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EDITORIAL 

 

Managing the COVID Crisis in Nepal 
 

The Coronavirus Disease (COVID-19), which was first discovered in Wuhan, 

China in December 2019, caused crores of infections and incalculable 

damage mentally, physically and psychologically.  Most of the countrie’s 

administrations have been struggling to keep their health care system 

sustained from COVID-19 pandemic. . Meanwhile, most people are 

struggling to stay alive and keep their families safe and sane while 

maintaining their lives around the new normal of country-wide lockdowns 

and social distancing. Least developing countries including Nepal are having 

their hardest time to get sufficient essential, lifesaving medicines, including 

vaccines, Personal Protective Equipment and other protective measures. 

Clearly, this new virus has taken the world by storm, perplexing scientists, 

health care professionals, public health experts, pharmacists and leaders of 

every country.  

In the COVID-19 pandemic, countries across the world went into 

lockdown, shutting down or reducing transport within and between 

them. This affected the manufacturing, supply and distribution of medicines, 

leading to constraints in the global medicines supply chain. There was also an 

increase in demand for some medicines used in patients with COVID-19. 

These included some live saving drugs, analgesics, antibiotics and steroids a 

as well as some medicines used off-label.  

 

In response to this crisis, Nepal Government is working tirelessly and against 

the clock. The basic principles of management of any disease in modern 

medicine, namely therapy and prevention, are being implemented in the 

management of the COVID-19 crisis. 

 

The Ministry of Health and Population (MOHP), in coordination with other 

related ministries of the Nepal Government, is tackling the current crisis. In 
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order to implement the decision of Health Emergency Operation Center 

(HEOC) for easy availability of medicines to be used in Covid-19 and to 

prevent shortage of emergency and life-saving medicines, Department of 

Drug Administration has facilitated the manufacturers and importers.  

 

Under the umbrella ministry i.e. MoHP, the Department of Drug 

Administration (DDA) is also fulfilling its duties and responsibilities at this 

hour of need for the country. DDA is committed during these extraordinary 

times to provide support to manufacturers and to general public to help 

ensure the quality of medicines, hand sanitizers and personal protective 

equipment which are extensively used in the prevention, treatment in Covid-

19 in order to promote public health.  Based on WHO Guide to Local 

Production: WHO Recommended Hand rub Formulations, DDA published 

the “Instant Hand Sanitizer Standard, Alcohol Based, 2076” with an 

objective to define the requirements of the method of tests for alcohol based 

instant hand sanitizers and National Medicines Laboratory has developed the 

required provision for testing of hand sanitizer.  Manufacturers are 

encouraged to produce hand sanitizer by using this documentary standard 

with the objective of fulfilling the need of crisis of hand sanitizer by 

enhancing availability all over the country. 

 

The DDA also signed a tripartite agreement (initiated by the MoHP), along 

with MoHP   and National Health and Research Council (NHRC) to conduct 

government sponsored clinical studies or clinical trials on potential treatment 

in COVID-19. Through this agreement, the COVID-19 patients are getting 

promising but yet to be registered medicines which are being administered 

under direct stringent monitoring by the specialized physicians. The data 

collected from the trials is being stored in the NHRC online database.  

 

Anticipating the possibility of shortages of medicines, to prevent and mitigate 

supply disruption during the pandemic, DDA also prepared list emergency 

and lifesaving drugs that will be crucial in the critically ill patients of 

COVID-19 in coordination with health experts.  An online form was 

generated to provide a platform to the importers/ manufacturers for stock 

update of the listed medicines. This would thus help to plan for unhindered 
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availability of the medicines in the country and also to cope with the demand 

for medicines. DDA also actively participated in formulating various 

National Standards for PPE in coordination with National Bureau of Standard 

and Meterology. 

 

Clearly, these are very testing times in healthcare management. DDA must 

continue to play a vital role in the management of this crisis by strategic 

leadership and coordinated action with health experts and scientists to ensure 

the availability of essential medicines so that the country can get over the 

crisis as quickly as possible and return to normalcy.        

 
Bharat Bhattarai 

(Director General) 

       

Chief Editor 
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WHO GMP य औषधध उत्ऩादन कुशर अभ्मास प्रभाणीकयणको सूची 
 

धस.नं. 
 

