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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 (QALYs) 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 

• Lack of pharmaceutical policy and legal framework regarding 

pricing. 

• Lack of Strategic positioning of national pharmaceutical industry by 

Government. 

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

• 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. 

• Dependency of API, Excipient, machineries, technology and 

packaging. 

• Lack of diversification of national manufacturers. 

• Small market size and meager export potential. 

• Unethical market scenario. 
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• 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. 

• Lack of Drug and Therapeutic committee and treatment guideline in 

most of the hospital settings. 

• 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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1. आ.व. २०७८/७९ श्रावन देखि कार्तिक महिनासम्मको प्रगर्त 
हववरण 

 

अनगुमन, मलुयाकंन तथा काननु कायािन्वयन मिाशािा अन्तगित मखु्य कायििरु: 
औषर्ि पसल/फामेसी र्नरीक्षण : 

हववरण काठमाडौँ हवराटनगर वीरगंज नपेालगंज जम्मा 

पहिलो त्रैमार्सक लक्ष्य ६०० १६५ १६५ १६५ १०९५ 

पहिलो त्रैमार्सक प्रगर्त ४२५ १९७ १२६ १४५ ८९३ 

पहिलो त्रैमार्सक प्रगर्त प्रर्तशत ७१ १०० ७६ ८८ ८२ 

 

उद्योग र्नरीक्षण : 

हववरण काठमाडौँ हवराटनगर वीरगंज नपेालगंज जम्मा 

पहिलो त्रैमार्सक लक्ष्य १७ १ ४ १ २३ 

पहिलो त्रैमार्सक प्रगर्त २२ ० ० १ २३ 

पहिलो त्रैमार्सक प्रगर्त 
प्रर्तशत 

१०० ० ० १०० १०० 

 

 

औषर्ि मलुयाकंन तथा दताि मिाशािा अन्तगित मखु्य कायििरु: 
र्स.न. कायि हववरण  संख्या 

१.  नयााँ उत्पादन अनजु्ञापत्र प्रदान  २१८ 

२.  उत्पादन अनजु्ञापत्र नवीकरण १६०२ 

३.  बजार र्बहि हवतरण प्रमाणपत्र प्रदान २२६ 
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र्स.न. कायि हववरण  संख्या 

४.  बजार र्बहि हवतरण प्रमाणपत्र नवीकरण १२४७ 

५.  पैठारी र्सफाररसपत्र प्रदान ४४० 

६.  पैठारी र्सफाररसपत्र नवीकरण ५४१७ 

७.  हवदेशी औषर्ि उद्योग दताि १५ 

८.  नयााँ हवदेशी औषर्ि दताि १३२ 

 काठमाडौँ हवराटनगर वीरगंज नेपालगंज जम्मा 

९.  नयााँ फामेसी दताि  ४४१ १३९ १५० १७० ९०० 

१०.  फामेसी नर्बकरण  २५३५ १४०७ ७४९ ९१७ ५६०८ 

११.  फामेसी रद्ध  १४७ ४० २ ६१ २५० 

१२.  फामेसीमा संशोिन ४८७ १०२ ० १२६ ७१५ 

१३.  व्यवशायी प्रमाणपत्र दताि  ४ ७ ० ० ११ 

१४.  व्यवशायी प्रमाणपत्र नर्बकरण ४५९ ९९ २४ १३४ ७१६ 

 

योजना, समन्वय तथा व्यवस्थापन मिाशािा अन्तगित मखु्य कायििरु 

र्स.न. कायि हववरण  संख्या 

१.  लाग ुतथा मनोद्विपक औषर्ििरुको र्सफाररश (पटक) २५ 

२.  Uppsala Monitoring Centre मा ADR Reporting गररएको संख्या ३ 

३.  औषर्ि मलुयांकन सर्मर्तको बैठक संख्या ३ 

४.  औषर्ि मलुयांकन सर्मर्तको बैठकबाट औषर्िको र्बशेष र्सफाररस 
गररएका औषर्िको संख्या ३ 
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र्स.न. कायि हववरण  संख्या 

५.  जोखिममा आिाररत बजाररकृत औषर्िको नमूना संकलन तथा 
हवश्लेषणको लार्ग पठाएको १६ 

६.  औषर्ि सूचना प्रवाि २७ 

७.  ड्रग बलेुहटन प्रकाशन १ 
 

अन्य कायििरु : 
• औषर्ि दताि र्नयमावली तेस्रो संसोिन २०७७ मा उललेखित अत्यावश्यक औषर्ि र 

