | Feb | Jan- | Nova Genetica
(Calcium Carbonate BP 109 | -22 22 | Pvt.Ltd., Nepal
eq to Elemental calium
500 mg and
Colecalciferol BP 250
1U))

14 | Trace-100 Capsule ICC-10 | Ma | Feb | Nova Genetica
(Itraconazole Capsules) r- | -21 | Pvt.Ltd., Nepal

19

15 | ACLOV 200 Tablet AV1- | Jan | Dec | Lomus

(Acyclovie Tablets) 0119 | -19 | -20 | Pharmaceuticals
Pvt.Ltd., Nepal

16 | ENVAS 2.5 Tablet JK | Jun | Ma | Cadila Pharmaceuticals
(Enalapril Maleate 19004 | -19 y- | Limited, India
Tablets IP) 21

17 | Rabi 20 Tablet RBT90 | Feb | Jan- | Qmed Formulations
(Rabeprazole Tablets IP) 39| -19 21 | Pvt.Ltd., Bhaktapur,

Nepal

18 | Acifix Tablet TAC2- | Au | Jul- | Curex Pharmaceuticals
(Rabeprazole Sodium 20 015 0- 21 | Pvt.Ltd., Kavre, Nepal
mg Tablets IP) 19

19 | MLT 10 Tablet TML1- | No | Oct- | Curex Pharmaceuticals
(Montelukast Tablet IP) 009 V- 21 | Pvt.Ltd., Kavre, Nepal

19

20 | Proton-P Tablet 0781 | Jan | Dec | Reliance Formulation
(Pantoprazole Sodium -20 | -21 | Pvt.Ltd., India
Delayed
Release Tablet USP 40
mg)

21 | FEXHIST Oral LFH76 | Au | Jul- | Prime Pharmaceuticals
Suspension 001 g- 21 | Pvt.Ltd., Nepal
(Fexofenadine 19
Hydrochloride
Oral Suspension)

22 | Gastogel Suspension GSL | Jun | Ma | Bhaskar Herbaceuticals
Oral Suspension () 7051 | -20 y- | Pvt.Ltd., Nepal

23
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23 | Lipilage-10 Tablet LIP 28 | Jul- | Jun- | CTL Pharmaceuticals
(Atorvastatin Tablets IP) 19 21 | Pvt.Ltd., Nepal

24 | Irgonol-200 Capsule JY1900 | Jul- | Jun- | Magnus Pharma
(Intraconazole Capsules ) 2] 19 21 | Pvt.Ltd.,Nepal

25 | Inox Capsule INC | Feb | Jan- | Amtech Med.Pvt.Ltd.,
(Intraconazole Capsules 947 | -20 22 | Nepal
BP)

26 | Inox Capsule INC | No | Oct- | Amtech Med.Pvt.Ltd.,
(Intraconazole Capsules 946 V- 21 | Nepal
BP) 19

27 | Itac Capsule IT1902 | Au | Jul- | Biogain Remedies
(Intraconazole Capsules ) g- 21 | Pvt.Ltd.,Nepal

19

28 | Syntran-200 Capsule FSYC | Oct | Sep | Arya Pharmalab
(Intraconazole Capsules 67002 | -19 | -21 | Pvt.Ltd., Nepal
BP)

29 | ACTICET Tablet ACT67 | Ma | Feb | Arya Pharmalab
(Ibuprofen Paracetamol 012 r- | -23 | Pvt.Ltd., Nepal
Tablets IP) 20

30 | Clean Well Instant Hand FAHS2 | Apr | Mar | Arya Pharmalab
Sanitizer, 500 ml (Ethyl 0| -20 | -21 | Pvt.Ltd., Nepal
Alcohol 70% wiv)

31 | Clean Well Instant Hand | AAHS2 | Apr | Mar | Arya Pharmalab
Sanitizer, 100 ml (Ethyl 71 -20 | -21 | Pvt.Ltd., Nepal
Alcohol 70% wi/v)

32 | Dabur NBO0OO | Jun | Ma | Dabur Nepal Pvt.Ltd.,
(Instant Hand Sanitizer, 05| -20 y- | Nepal
75 ml) (Ethyl Alcohol 21
80% viv,

