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EDITORIAL
Managing the COVID Cirisis 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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1. Asian Pharmaceuticals Pvt. 22/02/2022 2077/01/09
Ltd., Bhairahawa

2. CTL Pharmaceuticals Pvt. 06/07/2021 2078/03/21
Ltd., Bhaktapur.

3. Deurali-Janta Pharmaceuticals 10/02/2021 2077/10/27
Pvt. Ltd., Kathmandu

4, Everest Pharmaceuticals Pvt. 06/07/2021 2077/05/02
Ltd., Bhaktapur

5. Genetica Laboratories Pvt. 13/06/2020 2077/02/30
Ltd., Bara

6. Lomus Parenterals & 13/06/2020 2077/02/30
Formulations Pvt. Ltd..
Janakpur

7. Lomus Pharmaceuticals Pvt. 16/10/2021 2078/06/29
Ltd., Kathmandu

8. Magnus Pharmaceuticals Pvt. 12/11/2020 2077/07/26
Ltd., Bara

9. National Healthcare Pvt. Ltd., 08/04/2021 2077/10/27
Bara

10. Nepal Pharmaceuticals Lab. 08/04/2021 2077/10/27
Pvt. Ltd., Bara

11. Nova Genetica Pvt. Ltd., 22/02/2022 2078/11/10

Dhading




12, Ohm Pharmaceuticals Pwt. 10/02/2021 2077/10/27
Ltd., Bhaktapur

13. Panas Pharmaceuticals Pvt. 19/05/2020 2078/09/22
Ltd., Nepalgunj

14. Pharmaco Industries Pvt. Ltd.. 06/07/2021 2078/03/21
Kathmandu

15. Qmed Formulation Pvt. Ltd, 12/11/2020 -
Bhaktapur

16. Quest Pharmaceuticals Pvt. 08/04/2021 2077/02/30
Ltd., Bara

17. Samar Pharma Company Pvt. 12/11/2020 2077/07/26
Ltd., Birgunj

18. Sumy Pharmaceuticals Pvt. 13/06/2020 2077/02/30
Ltd., Nawalparasi

19. Time Pharmaceuticals Pvt. 22/04/2020 2077/10/27
Ltd., Nawalparasi

20. Vega pharmaceuticals Pvt. 19/05/2020 2077/02/05
Ltd, Lalitpur

21. Vijayadeep Laboratories Pvt. 16/10/2021 2078/06/29
Ltd., Lalitpur

22. Curex Pharmaceuticals Pvt. 07/06/2022 2079/02/25
Ltd., Kavre.

23. Amtech Med Pvt. Ltd, 07/06/2022 2078/03/21
Biratnagar

24, Biogain Remedies Pvt. Ltd., 07/06/2022 2079/02/25
Rupendehi

25. Alive Pharmaceuticals Pvt. 15/07/2022 2077/12/15




Ltd., Biratnagar

26. Simca Laboratories Pvt. Ltd. , 15/07/2022 2077/02/05
Bhaktapur

27. Apex Pharmaceuticals Pvt. 23/01/2020 2077/07/26
Ltd., Birgunj

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

29. Omnica Laboratories Pvt. 12/10/2019 2078/06/29
Ltd., Bhaktapur

30. Siddhartha Pharmaceuticals 13/07/2018 2077/02/05
Pvt. Ltd., Bhairahawa

31. Universal Formulations Pvt. 16/12/2014 2077/12/25
Ltd. Bhairahawa

32. Hester Biosciences Nepal Pvt. 20/01/2023 2079/10/07
Ltd., Kabhre

33. Bhaskar Herbaceuticals Pvt. 21/02/2023 -

Ltd., Parsa




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 Il 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 Praton pump inhibitors.



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 fluoroguinolones 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

8



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
9



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. Tamas Paal, 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.™?

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.*

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).