आकखस्मक तथा जीवनरक्षक औषर्ििरुको सचुी पररमाजिन गरर National Emergency, 

Lifesaving & Critical Care Medicine List र Orphan and Neglected Tropical Disease 

List को मस्यौदा बनाई पेश गरेको। 

• अत्यावश्यक औषर्िको राहिय सूची [National List of Essential Medicine (NLEM)] 

छैठौं संशोिन, २०२१ प्रकाशन र हवतरण गरेको। 

• Guideline for Risk-Based Post-Marketing Quality Surveillance of Medicines in 

Nepal मस्यौदा तयार गरेको। 

• MNCH and FP औषर्ििरुको Pre-qualification purpose को लार्ग प्रारखम्िक audit 
गरेको। 

• औषर्ि उत्पादन कुशल अभ्यास संहिता ,२०७८(पहिलो संसोिन) मस्यौदा तयार 
गरेको। 
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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) 



11 
 

 

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 



12 
 

 

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 fluoroquinolones is associated with a small increased risk of heart valve 

regurgitation. 

Fluoroquinolones 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  

Mónica 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 α-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, β2-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 ADRs 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 mEq/lt) and hypomagnesemia 



25 
 

 

(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 with Levetiracetam in VigiBase 

Characteristic 23 cases with high 

completeness score (above 

0.6) 

34 cases with low 

completeness score (less 

than 0.59) 

Age (median / 
range) 

57 years / 0* - 90 years 45 years / 5 – 87 years 

Patient sex 
distribution 

11 female / 11 male / 1 unknown 21 female / 13 male 

Geographical 
spread 

India (n=7), Germany (n= 4), 

Italy (n=3), Japan (n=3), 

Greece (n=2), France (n=2), 

US and Ireland (n=1 each) 

US (n=17), Germany (n=6), 

United Kingdom n=2 and 

Italy, Korea, Japan, Turkey, 

Denmark, France, Hungary, 

Belgium , Ireland (n= 1 each) 

Reporter types 16 physicians; 4 

pharmacists; 3 other health 

professionals 

17 physicians; 3 pharmacists; 9 
other health 

professionals; 2 consumers; 3 
unknown 

Single suspect 
drug 

14 reports 9 reports 

Single reported 
drug 

7 reports 4 reports 

Category of 

hypokalaemia 

3 reported as mild, 7 reported 

as moderate, 4 reported 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 10 days 

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 drug withdrawn and 

all with reaction abated 

8 reports with dose not 

1 report with drug withdrawn 

and the reaction abated 
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changed and reaction abated 

or in recovering 
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5. आ.व. २०७७/७८ मा Recall गररएका औषर्ििरुको 
हववरण 

 
S. 

No. 

Brand Name Batch 

No 

Mf

g 

Dat

e 

Exp

iry 

Dat

e 

Manufacturer 

1 Ben-A 400 Tablet 

(Albendazole )  

T05980

59 

Au

g-

18 

Aug

-21 

ACME Laboratories, 

Dhaka, Bangladesh 

2 Routin 10 Tablet 

(Rosuvastatin)  

ROT 06 Dec

-18 

Nov

-20 

CTL Pharmaceuticals 

Pvt LTd., Bhaktapur 

3 Alcox 250 Capsule 

(Cloxacillin)  

BC104

8 

Oct

-18 

Sep

-20 

Leben Laboratories Pvt 

Ltd, India 

4 Eloz-100 Capsule 

(Itraconazole)  

058023 Sep

-20 

Aug

-20 

Maruti Pharma Pvt Ltd, 

Bara 

5 Eloz-100 Capsule 
(Itraconazole)  

058025 Apr
-19 

Mar
-21 

Maruti Pharma Pvt Ltd, 
Bara 

6 Eloz-200 Capsule 

(Itraconazole)  

ELC-

18007 

Sep

-18 

Aug

-20 

Maruti Pharma Pvt Ltd, 

Bara 

7 Eloz-200 Capsule 

(Itraconazole)  

ELC-

18009 

No

v-

18 

Oct-

20 

Maruti Pharma Pvt Ltd, 

Bara 

8 Aciloc 25mg/ml Injection 

(Ranitidine)  

19075 No

v-

19 

Oct-

22 

Cadila 

Pharmaceuticals, India 

9 Safe Hand 200 ml  (Ethyl 

alcohol IP 80% v/v, 

in water soluble base)  