Glycerin 1.45 vlv,
Hydrogen Peroxide 0.125
% vlv, Purified Water
g.5)

33 | Dabur NBO0O | Jun | Ma | Dabur Nepal Pvt.Ltd.,
(Instant Hand Sanitizer, 05| -20 y- | Nepal
1 litre) (Ethyl Alcohol 21

80% viv,

Glycerin 1.45 viv,
Hydrogen Peroxide 0.125
% viv, Purified Water

g.5)
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34 | Neolore Injection NA579 | Feb | Apr | Neon Laboratories

(Lorazepam Injection IP) 1| -19 | -22 | Limited., Bosar Road,
Unit 401404, M.S.

35 | Syno-Pill Tablet EOS2H | Au | Jul- | Synokem
(Combipack of TAO012 0- 22 | Pharmaceuticals
Mifeprostone Tablets IP 20 Limited, India
and Misoprostol Tablets
IP)

36 | Aflam Oral Suspension ALL91 | Oct | Sep | Amtech Med.Pvt.Ltd.,
(Tbuprofen and 3| -19 | -21 | Nepal
Paracetamol Suspension)

37 | Wormout Oral LAD76 | Ma | Apr | Prime Pharmaceuticals
Suspension (Albendazole 005 | y-| -22 | Pvt.Ltd., Nepal
Oral Suspension USP) 20
6. ¥T.A. 0LWL/OT AT Hand Sanitizer T THAT
FHAT TR THEAT &I Methanol TafSa @r ~a=

TUTEARET Hand Sanitizer T fa@r
S. | Brand Batc | Mfg | Expir | Reason Manufacturer
No | Name h No | Date | y Date | for Non-
complianc
e
1 | Gloria Dew 03 | Mar- Mar- | contains Nepal Kayakalpa
Cosmetics 20 22 | methanol Udhyog, Nepal
Instant
Hand
Sanitizer
2 | Hygiene NM | May | Apr-23 | contains Hygiene Soap
Spray, -20 methanol amd Chemical
Instant Pvt.Ltd., Nepal
Hand
Sanitizer
Original 50
ml

33




Suryamukhi 06 | Aug- | Jul-23 | contains Suryamukhi
Advance 20 methanol Herbal Products.,
Hand Nepal
Sanitizer
500 ml
Aerosoft NM | Apr- | Apr-22 | contains Search Chem
Hand 20 methanol Cum Herbal
Sanitizer Products, Nepal
Refreshing
Gel 300 ml
Advanced HS - | Aug- | Jul-22 | contains Adhar Chemicals
Hand 06 20 methanol & Food Industry
Sanitizer Pvt.Ltd., Nepal
with
Vitamin E,
100 ml
Opekal NM | May | May- | contains Guangzhou
Non- -20 22 | ethanol Obopekal Fine
washing (68% v/v) | Chemical
antibacteria Co.Ltd.,
| Soluation Guangzhou,
120ml China
Sasa Instant | NM | Mar- | Feb-23 | contains Samapada
Hand 20 ethanol Heathcare
Sanitizer (13.78%v/ | Pvt.Ltd., Nepal
50ml v) and

methanol

(39.434%v

V)
Pamacare 252 | Jul- | Jun-22 | contains RL Crop India,
Instant 20 ethanol Valsad, India
Hand (66% v/v)
Sanitizer
60ml
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9 | Unicare UN | Mar- | Feb-23 | contains Shreenath Herbal
Instant H50 20 ethanol & Cosmetic
Hand 1 (55% v/v) | Industry
Sanitizer 65 (P.)., Ltd, Nepal
ml