उद्योगको नाभ य ठेगाना  

 

WHO GMP 

Validity 
औषधध उत्ऩादन 
कुशर अभ्मास 

Validity 

1.  Asian Pharmaceuticals Pvt. 

Ltd., Bhairahawa 

22/02/2022 2077/01/09 

2.  CTL Pharmaceuticals Pvt. 

Ltd., Bhaktapur. 

06/07/2021 2078/03/21 

3.  Deurali-Janta Pharmaceuticals 

Pvt. Ltd., Kathmandu 

10/02/2021 2077/10/27 

4.  Everest Pharmaceuticals Pvt. 

Ltd., Bhaktapur 

06/07/2021 2077/05/02 

5.  Genetica Laboratories Pvt. 

Ltd., Bara 

13/06/2020 2077/02/30 

6.  Lomus Parenterals & 

Formulations Pvt. Ltd.. 
Janakpur  

13/06/2020 2077/02/30 

7.  Lomus Pharmaceuticals Pvt. 

Ltd., Kathmandu 

16/10/2021 2078/06/29 

8.  Magnus Pharmaceuticals Pvt. 

Ltd., Bara 

12/11/2020 2077/07/26 

9.  National Healthcare Pvt. Ltd., 

Bara 

08/04/2021 2077/10/27 

10.  Nepal Pharmaceuticals Lab. 

Pvt. Ltd., Bara 

08/04/2021 2077/10/27 

11.  Nova Genetica Pvt. Ltd., 

Dhading 

22/02/2022 2078/11/10 
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12.  Ohm Pharmaceuticals Pvt. 

Ltd., Bhaktapur 

10/02/2021 2077/10/27 

13.  Panas Pharmaceuticals Pvt. 

Ltd., Nepalgunj 

19/05/2020 2078/09/22 

14.  Pharmaco Industries Pvt. Ltd.. 

Kathmandu 

06/07/2021 2078/03/21 

15.  Qmed Formulation Pvt. Ltd, 

Bhaktapur 

12/11/2020 - 

16.  Quest Pharmaceuticals Pvt. 

Ltd., Bara 

08/04/2021 2077/02/30 

17.  Samar Pharma Company Pvt. 

Ltd., Birgunj 

12/11/2020 2077/07/26 

18.  Sumy Pharmaceuticals Pvt. 

Ltd., Nawalparasi 

13/06/2020 2077/02/30 

19.  Time Pharmaceuticals Pvt. 

Ltd., Nawalparasi 

22/04/2020 2077/10/27 

20.  Vega pharmaceuticals Pvt. 

Ltd, Lalitpur 

19/05/2020 2077/02/05 

21.  Vijayadeep Laboratories Pvt. 

Ltd., Lalitpur 

16/10/2021 2078/06/29 

22.  Curex Pharmaceuticals Pvt. 

Ltd., Kavre. 

07/06/2022 2079/02/25 

23.  Amtech Med Pvt. Ltd., 

Biratnagar 

07/06/2022  2078/03/21 

24.  Biogain Remedies Pvt. Ltd., 

Rupendehi 

07/06/2022 2079/02/25 

25.  Alive Pharmaceuticals Pvt. 15/07/2022 2077/12/15 
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Ltd., Biratnagar 

26.  Simca Laboratories Pvt. Ltd. , 

Bhaktapur 

15/07/2022 2077/02/05 

27.  Apex Pharmaceuticals Pvt. 

Ltd., Birgunj 

23/01/2020 2077/07/26 

28.  Maruti Pharma Pvt. Ltd., Bara 04/11/2022 2077/05/02 

29.  Omnica Laboratories Pvt. 

Ltd., Bhaktapur 

12/10/2019 2078/06/29 

30.  Siddhartha Pharmaceuticals 

Pvt. Ltd., Bhairahawa 

13/07/2018 2077/02/05 

31.  Universal Formulations Pvt. 

Ltd. Bhairahawa 

16/12/2014 2077/12/25 

32.  Hester Biosciences Nepal Pvt. 

Ltd., Kabhre 

20/01/2023 2079/10/07 

33.  Bhaskar Herbaceuticals Pvt. 

Ltd., Parsa 

21/02/2023 - 
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REGULATORY MATTERS  
 
Rivaroxaban 
Thromboprophylaxis not recommended in patients with TAVR  
Ireland. The HPRA has announced that the SmPC for rivaroxaban (Xarelto®) has 

been updated to reflect that it should not be used for thromboprophylaxis in 

patients who have recently undergone transcatheter aortic valve replacement 

(TAVR) due to the risk of all-cause mortality, thromboembolic and bleeding 

events. 