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 §
(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”.* (There were
clinical trials where hypertension was reported in the agomelatine arm. Its
frequency was found to be 1.2%’ 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.®

Experiments have suggested that agomelatine prevents rather than causes
hypertension.®

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.™

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."* 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?)™" *? On the other hand,
melatonin has hypertension as a labelled adverse effect’® * with a frequency of
“uncommon” (that means 0.1 to 1.0%)."
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It is also well-known that some medicines that usually lower blood pressure may
paradoxically increase blood pressure.** 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.*®

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 1C025 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 1C025 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* might explain its
rare and sporadic occurrence.

Considering also the mild hypotensive action of agomelatine and the preceding
signal on agomelatine — hypotension,’® 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 BPlI 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
15



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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i e @it = T |
4o | uyrd AR R4 &7 | sweEm autedq, g a9
TR e Y geEd
THGH],FATE AT AUHT AT
T TG |
€ | AN HEE © e | Tal A9USI D'clin T9F THT |
9, Sad AT qofes | Nimodip 91 tabs, Nemadol Inj 40
amps [ o «nfr d=er
THT |
s | Kot oseter | R | et < s e |
Unit “ﬁ-@ﬁ
R. At wr © fe= Repegra 100 T 105 tabs, Nefrosave
135 tabs T=TAT BT |
q0. | wamty AR £ Tramadol 300 capsules,Zenegra 100
;[W e T 156 tabs, Zenegra Red 100 T 32

tabs T=F BT |
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9. |7 Aewe gel, | 30 T | Foem wdienr oty de Wb T
freFerrare ., ArafesT Rew @ifer omeie sz
T
2. | T e i AT sHfREd A T T
HT e R | A
3. | Rifer Wfewa | 3w B | Foem gater oot G=mr ey

T ITRATT -03
qaq

¥, | R Wewa |6 R | B adr iy gew e
T U956
REEEY

. | i e 4 feT | oEEd srquteaa
fefegeged
AT -0
Rrer

% | gl wrER Q¥ fet | o =t sivfer e et
faRIET R -0¢g
AT

0, | ZEra wEE 3y BT | o Tater sy = Wt

I5. | T S 4 &7 | Fea afewr I8, Aageraa S
faratre = T AT

2. | fr HoR wEE | ¥ R | B gdten sty @ e
[ERUCRRIEERIEX)

0. | WfE wRE 39 &7 | o zater sltofy =g T,
e R -0y A ATARAT
_Jﬁ_'{_rl.

9. | = wgEE QY. & | fer zater sty g=e Wt
AAfeH AlLHA

o

Ao R

NN
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R | s i iy | N4 | AOGHT G FHCH Sty d
TSRS

3. | afrs afegw iy, |10 7| T @ TACH Sty =
TSRS

RY. | Ry dfeme w4, q fem HEF HHIEE F7 g T AT
st TAm AH Sl &=

U | siery e s | 30 & | IOTEHT S@T THCH Al d=T
SE

X | Forera i e qo faqr | HUTerHT TAT AHUHT AW G=T
ey,
Elk3

9, | grerRTer T 9 feq | srEErdt auferd 7 FareE gdqt
> ’ TATEH Al FoT
hd i)

RS, | e T qo feq | FOUTerHT FAT A9UHT AT =
FFATR

R | ot iy 9 fed | s wHitase g afed 7 e
——— AT TATH! AT =
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REGULATORY NOTICES

T W
. sfrorfer e favmmet

W‘ &;ﬁ:oeo" G
_"'411’771":"!?!7[1'1??HWIP{VTWWWW‘NTWJ"WIGJT[’WﬂV
st fatw faaeer 9w A sz gEw fear Recall) 7+ 7 & # fErer a9 farmn T o geEteg
SR WS AGTARGT a9 fAawr A ?%IWWWT?TWTWWWWZJW;?W