10 | Herbaltree 273 | Aug- | Jul-23 Shivika
Hand Rub 20 Contains Cosmeceuticals
(62% viv) | India
11 | Kum Hand 03 | Mar- | Feb-22 | contains R. Chemical &
Sanitizer 20 Isoporpyl | Packaging
5 Ltr. Alcohol Industries, Nepal
(25 % viv)
12 | Clean Hand 03 | Mar- | Feb-22 ] R. Chemical &
Sanitizer 20 Contains | packaging
5 lit. Methanol | |ndustries, Nepal
(8% viv),
Ethanol
13 | Instant 01 | Aug- | Jul-22 Kumkum Herbal
Hand 20 Contains Industries
Sanitizer Methanol Pvt.Ltd., Nepal
Gel, 5 Itr. (72% viv)
14 | Kumkum 01| Jul-| Jun-22 Kumkum Herbal
Instant 20 Contains Industries
Hand Methanol | PVt.Ltd., Nepal
Sanitizer (52% VIv)
Gel 500ml
15 | Instant OA- | Jun- | Jan-22 Om Arogya
Hand 08 20 Contains Healthcare
Sanitizer Methanol Pvt.Ltd., Nepal
Original , 1 ethano
ltr ' (75 % viv)
Gel 5 Litre
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16 | Sadhana 05 | Aug- Aug- Sudhana
Instant 20 22 | contains Suppliers, Nepal
Hand Methanol
Sanitizer, 5 (41 % VIv),

Lit.

17 | Drone 05 | Sep- Aug- | Contains Kalika Soap and
Hand 20 22 | Methanol Chemicals
Sanitizer, (32 % viv), | Pvt.Ltd., Nepal
500 ml Ethanol

(9% viv),
Isopropyl
Alcohol
(31 % viv),
pH: 9.51

18 | Drone 05| Sep- Aug- | Contains Kalika Soap and
Hand 20 22 | Methanol Chemicals
Sanitizer, (33 % viv), | Pvt.Ltd., Nepal
500 ml Ethanol

(10% viv),
Isopropyl
Alcohol
(32 % viv),
pH: 9.45

19 | Aerosoft SI5L | Aug- Aug- | contains Susankya
Instant 2020 20 22 | methanol Industries
Hand 08 (47%) Pvt.Ltd.,
Sanitizer, 5 Kathmandu,Nepa
Ltr. |
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7. REGULATORY NOTICES

2
’~r 16(‘“

g #eAd

iﬁ ﬁi’rﬂmil*“ E
FINE-9% GIIHT ATTAHTNT T ATHA e U] TFa-eHl

Oxford University 92 Taaf&d UHT AstraZeneca AB FT AstraZeneca AZD1222 (ChAdOx1
nCoV-19 Corona Virus Vaccine(Recombinant)) (COVID-19 Vaccine AstraZeneca) ECIEIEY
fog T EAS ATTAHTAA WANTHT AR G MEHHT T e #iaz- 2 fwg
A A AT T e A (S GeeE) AU, 206\ FN THE 4F, T
il 41 @ET AT AR weeed (AR qere) g@fedr, 206 FOTHE ¢F.,
ZH 99 () FEIH ffd Rokc/03/9% B mier Fofrger #rames gEamrds 5w
FFTAE U AUF AstraZeneca F @IAH ATTAHIENT FANTHT O ATAT FEH ATHT
SIERT A WAET AABTIHT S A G |

AT HH
WWWW

ﬁﬁ a1 aawua E
.42 BIYH! ATaHENT WA AH TEH 0T Feaa

Janssen-Cilag International NV, Belgium T Janssen AD26COV2.S Vaccine =% fag =
& WWﬁHﬁWWTWﬁFVHﬂmW
T T i Sty (G ) AEARd, 008 B THR 4F, 1088 T
Sy a1 GO AT SARTEEty (qfEe w@eieE) e, 2oss FOTE oF,
T 99 () FHEISH Ay J06c/03/9¢ F Fwnfe FkrEr FIAFE FATHEET A
W@' 9 9UFT Janssen AD26COV2.S QU@ ATAHEAA WARTE T ATHA TEH
TfUE SIERT FEEtYd FAE! AEHTET ARl dTd F |
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wmmmmm%mmmmﬁ%mw
TARI AT AT labelling ervor HUF! AZTHT /Ao wRT 7/

A ST I
wi fAf: jowz/0y/3

q A B feor sfeE da ol et it e et
FUFRATAEEAE Yoid Mg |
TR
IEHH A BRI
fafa /v afea
fafer

Uzoline - 1000 (Cefazolin for
Injection USP 1000 mg and
Sterilized water for injections
BP 5 ml)