 

Rivaroxaban is an anticoagulation medicine and is indicated to treat and prevent 

blood clots.  

 

The EMA’s PRAC undertook a review of patients treated with rivaroxaban after 

TAVR. The committee considered the final results of a phase III clinical study 

(GALILEO), which identified an increase in all-cause mortality, thromboembolic 

and bleeding events in patients treated with rivaroxaban after TAVR, other 

randomized clinical trials and spontaneous reports. 

 

The PRAC concluded that rivaroxaban should not be used for thromboprophylaxis 

in patients having recently undergone TAVR and recommended an update of 

SmPCs. It also determined that the benefit-risk balance for rivaroxaban for the 

approved indications remains positive.  

 

Source: WHO Pharmaceuticals Newsletter No.3, 2020 

 
Proton pump inhibitors (PPIs) 
Risk of acute kidney injury 

India. The NCC-PvPI has made a recommendation to CDSCO requesting that the 

PIL for proton pump inhibitors (PPIs) marketed in India should be revised to 

incorporate acute kidney injury as a clinically significant adverse drug reaction. 

 

PPIs are used to treat gastric ulcers, duodenal ulcers, gastrooesophagal reflux 

disease and Zollinger Ellison syndrome. Between July 2011 and July 2019, the 

NCC-PvPI has received 23 ICSRs of PPI associated acute kidney injury. The cases 

were carefully reviewed by SRP at NCC-PvPI, IPC, and a strong causal 

relationship between PPIs and acute kidney injury was concluded. 

 

Source: WHO Pharmaceuticals Newsletter No.6, 2019 

In Nepal: Health care professionals are warned of the risk of acute kidney injury 

with use of Proton pump inhibitors. 
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Arsenic trioxide 
Risk of Wernicke’s encephalopathy  
Japan. The MHLW and the PMDA have announced that the package insert for 

arsenic trioxide (Trisenox®) should be revised to include Wernicke’s 

encephalopathy as an adverse drug reaction.  

Arsenic trioxide is indicated for recurrent or refractory acute promyelocytic 

leukemia.  

Although no cases involving Wernicke’s encephalopathy have been reported so far 

in patients taking arsenic trioxide in Japan, the revision was based on cases 

overseas. It was determined appropriate as currently there is no evidence on ethnic 

differences in the safety profile of the drug between patients in Japanese and those 

overseas. 

 

Source: WHO Pharmaceuticals Newsletter No.2, 2020 

In Nepal: Health care professionals are warned of the risk of Wernicke’s 

encephalopathy with use of arsenic trioxide. 

 

Fluoroquinolones, quinolones (oral, injectable) 
Risk of tendon disorders, peripheral neuropathy and psychiatric symptoms 

Japan. The MHLW and the PMDA have announced that the package inserts for 

fluoroquinolones and quinolones should be revised to include tendon disorders, 

peripheral neuropathy and psychiatric symptoms as adverse drug reactions. 

 

Fluoroquinolones and quinolones are antibacterials, indicated for conditions such 

as superficial skin infections, thermal burn, tonsillitis, acute bronchitis and 

pneumonia. Examples of fluoroquinolones include levofloxacin (Cravit®), 

moxifloxacin (Avelox®), ofloxacin (Tarivid®) and pipemidic acid (Dolcol®). 

 

The MHLW/PMDA decision follows the European and US revisions to the 

package insert. It is thought that collagen tissue disorders and suppression of 

GABA nerves were potential mechanisms of onset of tendon disorders and 

psychiatric symptoms. These mechanisms and risks are common to all the 

antibacterials of this class. 

 

Currently there is not enough information on the mechanism of action for 

peripheral neuropathy or epidemiological information to indicate that this event is 

a risk common to all fluoroquinolones and quinolones, but cases have been 

reported in Japan in patients treated fluoroquinolones such as evofloxacin. 