GSH-

001 

Apr

-20 

Mar

-21 

Prime Pharmaceuticals 

Pvt.Ltd., Nepal 

10 Hand Rub Instant Hand  

Sanitizer, 1 Ltr.  (Ethyl 

Alcohol 75%, Glycerin 

1.45%, 
 Hydrogen Peroxide 

0.125%, Distilled water 

21.8%)  

001 Jun

-20 

Ma

y-

22 

Himalayan Sherpa 

Herbs Pvt. Ltd., Nepal 

11 Alexofen-120 Tablet 

(Fexofenadine 

Hydrochloride 

 Tablets USP)  

ALE 33 Dec

-19 

Nov

-21 

CTL Pharmaceuticals 

Pvt LTd., 

Bhaktapur,Nepal 
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12 Calcigen-F  Tablet 

(Calcium Carbonate BP 

 eq to Elemental calium  
500 mg and 

Colecalciferol BP 250 

IU))  

CVD3-

110 

Feb

-22 

Jan-

22 

Nova Genetica 

Pvt.Ltd., Nepal 

13 Calcigen-F  Tablet 

(Calcium Carbonate BP 

 eq to Elemental calium  

500 mg and 

Colecalciferol BP 250 

IU))  

CVD3-

109 

Feb

-22 

Jan-

22 

Nova Genetica 

Pvt.Ltd., Nepal 

14 Trace-100 Capsule 

(Itraconazole Capsules)  

ICC-10 Ma

r-

19 

Feb

-21 

Nova Genetica 

Pvt.Ltd., Nepal 

15 ACLOV 200 Tablet 

(Acyclovie Tablets)  

AV1-

0119 

Jan

-19 

Dec

-20 

Lomus 

Pharmaceuticals 

Pvt.Ltd., Nepal 

16 ENVAS 2.5 Tablet 
(Enalapril Maleate 

Tablets IP)  

JK 
19004 

Jun
-19 

Ma
y-

21 

Cadila Pharmaceuticals 
Limited , India 

17 Rabi 20 Tablet 

(Rabeprazole Tablets IP)  

RBT90

39 

Feb

-19 

Jan-

21 

Qmed Formulations 

Pvt.Ltd., Bhaktapur, 

Nepal 

18 Acifix  Tablet 

(Rabeprazole Sodium 20  

mg Tablets IP)  

TAC2-

015 

Au

g-

19 

Jul-

21 

Curex Pharmaceuticals 

Pvt.Ltd., Kavre, Nepal 

19 MLT 10 Tablet 

(Montelukast Tablet IP)  

TML1-

009 

No

v-

19 

Oct-

21 

Curex Pharmaceuticals 

Pvt.Ltd., Kavre, Nepal 

20 Proton-P Tablet 

(Pantoprazole Sodium 

Delayed 

 Release Tablet USP 40 
mg)  

0781 Jan

-20 

Dec

-21 

Reliance Formulation 

Pvt.Ltd., India 

21 FEXHIST Oral 

Suspension 

(Fexofenadine 

Hydrochloride 

 Oral Suspension)  

LFH76

001 

Au

g-

19 

Jul-

21 

Prime Pharmaceuticals 

Pvt.Ltd., Nepal 

22 Gastogel Suspension 

Oral Suspension ()  

GSL 

7051 

Jun

-20 

Ma

y-

23 

Bhaskar Herbaceuticals 

Pvt.Ltd., Nepal 



32 
 

 

23 Lipilage-10 Tablet 

(Atorvastatin Tablets IP)  

LIP 28 Jul-

19 

Jun-

21 

CTL Pharmaceuticals 

Pvt.Ltd., Nepal 

24 Irgonol-200 Capsule 

(Intraconazole Capsules )  

JY1900

2 

Jul-

19 

Jun-

21 

Magnus Pharma 

Pvt.Ltd.,Nepal 

25 Inox Capsule 
(Intraconazole Capsules 

BP)  

INC 
947 

Feb
-20 

Jan-
22 

Amtech Med.Pvt.Ltd., 
Nepal 

26 Inox Capsule 

(Intraconazole Capsules 

BP)  

INC 

946 

No

v-

19 

Oct-

21 

Amtech Med.Pvt.Ltd., 

Nepal 

27 Itac Capsule 

(Intraconazole Capsules )  