Umedica Laboratories
Pvt. Ltd., plot no: 221,
G.1.D.C., Gujarat, India

Batch no: V30041
Mfg. Date:05/2020
| Exp. Date: 04/2023

twﬁwt?ﬂn{]mmm
y

Labelling error

i
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HE, J0WG/8R HTEH Hie

Sty ¥ 303U F TR R0 FN IWH ¥(F) AR quA FfwET A qEawe
frervar®! FRAMCH WEHTA FAAURTET THFPT A A G Faiiia Mhat g |

39

EXAREL R R e/ fomry fofar | e
fafr e
A | = wf Afewe ww, FLAAT- | o wfET A (g 938) | Robs (0316 | 9%
&, FEHE!
A | o e wA owede Rt | dee v A o6z 0¥ |0y R0
(9. 800q) Fiw- 43, (€1 | (190&/0¥6/¥5),
e .
¥ | 7T, T WL | 0¥ IRE | RS
| Yooy :
" e
T KD
. it |
Y 7B
g 4’;-::‘
E ‘ :
i 4




B

o fé'

s 3 ; ROWEcoK /39
iy e =

ALA, 05 /8% AT RiZAmr AeraTs! SrRafear v At gdnmer

jEerul
A YT R03L B TH R0 N IUEW ¥(F) FGER q9ie FEifemsr #ig F@nEe

FreTraTEl FRATRHT GBI GAGOTS! TSI @il 41 gaar gt aMgs 7 |

(. @ | oiefa wwerr am/Em forarrap Faofa fafa e o
1 | = wploE eateafewey WL, WEEd-q0, | R0LE | oy | R6 30
AR, wferdaqe

AT GIBTL
W?WWT

ST HATAL
WS

"""'ﬁﬂ:%a": mt\/ﬁk:( 23

ey [

Pfizer-BioNTech COVID-19 mRNA (COMIRNATY) GT9HT

ATITBTANT TAET SAqAfY waTT ARUSHT GEa=aar

Pfizer-BioNTech COVID-19 mRNA (COMIRNATY) @9aTs fam wamey  avmeaar
ATIAHTAT FTATRT RGP MREFFT T USFDA a2 I @IET BLA APPROVAL
(BL 125742/0) W3TT YT T FuTara1 H10e- < freg €t @iaaT sraasreis wanmsT =i
sitaf (JEr Gelta)  sreAryer, ol @r Ew @&, ROV T AW =T WHET
ATIABITT FAAT Fraty  (afdel weius) @fedr, Rows w1 TEHT ¥&., TR 99 (1)
T @i Rovs/on,r3 F Pemha Fvfager @naew gRumE S
WHRATE  JI@EH  gA WAUHT  Pfizer-BioNTech COVID-19 mRNA Vaccine
(COMIRNATY) @I9®T ATIAHTANT TARTHT a1y AT wa IRuET =mE grattu
FABT STHBTEHT TR 1A )

%

GAME
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5 "\'5
s WW.
TR qAT Sigey] aeAad
Aoty sgaream fBvmT

waifta @fy : Rous/04/30

I

Moderna COVID-19 mRNA @] ATIqbTT YN ATANA Y&

TRUSHT FFa=gHr

Moderna COVID-19 mRNA ®WIUelld frg w@meen @ead ATIaHlel YA =mr
ﬁﬁﬁﬁ TEEERT T USFDA A It dIua! Emergency Use Authorization (EUA) WaT7
HUE! T AUl TS freg @ dNar woadTia wanET e sy (FEr
HAIET) ALARA, J086 &N TH F, 3006 T AR a7 GYH! ATAHIET FAT
gty (afeer @eieT) d@fRan Rowc FoTwr ¥#. T TR 99 (1) g@fE AR
Rowvs/ous/30 F faarfa FufarE COVAX FACILITY A1@ Cost Sharing ATHRHT
AU JUET gH AATFT Moderna COVID-19 mRNA Vaceine G9! ATIqaHTe
YA W A FE ARuET caER aretud g ST | sy g |