MHLW and PMDA have concluded that revision of the package insert was 

necessary to include a precaution in all fluoroquinolone and quinolone 

antibacterials based on the results of the investigation. 

 

Source: WHO Pharmaceuticals Newsletter No.6, 2019 
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SAFETY OF MEDICINES 
 

Ondansetron 
Risk of oral clefts 

United Kingdom. The MHRA has announced that exposure to ondansetron 

(Zofran®) during the first trimester of pregnancy is suggested to be associated with 

a small increased risk of the baby having a cleft lip and/or cleft palate. 

Ondansetron, a 5-HT3 receptor antagonist, is indicated for the management, 

prevention or treatment of nausea and vomiting.  

Recent epidemiological studies reported a small increased risk of orofacial 

malformations in babies born to women who used ondansetron in early pregnancy. 

Key evidence was an observational study of 1.8 million pregnancies in the US. The 

data were recently reviewed within Europe and considered to be robust.  

The decision to use ondansetron during pregnancy should be based on professional 

judgement, and in consultation with the woman who is informed of the potential 

benefits and risks of use, both to her and to her unborn baby. 

 

Source: WHO Pharmaceuticals Newsletter No.2, 2020 

In Nepal: Health care professionals are warned of the risk of oral clefts with use of 

Ondansetron. 

 

 

Clozapine 

Risk of serious bowel complications  

USA. The FDA has strengthened the existing warning that constipation caused 

by clozapine (Clozaril®, Fazaclo ODT® and Versacloz®) can progress to 

serious bowel complications.  

Clozapine is indicated for schizophrenia. Clozapine affects how the intestines 

function in the majority of patients.  

The serious bowel complications can lead to hospitalization or even death if 

constipation is not diagnosed and treated quickly.  

Patients should contact a health-care professional if they have symptoms that can 

be associated with serious bowel problems such as nausea, vomiting or stomach 

pain.  

Health-care professionals should avoid co-prescribing clozapine with other 
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anticholinergic medicines that can cause gastrointestinal hypomotility; advise 

patients frequently of the significant risk of constipation and life�threatening 

bowel issues and the need to stay hydrated to prevent constipation; and monitor 

patients for symptoms of potential complications associated with gastrointestinal 

hypomotility such as nausea, abdominal distension and vomiting. 

 

Source: WHO Pharmaceuticals Newsletter No.2, 2020 

In Nepal: Health care professionals are warned of the risk of serious bowel 

complications with use of Clozapine. 

 

Nitrofurantoin 

Risk of pulmonary and hepatic impairment and peripheral neuropathy 

New Zealand. Medsafe has announced that the use of nitrofurantoin in patients 

with significant renal impairment can cause pulmonary or hepatic impairment or 

peripheral neuropathy.  

Nitrofurantoin is a bactericidal antibiotic with activity exclusively in the urine. It 

is indicated for the treatment and prophylaxis of urinary tract infections. 

Significant renal impairment is a contraindication to nitrofurantoin.  

Adequate glomerular filtration and renal tubular secretion is needed to achieve an 

effective therapeutic concentration in the urine. While therapeutic doses of 

nitrofurantoin are rapidly excreted into the urine in patients with normal renal 

function, in patients with impaired renal function the plasma concentration 

increases and there is a higher risk of nitrofurantoin toxicity.  

The Medicines Adverse Reactions Committee reviewed the evidence for safe use 

of nitrofurantoin in patients with a greater degree of renal impairment. During the 

10- year period to 2019, the Centre for Adverse Reactions Monitoring (CARM) 

received 150 adverse reaction reports in which nitrofurantoin was a suspect 

medicine. Of the reports, 46 were on interstitial lung disease, 17 were on hepatic 

reactions including hepatic cirrhosis and pneumonitis and 3 were on peripheral 

neuropathy. 

Source: WHO Pharmaceuticals Newsletter No.2, 2020 

In Nepal: Health care professionals are warned of the risk of pulmonary and 

hepatic impairment and peripheral neuropathy with use of Nitrofurantoin. 
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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. 