IT1902 Au

g-

19 

Jul-

21 

Biogain Remedies 

Pvt.Ltd.,Nepal 

28 Syntran-200 Capsule 

(Intraconazole Capsules 

BP)  

FSYC 

67002 

Oct

-19 

Sep

-21 

Arya Pharmalab 

Pvt.Ltd., Nepal 

29 ACTICET Tablet 

(Ibuprofen Paracetamol 

Tablets IP)  

ACT67

012 

Ma

r-

20 

Feb

-23 

Arya Pharmalab 

Pvt.Ltd., Nepal 

30 Clean Well Instant Hand 

 Sanitizer, 500 ml  (Ethyl 
Alcohol 70% w/v)  

FAHS2

0 

Apr

-20 

Mar

-21 

Arya Pharmalab 

Pvt.Ltd., Nepal 

31 Clean Well Instant Hand 
 Sanitizer, 100 ml  (Ethyl 

Alcohol 70% w/v)  

AAHS2
7 

Apr
-20 

Mar
-21 

Arya Pharmalab 
Pvt.Ltd., Nepal 

32 Dabur 

 (Instant Hand Sanitizer, 

75 ml)  (Ethyl Alcohol 

80% v/v,  

Glycerin 1.45 v/v, 

Hydrogen Peroxide 0.125 

% v/v, Purified Water 

q.s)  

NB000

05 

Jun

-20 

Ma

y-

21 

Dabur Nepal Pvt.Ltd., 

Nepal 

33 Dabur 

 (Instant Hand Sanitizer, 

1 litre)  (Ethyl Alcohol 
80% v/v,  

Glycerin 1.45 v/v, 

Hydrogen Peroxide 0.125 

% v/v, Purified Water 

q.s)  

NB000

05 

Jun

-20 

Ma

y-

21 

Dabur Nepal Pvt.Ltd., 

Nepal 
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34 Neolore  Injection 

(Lorazepam Injection IP)  

NA579

1 

Feb

-19 

Apr

-22 

Neon Laboratories 

Limited., Bosar Road, 

Unit 401404, M.S. 

35 Syno-Pill Tablet 

(Combipack of 

Mifeprostone Tablets IP 

and Misoprostol Tablets 

IP)  

E0S2H

TA012 

Au

g-

20 

Jul-

22 

Synokem 

Pharmaceuticals 

Limited, India 

36 Aflam Oral Suspension 
(Ibuprofen and 

Paracetamol Suspension)  

ALL91
3 

Oct
-19 

Sep
-21 

Amtech Med.Pvt.Ltd., 
Nepal 

37 Wormout Oral 

Suspension (Albendazole 

Oral Suspension USP)  

LAD76

005 

Ma

y-

20 

Apr

-22 

Prime Pharmaceuticals 

Pvt.Ltd., Nepal 

 

6. आ.व. २०७७/७८ मा Hand Sanitizer को नमनुा 
संकलन गरर परीक्षण गदाि Methanol र्मखश्रत तथा न्यून 

गणुस्तरका Hand Sanitizer को हववरण 

S. 

No

. 

Brand 

Name 

Batc

h No 

Mfg 

Date 

Expir

y Date 

Reason 

for Non-

complianc

e 

Manufacturer 

1 Gloria Dew  
Cosmetics 

Instant 

Hand 
Sanitizer 

03 Mar-
20 

Mar-
22 

contains 
methanol 

Nepal Kayakalpa 
Udhyog, Nepal 

2 Hygiene 

Spray,  

Instant 
Hand 

Sanitizer 

Original 50 
ml 

NM May

-20 

Apr-23 contains 

methanol 

Hygiene Soap 

amd Chemical 

Pvt.Ltd., Nepal 
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3 Suryamukhi 
Advance  

Hand 

Sanitizer 
500 ml 

06 Aug-
20 

Jul-23 contains 
methanol 

Suryamukhi 
Herbal Products., 

Nepal 

4 Aerosoft 

Hand 

Sanitizer 
 Refreshing 

Gel 300 ml 

NM Apr-

20 

Apr-22 contains 

methanol 

Search Chem 

Cum Herbal 

Products, Nepal 

5 Advanced 

Hand 
Sanitizer 

with 

Vitamin E, 

100 ml 

HS -

06 

Aug-

20 

Jul-22 contains 

methanol 

Adhar Chemicals 

& Food Industry 
Pvt.Ltd., Nepal 

6 Opekal 

Non-

washing  
antibacteria

l Soluation 

120ml 

NM May

-20 

May-

22 

contains 

ethanol 

(68% v/v) 