D
o
\’4\

e

A GER
G q9T T A

Al sa fasmr

3itafs fisaf (Recall) arel GeacH] 3cTea SR o

getire fafd R09s/0%/93

T9 FIEATE a9 ATEAF FHET FEAT TROF AGRFE AT IRAT el A9FT GRS JeIEEare
FEAET AIAAR] ATT F. F AU A AT qUET TLUFE AT TF, 2034 F IH 9¥ THOTE AT A0
A% [Eae I AT TGEEae o6 (B (Recall) T 7 HE @AW AT [FARTHT 997 T FE{RT TUNATE
FHAEETFN AT AT FIAT TFOT T0ET 3| A9 I A9 FEeE, @ Faww qar e 56| e v

TS 79 FHEwT JaaE 3700 3 |

qufaer:

fa. .JExp.

" sirefra =, Mfg !ti"p FRI JERFHN A T ST
LEVOSAFE-500 Jan-2021/ Does not Comply to IP Qmed Formulation Pvt.

1. | (Levofloxacin 500mg LVT11017 Dec-2022 2018 with respect to Ltd., Chhaling-5,
Tablets IP) Dissolution Test Bhaktapur, Nepal
ZEFIX-100 Nov-2020/ Does not Comply to IP Lomus Pharmaceuticals

2. | (Cefixime 100 mg ZX 0220 0ct-2022 2018 with respect to Pvt. Ltd., Gothatar,
Dispersible Tablets IP) Disintegration Test Kathmandu, Nepal
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it Fea 9ot FFawt HE Online wfwm gret wawifera FATar S Rsmme! it carmamardon
mB|mmmrwmmﬁmm§Hanm ‘
FIFRATAGEAT Y T |

t. W O, 034 F ST € AN RAFET HAWTF SWAT AU FHRH T @F safwr g0
TAURYT a6 §o FaEd RFAT FIEFA A e gwRa fees AR 20e/ow/te AT
AU TSTTHAT GG T qur ¢ ywRa Aufgear gfmar qu a8 G B ot
TRAT B A SRR TR Hew FuRor aRew © | @ anw A wERe 3 g
e Fea AuRor N 3 |

. 3feEr Hea @uRer Rt MEa (Mean), AtIE (Median) qar FFafeud S3d Tees 7
(Reference Price) FATWIS ITUR AR aSIRAT HUTRE 37§ 7ea FFuiRor =t B Far 78 a9y
ﬁmm@m'ummmmvlm#m@mmm
T AfaEor ¢ TR T |

. AU FERS e AUROT I AR 3 AeewH Aew T Seueess o fuor af
mmﬁmmmm:mmmmmﬁsmm
e @S RIS BT 200/13/02 Y 75w g wRRE fowd ReiE
mmmmmmmm@qwq@m
e Hew fior s wiga s o) mnw afiws sftwan ga g 0%
el FaeA IR AT T wiRAT deeae ol U |

J ?ﬁqﬁmwmhmmw (Reference Price) Heasiwar a&1 f0wan
ol e FEAA T IAfa e 37 |

. T gferd I e e fafters quae THY AT T AT T FAYY FHER
mmmmmmmmwmmmmﬁ
mmem:ﬁgwmmmmMmgwm
mmmwmmmmm
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1 2221 o e B 2 21 0 e 8 3 S o M 4
FHEAEED!_checklist®! FFE-GHT

7 femrer sivfep e R grafa @feer @) swifaf, Ro00
JER FREET SoEE @i A g O dvteedr el W
fadr R wrha Yerd srqufe waw 7 smgar fAfy R0u5/06/08
# forfn Fofn sqER ardear B Referer @fit s @
Checklist” T Checklist AT Jeoi@ WY FTERST FREE 1 e T I9
MY AT leEel AMRTAT T TRHT ATATTECH! EHAT FHA Checklist T
A ATEHT BT T T T FABAHEEHT AT

W A G FHRT M G |
%‘A\o“w 7

T
st Ny Relee @t REeadn Gora T Fredeed
Checklist — 9T R
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Ade 2\
¥ Wﬂ'}m I A YeE0336, Yeroy Iy
W " - T A 30-9-YEo 6]
ﬁ @ g:a; 1_\& e a7 A, q003g
E
S EER Wz WU g
T WLET 095 /6%, AT, FTEAE, Forer
AT A =
3 et ReE=<) YedE AR, ==
W& ¥ DDA/CS/01/078-79 WqH Y@ YHH A 2005/0€ /0%