 

Agomelatine and Increased Blood Pressure 
Dr. Tamás Paál, Hungary 

 

Summary  

Agomelatine is a non-selective melatonin receptor MT1 and MT2 agonist plus a 

neutral serotonergic 5- HT2C antagonist indicated for the treatment of major 

depressive episodes. Of the 24 reports from eight countries on increased blood 

pressure and agomelatine in the WHO global database of individual case safety 

reports (VigiBase), twelve were eligible for assessment. Of these, six revealed a 

consistent pattern of a short time to onset and nine reported recovery on 

dechallenge, with a positive rechallenge in two of them. Although data on the 

mechanism of action of agomelatine, as well as a former signal, suggest a mild 

hypo- rather than hypertensive action, it is also true that melatonin, which is 

structurally closely related to agomelatine, has hypertension as a labelled 

adverse effect. Thus, despite the presence of additional risk factors for 

hypertension in a considerable proportion of these cases, a contributory role of 

agomelatine to the events cannot be excluded. 

 

Introduction  

Agomelatine has been authorised in the European Union and other countries for 

the treatment of major depressive episodes. It has not been authorised in the 

USA. Agomelatine is a potent, non-selective melatonin receptor MT1 and MT2 

agonist plus a neutral serotonergic 5-HT2C antagonist. Synergy between the two 

types of receptors has been hypothesized as accounting for its mode of action. 

Inhibition of the 5-HT2C receptor is held responsible for the direct 

antidepressant effect. Unlike other antidepressants that often trigger sleep 

disorders the advantage of agomelatine is that it has a beneficial effect on 

sleep.
1-3 

 

Agomelatine is indicated for adults (over 18 years) because of the lack of data in 

paediatric populations. The recommended dose is 25 to 50 mg daily taken orally 
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at bedtime. Its safety profile requires regular monitoring of liver function in all 

patients before and during treatment. Agomelatine is metabolised mainly by 

CYP1A2 (90%) and CYP2C9/19 (10%). Consequently, drugs that interact with 

these isoenzymes may interact with agomelatine.
4 

 

Normal blood pressure (BP) varies with age and is influenced by various factors 

such as cardiac output, vascular resistance and venous return and pressure; any 

change in these variables can lead to fluctuations in BP. Thus, there is no 

absolute threshold to define “normal BP”. In general, patients are taught that 

120/80 (systolic/diastolic in mmHg) is taken as “normal”, 130/85 as “high 

normal”, then higher values as different stages of hypertension. However, these 

values vary with age (e.g. the normal values are 117/77 and 134/87 mmHg 

between 14 to 19, and 60 to 64 years, respectively).
5 

 

Twenty-four reports have been observed in the WHO global database of 

individual case safety reports (ICSRs), VigiBase, for blood pressure increased 

(BPI) under agomelatine treatment. 

 

Reports in VigiBase  

On 14 April 2019, 24 reports were retrieved from VigiBase for BPI following 

agomelatine administration (Table 1). The adverse events occurred between 

December 2012 and November 2017. The ICSRs originated from eight 

countries: Germany (15 cases), Austria (2), Switzerland (2), and Australia, the 

Czech Republic, Portugal, South Africa, and Turkey (one each). They were 

spontaneous reports except cases 2 and 21 which came from clinical studies. 

The reporters were physicians with the exception of cases 1 and 16 (non-health-

care professionals), 12 (pharmacist), as well as 10 and 20 (other health-care 

professionals), while in case 11 the reporter was unknown. In cases 3, 7 and 14 

the outcome was not reported, otherwise, except in cases 11 and 16, the patients 

recovered. In the reports agomelatine was the only suspected drug, except case 9 

where all those administered except esomeprazole were reported as suspected. 

In 14 cases where the increased blood pressure values were also reported, they 

varied considerably.  

The cases in Table 1 were analysed first to exclude those where the concomitant 

medication could cause BPI/hypertension. The European product information of 

the concomitant drugs (European Medicines Agency webpage or the MRI 

product index
     

) revealed that, in addition to typical antidepressants (trazodone, 

paroxetine, venlafaxine, sertraline and clomipramine), pregabalin (used, among 
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others, in cases of generalised anxiety) and ezetimibe (primary 

hypercholesterinaemia) have hypertension labelled as an adverse effect. Thus, 

cases 3, 4, 9 and 13 were not used for the initial review. (In cases 8, 21 and 23, 

paroxetine or clomipramine were indicated as concomitant drugs, however, their 

administration was discontinued before agomelatine was started, and the BPI 

occurred days later, so these cases were included.)  