Guangzhou 

Obopekal Fine 

Chemical 
Co.Ltd.,  

Guangzhou, 

China  

7 Sasa Instant 
Hand  

Sanitizer 

50ml 

NM Mar-
20 

Feb-23 contains 
ethanol 

(13.78%v/

v) and 
methanol 

(39.434%v

/v) 

Samapada 
Heathcare 

Pvt.Ltd., Nepal 

8 Pamacare 
Instant 

Hand 

 Sanitizer 
60ml 

252 Jul-
20 

Jun-22 contains 
ethanol 

(66% v/v) 

RL Crop India, 
Valsad, India 
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9 Unicare 
Instant 

Hand  

Sanitizer 65 
ml 

UN
H50

1 

Mar-
20 

Feb-23 contains 
ethanol 

(55% v/v) 

Shreenath Herbal 
& Cosmetic 

Industry  

(P.)., Ltd, Nepal 

10 Herbaltree 

Hand Rub 

500ml 

273 Aug-

20 

Jul-23 

Contains 

Methanol 

(62% v/v) 

Shivika 

Cosmeceuticals 

India Pvt.Ltd., 
India 

11 Kum Hand 

Sanitizer  

5 Ltr. 

03 Mar-

20 

Feb-22 Contains 

Isoporpyl 

Alcohol 

(25 % v/v) 

R. Chemical & 

Packaging 

Industries, Nepal 

12 Clean Hand 
Sanitizer  

5 lit. 

03 Mar-
20 

Feb-22 
Contains 

Methanol 

(8% v/v), 
Ethanol 

R. Chemical & 
Packaging 

Industries, Nepal 

13 Instant 
Hand 

Sanitizer 

Gel, 5 ltr. 

01 Aug-
20 

Jul-22 

Contains 

Methanol 

(72% v/v) 

Kumkum Herbal 
Industries 

Pvt.Ltd., Nepal 

14 Kumkum 

Instant 

Hand  
Sanitizer 

Gel 500ml 

01 Jul-

20 

Jun-22 

Contains 

Methanol 

(52% v/v) 

Kumkum Herbal 

Industries 

Pvt.Ltd., Nepal 

15 Instant 

Hand 

Sanitizer 
Original , 1 

ltr  

Gel 5 Litre 

OA-

08 

Jun-

20 

Jan-22 

Contains 

Methanol 

(75 % v/v) 

Om Arogya 

Healthcare 

Pvt.Ltd., Nepal 
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16 Sadhana 
Instant  

Hand 

Sanitizer, 5 
Lit. 

05 Aug-
20 

Aug-
22 Contains 

Methanol 

(41 % v/v),  

Sudhana 
Suppliers, Nepal 

17 Drone 

Hand 

Sanitizer, 
500 ml 

05 Sep-

20 

Aug-

22 

Contains 

Methanol 

(32 % v/v), 
Ethanol 

(9% v/v), 

Isopropyl 

Alcohol 
(31 % v/v), 

pH: 9.51 

Kalika Soap and 

Chemicals 

Pvt.Ltd., Nepal 

18 Drone 

Hand 
Sanitizer, 

500 ml 

05 Sep-

20 

Aug-

22 

Contains 

Methanol 
(33 % v/v), 

Ethanol 

(10% v/v), 
Isopropyl 

Alcohol 

(32 % v/v), 

pH: 9.45 

Kalika Soap and 

Chemicals 
Pvt.Ltd., Nepal 

19 Aerosoft 

Instant 

Hand 
 Sanitizer, 5 

Ltr. 

SI5L

2020

08 

Aug-

20 

Aug-

22 

contains 

methanol 

(47%) 

Susankya 

Industries 

Pvt.Ltd., 
Kathmandu,Nepa

l 
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7. REGULATORY NOTICES 
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g]kfn ;/sf/ 

:jf:Yo तथा जनसंख्या dGqfno 

cf}iflw Joj:yf ljefusf] 

cf}ifwLsf] cfdpkef]QmfnfO{ hfgsf/L 

❖ dfGotfk|fKt :jf:YosdL{sf] k'hf{ cg';f/ dfq cf}ifwLsf] k|of]u ug{'xf]; Ù 

❖ cf}ifwLsf] k|of]u ;DalGw ;Dk"0f{ hfgsf/L lng] h:t}, cf}iflw s;/L k|of]u ug]{, cf}ifwL 