T T a4, oc ok, B TiFd AffE FHFR HTAR WO AT (T a 3) FAGACE @i
U9, 083 FI TH © F IWH § F @E "F F A & T GEAGE @E FaEEd, 208y F w
39 (@) 9A6W SeuRE TR A awd ANERE Frdeed™ WA gideqal TS FaeeT afig
faftere a@ftr e wEe aofe i Reed yaE Su T gwEtad SoRE FEE a1 /@
iR fraees! @l i 4@ g g TR g o

R [wa | wen Wi Rawr (Brief Specifications) St
e

Type: Scooter

Engine: 125 £ 3 cc Capacity

Power Output: Not less than 8 PS

b B} I 3 (&) Torque Output: Not less than 9.5 N-M
Transmission: Automatic

Warranty: Min. 1 Year

Other Details: As per Technical Specification

kit

. wEatE @Rg famEd, o8y @ Faw 39(@) agERE wAd WER SoRE a1 AfwiE
fPpaeTare aiE® @ I® qad wud TEH T e TEE grEtug FemeEe 9w wow
srufaea, W wamafe T S T, T o Tl (PAN) T Wed wtiatg # gl
YHITTA, A, J06E/68 THH! FX TT WS FHIVG HWIE 41 GIA1 o0 qua! ffder
At BT (R R0uc/08/q%) AT THEAREEE A9 BMTET FEEE FE: 30033%09,
T TidE A, Y% IerE T ARA AT FwH @ FterEe a1 qw G e
FIEW & 000/~ falt weama wramdt Fwm foe iy |

R, yEER@e W Sfeafed wwmmE afifies Iw @Al W aead W e Eegd
gl wfeae! B (Catalogoe or Brochure) ¥er™ U@l a1 Wit wua fifaer amel By (Rfa
R06c/08/9%) @l 93 a9 W wead @l Fna fagds ol feaed w8 ozl @
FAH g T A 7@ g g Rt wedaee @ e } @ gw fvwmn @ g1 fa
gt ATgT T el T ACH yEAE IR FH FRAE A G | WY Jeoraq B aneder B
g foa fga Frafen gaat i Faa gig |

3. T I Iedldd ARd AP HAT GG @HE U, R0§3 q41 GEWHE @RE FaEEe,
208 AR FIH A P4 WA WA 7 o e wé ety T Tl e g o

Y. WEA AW 49 TGS @i e G A, 09-YecoI6e W FEfay T wd T
wfEag |

A%
iy
AR CRIES

.

Email: dg@dda.gov.np, info@dda.gov.np, inspection@dda.gov.np



AT THR
WWWW

aﬁwﬁé —azggr T
wgaoﬁ/ﬁ‘ﬁf

AR

Product Recalls BT T W%W (Standard Operating Procedure)
Eal ‘HW‘QTIT

faT T AT AT e TRGE AiEeR T e e e dee
U, W,Wm/mwm@wwmaﬁ
wETE f divee @iy ¥ 03w F oIw (Y Aw fBbE R dar w@
oqwRAE Rt (Recall) T WPHATAS o3 wHdiead T WREL AT AT Product
Recalls 1 T4 G=Ter UBRAT (Standard Operating Procedure) Eal TR-TﬁET TR T A
05,/08,/93 W SIHRAECAT T, oA qoT WAGHATET AT aAf-an & &
fufy woERr @ GEN YEWH TRCH g | a9 fawm F @ gEE 9
https://bit ly/3AYh3c] FTHa GET FebTe wuT ffow qu fe fr Soeed wWegET

Tl FRAHRATEEATE AT Mg | a\\é
ﬁ,\
'
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T qUT SAGEdT A ATTd

arafYy sgaear fwmr

v fifd « R0ue/00/3%

wE aar Pt SRUaEEES ST HEGATA HTAHT Drug and Therapeutics Commitiee #1 §faFa w1
@i aufie sgERE o dn g ffd Rous/os 46 @1 fnf Fefaar aafe e
ST @ A g g ReE g | e qei, WA, T, JTa A
qy wREdli T W AMSA W dmewdtd amuer Ao fRwRes o3 Gw owt T