During the next “filtering”, the following cases were excluded: cases 2, 5 and 8 

(one and a half months, two years and nine months agomelatine treatment before 

the onset of BPI, respectively), case 7 (poor reporting), case 10 (according to its 

narrative, the agomelatine treatment was maintained, but the patient’s BP 

improved), case 14 (onset of BPI reported on the day of the agomelatine 

administration, then the treatment was continued with no further data), case 15 

(it was a suicide attempt, taking among others, 1050 mg agomelatine with no 

BPI first then 150/90 mmHg value later, but the patient had a mild 

hypertension), and case 22 as the patient had an underlying hypertension and, 

according to the narrative, a reduction of the antihypertensive treatment was 

made at the time of agomelatine initiation. 

Thus, only 12 ICSRs (cases 1, 6, 11, 12, 16-21, 23 and 24) remained for detailed 

analysis. Well-controlled arterial hypertension/hypertension as one of the 

patients’ underlying diseases was reported in cases 17-20 and 24. The reported 

time to onset of the increased blood pressure was a few hours in case 17, three 

days in case 23, about seven days in cases 12 and 21, while general statements 

(such as ”after introduction” or “initiation”, ”since she took it”) indicated that 

the time to onset seemed to be short (in cases 1, 16, 20, 24). In case 18 the BPI 

happened “after the dose was increased from 25 mg to 50 mg”. In nine cases (1, 

6, 12, 17, 19, 20, 21, 23 and 24) positive dechallenge (plus in case 18 reaction 

abated for dose reduction) while in two cases (1, 12) positive rechallenge were 

reported. It should also be stressed that labelled adverse effects of agomelatine 

(e.g. migraine, nausea, sweats, anxiety, restlessness, insomnia, dizziness and 

blurred vision), if they occurred in the analysed cases, also abated at the same 

time as BPI did (cases 19-21 in Table 1). In case 12 increased heart rate abated 

together with BPI while the outcome of other events labelled for agomelatine 

(tiredness, somnolence and headache) was not reported. 

It should be noted that 17 reports for hypertension following agomelatine 

administration were also found in VigiBase (13 October 2019). In six of them no 

concomitant medication was reported and in six other cases, although there was 

concomitant medication, agomelatine was reported as the only suspect drug. 
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(Only two of these latter six cases also reported concomitant medications which 

have hypertension as a labelled ADR, i.e. allopurinol and sertraline.) In four 

cases positive dechallenge also occurred. The time to onset, when it could be 

identified from the reports, varied from “same day” (three cases) to two days 

(two cases), and around two weeks (two cases) up to one month or longer (seven 

cases). Labelled adverse effects of agomelatine occurred and abated together 

with the hypertension in ten cases. Although these “agomelatine and 

hypertension” reports were not combined with the “agomelatine and BPI” ones, 

they seem to be in line with the latter and strengthen the results of this analysis. 

 

Literature and labelling  

Hypertension/BPI is not listed in the European Summary of Product 

Characteristics of agomelatine. Furthermore, it states that “agomelatine had 

neutral effect on heart rate and blood pressure in clinical trials”.
4
 (There were 

clinical trials where hypertension was reported in the agomelatine arm. Its 

frequency was found to be 1.2%
7
 but because of the limited number of the 

subjects involved and the lack of a placebo arm in this trial, the causality could 

not be established.)  

It is also well-known that people suffering from depression are more likely than 

the others to develop hypertension.
8
  

Experiments have suggested that agomelatine prevents rather than causes 

hypertension.
9
  

Moreover, in 2014, the Uppsala Monitoring Centre published a signal on 

hypotension occurring under agomelatine treatment. In response to the signal the 

marketing authorisation holder accepted that 5- HT2C/5-HT2B antagonists 

could induce an antihypertensive effect in animals and/or humans with 

hypertension, while it did not endorse it as a clinically relevant safety concern.
10 