3/df s;/L e08f/0f ug]{, cf}iflw ;]jgubf{ vfg gx'g] vfw tyf cGo cf}iflw, s'g} 

dfqf 5'6]df s] ug]{, cf}iflwsf] gsf/fTds c;/x? -side effects_, tyf cf}ifwL k|of]u 
ubf{ ckgfpg' kg]{ ;fawfgLx? Ù 

❖ cf}ifwL aRrfsf] k+x'raf6 6f9f /fVg'xf]; Ù 

❖ cfkm' ue{jtL ePdf ;f] sf] af/] :jf:YosdL{nfO{ hfgsf/L lbg'xf]; Ù 

❖ cf}ifwL k|of]u ubf{ hLp lrnfPdf, 5fnfdf 8fa/x? cfPdf, Zjf; km]g{  ufx|f] ePdf jf 
o:t} cGo nIf0f b]vf k/]df t'?Gt cf}ifwL k|of]u ug{ 5f8L :j:yfsdL{nfO{ ;Dks{ 

/fVg'xf]; Ù 

❖ olb PlG6afof]l6s cf}ifwL ;]jg ug{ nfUg' ePsf] 5 eg] tf ]lsPsf] dfqf / calw;Dd 
k|of]u ug{'xf]; / u/fg'xf]; Ù 

❖ cf}ifwL vl/b ug]{ cf}iflw k;nsf] Aoa;foLsf] dfGotf k|df0fkq x]g]{ ug{'xf]; Ù 

❖ cf}ifwL vl/b ubf{ clgafo{ lan lng]  afgL ug{'xf]; .  

 

:jf:YosdL{, cf}iflw l;kmfl/;stf{, cf}ifwL pTkfbs, k}7fl/stf{ tyf JoazfoLnfO{ 

hfgsf/L 

❖ ljefudf btf{ gePsf cf}iflwsf] lalqmljt/0f gug]{  tyf lan lahslagf s'g} klg 
cf}iflwsf] vl/b lalqm gu/f} Ù  

❖ lrlsT;sx?n] jf :jf:YosdL{x?n] Aoa;flos dof{bf / cfr/0fdf a;L cf}iflwsf] 

l;kmfl/z ug]{ u/f} /  s'g} cf}ifwL sDklgaf6 s'g} nfe jf cj;/sf] ;Demf}tf ug{' ePsf] 

5 eg] kf/bzL{ ug]{ u/f} Ù 

❖ d"No gePsf] tyf ljefuaf6 d"No :jLs[t gePsf] cf}ifwLsf] lalqm-lat/0f ug]{ gu/f} Ù 
❖ pBf]u tyf cf}ifwL ljt/sn] lbg] deal  bonus  kf/bzL{ ug]{ u/f} / o;af6 

pkef]QmfnfO{ nfeflGjt u/f} Ù 

❖ Physician sample sf] b'?kof]u gu/f}+ Ù 

❖ cf}ifwLsf] :t/ v'nfO{ dfq cf}iflwsf] pTkfbg / lalqmljt/0f ug]{ u/f} Ù 

❖ nfu" tyf dgf]låks / PlG6afof]l6s cf}iflwx?sf] ;d'lrt k|of]u ug]{ aflg a;fnf} / 

c?nfO{ klg l;sfp Ù 

❖ cf}iflw btf{ eP gePsf] hfgsf/L  o; ljefuaf6 hfgsf/L lncf} Ù 

❖ yf]s laqm]tfn] v'›f laqm]tfnfO{ sf/f]af/ ubf{ cflwsfl/s lan tyf cBfjlws btf{ /x]sf] 

cf}ifwL k;ndf dfq ug]{ / 

❖ nfu' tyf dgf]lbks cf}ifwLx?sf] clgjfo{ ?kdf lrlsT;ssf] l;kmfl/;sf] cfwf/df  

kf/bzL{ /]s8{ /fv]/ dfq lalqm ljt/0f ug]{ u/f} . 
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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 Tel/Fax:081-522074 

E-mail: biratnagar@dda.gov.np E-mail: nepalgunj@dda.gov.np 

 
Murali Bagaicha, Birgunj, Parsa 

Narayani Zone 

Tel/Fax: 051-527753 

E-mail: birgunj@dda.gov.np 
 

 For further information, Please visit www.dda.gov.np  
 

Published by:  

Department of Drug Administration  

Ministry of Health and Population 

Government of Nepal 
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