“Recommendation from Drug and Th ics C ittee for Special Permissit Fufaw#l faao siza sfafer
minute AT THH HA TG AT TEG |

e

AT ATH, ST

Drug and Therapeutics Committee FT wEEH o

.| wm w7 EREE] - B A

Drug and Therapeutics Committee # gd Al AW

A
%ﬁm
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Vipy 7T W "?&'

= Mty e
FEATEET YT &A1 H-ATTd
sitwfer sgaear fBmr
wwiitre faf © Rove /00,37

fast g=h =af gra-dt g==n )

sitwfara fadm fawifon weafa ofddr dvives) seifafa, coss #1 7@ 3 A e wuE i gearga
afafaen fase) wam siv geidvea, waraeian, e, Iwafte araeaw S aa qomer woans
ST T A T WEeEET e aratd e feaEr gt (Roster) W @AY 59 segE fewe st
sitvfa « Rifec v @ Fafiea srivd e gufa afva w0 @ ou T3 e adfae s

g e wd) At saEEar By, Star A np B THE ArdA fraoe G
wrga fafa zows/ow/94 ﬁmmmﬂﬂmmmmmm
1

v

. A Tar Ao

A, a7 (FEARTEAT )~

AT, 9T (AGUSAAT) -

E-

Hrarger AT

g

PAN (Permanent Account Number) -

Health Professional Society €91 3iTag wua @1 &1 fazm.

SGax K wpnd

@, Wt goi © draar graedl e

q.  fama fRsEn (speciality) -

3 EAEET aga Iuiy wfEer W af-

3 EAEEET @8 e AfEer gaifa wfder W ag @ B -

. wrer wric dear gyt R
q.  HTCE WA AW TS
3. A 9%

3. wwEia saE-

|, " HRTATEE:

9. Curriculum Vitae (CV) U\?_%"

AT THR
@ qYT Aq9edr gearad

A e favmTE

sl Real Recan T TRl sreae S
geetiTa fafa @ 095 /09/0%
TF AT SR STEAR HEAT G MIOE AEE TAAT AT T A9 TROATR FAEFIE
Soaife AEfEEERn ST . T AT T O SURN TR G A Sty OF 203 F W Y gEiGg
ot fameor Framr T s=RaTE qEe that (Recall) 79 T AIHN F379 97 FEITAT I97 TH F=Srwd 59T a9
T SR ATFNF AATRAT T AR FAATETR] AABEET ST A GIAT FHITT ACCH F A
ST Aty famiee, fatn faoee oo g9 S99 A9 T RS 8 gREi T e a e g

ot

far. | s am | s, = | M FRAT FJETHH AR T FAA
PYRIMIDE Tan-2010 Does not comply to Analytical ALKEM LABORATORIES
1 (Nimesulide 19130070 A Profile No.: NIMES 075/076/AP051 | LTD., Kumrek, Rangpo,
Dec-2021
Tablets 100mg) i with respect to Dissolution Test East Sikkim, India
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0’0

0’0

0’0

0’0

X3

8

L)

K/ X/
0‘0 0‘0

AT AR
ST qqT S9edl AT d
iy s fasmret
NTHFT ATHSTHIRIATS FTAHTA

AT TATEFHIRT Tofl ATAR ATA AR TANT TR
URAT FIL AUSRYT I, AR FAATRT @ AT @1 q9T dwF A, EA
AT AT F T, At qeprend q@ves (Side effects), qur dwer wanT
el AIATST I AL ;
AT ToATET G 2T TETETH |
AT, AT TUAT AT F1 AR TATEFHATE ATTH [GHEE
3ﬁ€r%?r YA TET S U, SreryT STaRee ATUHT, 99T B el SUHy 4
T A FAHV @ WET qEed AT TANT T gl SRS a8
TETe |
u%q%{mﬁﬁwsﬁwﬁ@ﬂﬁm“@&ﬁﬁmwrmﬁw
TANT TR T IWEE
FudT @i T AT TEART AITAHT AT THITIT & THEE
Fuer @it &l afvard fae fam arT e |