Melatonin, structurally closely related to agomelatine but binding to the MT 

receptors exclusively is used for sleep disorders such as short-term primary 

insomnia or to decrease jet-lag.
11

 It is interesting that clinical studies revealed 

that its use at night an hour before sleep appeared to lower BP. (There is some 

debate about its mechanism: is it based on serotonin antagonism by melatonin or 

is it because the subjects had fuller, better quality sleep?)
11, 12

 On the other hand, 

melatonin has hypertension as a labelled adverse effect
13, 14

 with a frequency of 

“uncommon” (that means 0.1 to 1.0%).
13
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It is also well-known that some medicines that usually lower blood pressure may 

paradoxically increase blood pressure.
14

 There are drugs (such as pregabalin, 

indicated, among others, to generalised anxiety disorders) that have labelled 

adverse reactions both hypo- and hypertension with the same frequency.
15 

 

Discussion and conclusion  

Based on the overall reporting of adverse reactions for agomelatine and of the 

adverse reaction BPI in VigiBase as a whole, the expected value for the number 

of reports of the combination is 16 and the IC025 is negative (as of 27 June 

2019). However, agomelatine is not used in the USA where BPI is more 

commonly reported overall, and in a disproportionality analysis adjusted for 

region of origin, the expected value is around 10, rendering a stronger statistical 

association which would be highlighted as disproportionally reported by IC 

analysis. This means that if its calculation is restricted to the rest of the world 

(non-US reports), the IC025 is positive. Moreover, taking the high number of 

positive dechallenges in the analysed ICSRs into account (where labelled 

adverse effects of agomelatine abated together with the BPI) and the positive (in 

one case double) rechallenges, they strongly suggest a positive causal 

relationship.  

The BPI action of agomelatine might be dose-dependent (it occurred only at 

higher doses in one case and the patient who experienced repeated rechallenges 

was a slow CYP metaboliser). Moreover, the fact that the individual variability 

of the absolute bioavailability of agomelatine is substantial
4
 might explain its 

rare and sporadic occurrence.  

Considering also the mild hypotensive action of agomelatine and the preceding 

signal on agomelatine – hypotension,
10

 where the number of positive 

dechallenges were also high with one positive rechallenge, the former statement 

may be extended to agomelatine – change in BP (both hypo- and hypertension). 

The paradoxical action of certain antihypertensives causing BPI may be 

explained by an impaired BP regulation system that “over-reacts” to the 

stimulus. Indeed, five patients of the analysed 12 ICSRs (in cases 17-20 and 24) 

had reported “well-controlled” hypertension (i.e. an underlying disease where 

the BP regulation was impaired).  

The marketing authorisation holder’s statements in certain ICSR narratives that 

the cases do not trigger any changes in the core data sheet are fully agreed upon, 

the reaction is far from being proven and can be extremely rare. However, a 
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signal only means information on a possible causal relationship between an 

adverse event and a drug. Considering the above-mentioned aspects, in 

conclusion, agomelatine and BPI (perhaps also more widely: agomelatine and 

change in BP) is considered a signal. 
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पाभेसी धनरम्फनको विियण 

 

 

धस.न. पाभेसी धनरम्फन 
अिधध 

कायण 

1.  स्ऩशश पाभेसी  १५ ददन  Pregastar-75 (10 cap), Spaspain (10 

tab) धफना Prescription धफवि वितयण 
गयेको | 

2.  नेचयुर भेधडकर 
हर  

१५ ददन Revlin-75 (10 cap), Spaspain (10 tab) 

धफना Prescription धफवि वितयण गयेको 
| 

3.  जिना भेधडकर हर १५ ददन Pregout Kit 5 tabs संचम गयेको, TT 20 

Amps Freeze भा नयाखेको, Clonaz 

0.25 mg 14 tabs को खरयद धफर ऩेस 
नगयेको,Trama 20 Caps संचम गयेको  

4.  देधबिपर भेधडकर 
हर 

१५ ददन  Tramadol  150 capsules धफवि 
वितयणको राधग संचम गयेको | 

5.  ऩशऩुधत भेधडकर  २१ ददन ब्मफसामी अनऩुजस्थत, राग ुतथा 
भनोददऩक औषधधहरुको येकडश दरुुस्त 
नबएको,म्माद सभाप्त बएका औसधी 
संचम गयेको | 