EregHdl, A faETiEsar, Sl SqTEs, Yaikedal a9r AT
SATHHA

72
0‘0

Y/
°

faarrar zar AvTEr At fabefaaror T qar fawr fawetenr &7 afw
ot @ive fafw T

foftbeaepesel a1 @TeRETd FEQUE WA T ATIROTHT oAl AOfgeR
faTfeet 9 MY T HA AUST FEAHATE B ATH AT AATLPT GEBIAT T U]
T 9 gl T TR

HeA THUHT JAT FA9RTaTe qe Wehd et dudiar fafm-faaeer T 7w ;
JUE qar dwdr faaves fev deal bonus  gweeft T W T wgare
SJTARTATS @TsTfvard 1 ;

Physician sample #r g&amT T3 ;

AT T GATE /A AP FeATad ¥ fatwiadee T W

AN JAT AAMGIF ¥ Ueaardiias diaesd A gAm T R
ATATS 1T (TS

AT TaqT WC THUHT SR aq [TATTEre SITeeprer fere |

g feshare @31 fashdrdrs #RER T& arfaeie e qar sEmatas aqf
ST qFA/T TT T T

AN qUT HANGTd AR Aad FAAT HAfbddd AERESr A

qeefl Y TER | At faarer T IRy
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3iafEr g=ior g el fEeudl mxies:

AT JT AT HHIHT qRrAT AT Sy g T |
FraRreRr TART FwEter quf AT for |

Frofirerr A fFTRr AT, ARET SHIRTHET ST, dIRFTE
FHAFHH JART T4 |

ASfYy ST TEEEE aTer e |

afe F sl Fa7 T e awEe fafasd e T av el
AT AG9 T GHY Alees YUHT a7 TR A0 A/ A9 T |
ATH AT TTAT G TR ERASHATS ATTHNT 47 |
ey wgT et forg FeremeaT, ST SERE ATCw, @ A
TET ATHAT a7 J&T 379 T 3@ TAT qord AN J@RT T4

TSl WgHHATATS qWd et |

gfrearifes siofir wamr SRt AwaT yna reaEHisT SeteAT
difeuar srafr ¥ grafis wEer Y ¥ IRl |

sraftr gl au IeEdiET @ifr a9 S STMHT TR TTEEET |

3Nafa caazen fderer
HEHUSH -8, fageiew, SeATEY
U Fa g &. 9003T, B &.: (09)-89T020 /8WT083Y, W 7. 09-BOWTOYOF

www.dda.gov.np

iy ST et yraT sEteR

wravard, R ST, AT et a¥en, fa
039-H0TBE QTA-YY0eE [ER RS PLLEE]
biratnagar@dda.gov.np naepalgunji@dda.gov.np birgunj@dda.gov.np
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For further information, please contact:

Government of Nepal
Ministry of Health and Population
Department of Drug Administration (DDA)
Madan Bhandari Path-4, Bijulibazar, New Baneshwor, Kathmandu
Phone: 01-4780432, 4780227, Fax: 01-4780572

E-mail:info@dda.gov.np
dg@dda.gov.np

Website: www.dda.gov.np

National Medicines Laboratory (NML)
Madan Bhandari Path-4, Bijulibazar, New Baneshwor, Kathmandu

Phone: 01-4781269, Fax.01-4780664
E-mail: nml@dda.gov.np

DDA Branch Offices
Kanchanbari, Biratnagar Adarshnagar, Surkhet Road
Koshi Zone Nepalgunj, Bheri Zone

Tel/Fax: 021-420849 TellFax:081-522074
E-mail: biratnagar@dda.gov.np E-mail: nepalgunj@dda.gov.np

Murali Bagaicha, Birgunj, Parsa
Narayani Zone
TellFax: 051-527753
E-mail: birgunj@dda.gov.np

For further information, Please visit www.dda.

Published by:
Department of Drug Administration
Ministry of Health and Population
Government of Nepal



mailto:info@dda.gov.np
mailto:dg@dda.gov.np
http://www.dda.gov.np/
mailto:biratnagar@dda.gov.np
mailto:nepalgunj@dda.gov.np
mailto:birgunj@dda.gov.np
http://www.dda.gov.np/