6.  सभुागश पाभेसी ७ ददन दताश नबएको D'clin संचम गयेको | 
7.  ज्िरन्त पभाश  १०ददन  Nimodip 91 tabs, Nemadol Inj 40 

amps धफवि वितयणको राधग संचम 
गयेको |  

8.  Kantipur Hospital 

Pvt Ltd Pharmacy 

Unit  
धसरफन्दी 
गरयएको  

ऩसर दताश नगयी संचारन गयेको | 

9.  अधतथी पाभेसी ७ ददन Repegra 100 को 105 tabs, Nefrosave 

135 tabs संचारन गयेको | 
10.  कुिाऩाधन भेधडधसन 

सप्रामसश   
६ 
भवहना  

Tramadol  300 capsules,Zenegra 100 

को 156 tabs, Zenegra Red 100 को 32 

tabs संचम गयेको | 



18 
 

11.  याम भेधडकर हर, 

धभक्रािङु गा.ऩा. 
३० ददन विना दताशको औषधध संचम गयेको य 

औषधधको जस्िऩ खोधर ट्यािरेट फट्टाभा 
याखेको 

12.  हाम्रो फ्रन्डधसऩ 
पाभेसी वियाटनगय 

५ 
भवहना 

औषधधको अनजुचत प्रमोग य दरुुऩमोग 

13.  धसजदद  भेधडकर 
हर शम्बनुाथ -०३ 
सप्तयी 

३५ ददन विना दताशको औषधध संचम गयेको 

14.  भहाविय भेधडकर 
हर धयान-१८ 
सनुसयी 

७ ददन विना दताशको औषधध संचम गयेको 

15.  प्रधतमषु भेधडधसन 
धडजस्िब्मटुसश 
गोरफिाय -०४ 
धसयाहा 

१५ ददन व्मिसामी अनऩुजस्थत 

16.  सधुनधध पाभेसी 
वियाटनगय -०६ 
भोयंग 

१५ ददन विना दताशको औषधध संचम गयेको 

17.  इसान्त पाभेसी 
यंगेरी , भोयंग 

३५ ददन विना दताशको औषधध संचम गयेको 

18.  धसभाना पाभेसी 
विताशभोड झाऩा 

१५ ददन भलु्म िदृदको उियुी, अनसुन्धानभा ठोस 
प्रभाण निटेुको 

19.  वि केमय पाभेसी , 
वियाटनगय भोयंग 

१५ ददन विना दताशको औषधध संचम गयेको 

20.  सविन पाभेसी 
वियाटनगय -०४ 
भोयंग 

२१ ददन विना दताशको औषधध संचम गयेको, 
व्मिसामी अनऩुजस्थत  

21.  श्री एहसान 
आमिेुददक भेधडकर 
विष्णऩुयु धसयाहा 

१५ ददन विना दताशको औषधध संचम गयेको 
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22.  /f]sfof 6O{G; kmfd]{:fL 
Hffh/sf]6 

!% lbg G]fkfndf btf{ gEfPsf] cf}iflw ;+ro 

23.  8]le8 d]l8sn :6f]/, 
Hffh/sf]6 

!) lbg G]fkfndf btf{ gEfPsf] cf}iflw ;+ro 

24.  /f/f d]l8sn xn, 
afFs] 

@! lbg  ;xfos kmdf{l;i6 cg’kl:yt / G]fkfndf 

btf{ gEfPsf] cf}iflw ;+ro 
25.  cf]emf d]l8sn cn, 

8f]6L 
#) lbg G]fkfndf btf{ gEfPsf] cf}iflw ;+ro 

26.  lrtjg P]u|f] e]6 

;]G6/, 
afFs] 

!) lbg G]fkfndf btf{ gEfPsf] cf}iflw ;+ro 

27.  Zf'Snfkmf6f kmfd]{;L,  

s~rgk'/ 

!% lbg Joj;foL cg'kl:yt / G]fkfndf btf{ 

gEfPsf] cf}iflw ;+ro 

28.  7s'Nnf kmfd]{;L, 

s~rgk'/ 

!) lbg G]fkfndf btf{ gEfPsf] cf}iflw ;+ro 

29.  lk|tL kmfd]{;L, 

s~rgk'/ 

@! lbg  ;xfos kmdf{l;i6 cg’kl:yt / G]fkfndf 

btf{ gEfPsf] cf}iflw ;+ro 
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REGULATORY NOTICES 
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g]kfn ;/sf/ 

:jf:Yo तथा िनसंख्मा 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  
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