Fufee
faa ST 7 =L A Mfg./Exp. HTRUT IFUGHFT AH ¥ ST
Date
1. | BEN-A (Albendazole | T0598059 | Aug.2018 Not comply wirt. ACME Laboratories,
Tablet USP) Aug.2021 Dissolution Dhaka, Bangladesh

arerfer frat (RECALL) & wvafer s St qe=m

vt fafi: Q0w /0y/08
g frquralz aWR APTRAE] PHAT #%Ed AReE dufuesEl awar g Tl aufae i
FOAEFEIE NG TITESTEN =T . F AT 74 T[T SO TECFHA A7 AT AT T v03Y, F G 37
Tt fafta Ao e 0 seneare aEer e (Recall) 7+ 7 &1 %t faaeor a9 faamren Jo1 a1 At
FUMTHEN TAFTIFET ST AT AT GHOT M0FT @ | /0 Fon sAaa faqmiea, @t f@amen o s@m aw
A 7 ARG g wET FA6E A 3|

Mfg./Exp. IAGEHST AH T
faa | shwfisram | @m=a Date FHRUT
13 Routin 10 |ROT 06| Dec.2018/ Not comply | CTL Pharmaceuticals Pvt.Ltd..
(Rosuvastatin Nov. 2020 | w.r.t. Assay and Bhaktapur, Nepal
Tablets IP) Dissolution
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warifira ffdr: 2o0ws/ou/2e

79 furTare SN ST AT Hhe TR sufuesn A aiter el qufte e IarREEe Iatid
auftrersT sama 7, @1 situfires =5 R o g ot sitefies siufi b 20 34 Fawr (v awfe fafls R e
i FRarE 35 At (Recall) T T HT F1 fawor 7@ w1 7 Grafad SenTes S S A gEer v
it B | At sitefees fawiia, ffe faaor qur wim @ia o TRy g wafua gdes 3Ea s |

qufaa
fa.7.| sffieeram | @=LA. | Mfg Date /Exp. Date HIOT TeqTEEET ATH T SET

1 Eloz-100 058025 Apr. 2019/ Mar. 2021 | Does not comply w.r.t. | Maruti Pharma Pvt
(Itraconazole Dissolution test Ltd, Bara, Nepal
Capsules)

2 Eloz-200 ELC- Nov. 2018/ Oct. 2020 | Does not comply w.r.t. | Maruti Pharma Pvt
(Itraconazole 18009 Dissolution test Ltd, Bara, Nepal
Capsules)

AT AR
TARRA A=A STGRATAT FAGHICTA

3iufer cazen e

3Mafdr fOraf (RECALL) Tt Weafowr cAect STeel Fdall

T v fRfq J09s/04 /93

7 PVTTATE 3WR AT HHAT Foew TRGH ATRETH! AT aRew Tat qurae swfrae
JeTEFETE I qUrTeaT ST 7, B Anfr A R WS TEuH A siwfr siwfir ¥ 03
1 w1 ¥ A P fraror deer it ssiRere qowT Reat (Recall) 719 T ey fraror a frsmrr
Ar T gt sraTaewal aar gfafifeeard s it d@r gEET g TRew g )| S
drafy fawia, fafe Pramor qar gaitn @@ T ¥ RG] &N wfEa FEaWE S 8 0

GEINEN
fad.|  dwR@r AW | w5 | Mfg/ExpDate | Fmw | Serewa AT I MR
Alcox 250 m Does not .
1 Capsule (Clocagillin BC1048 | Oct.2018/Sep. comply as per Leben Laborat_ones
Sodium USP) 2020 USP 2018 Pvt Ltd, India
w.r.t. Assay |
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_— =

- W qU1 el AT
afly fasmrat
L

A

KAIE
AME-R P AR TS o v @ 3tef
REMDESIVIR injection AU #fead | SREN fareeay o i #eerad Sl e
Fff-1e s7aR ARG T Health Technology A Committee are fAwRE 3%

mmmmmmmmmmmﬁ
o wERE R RwRE aW Yo RIRE @ TR T AR e
mmmmmﬁmmmWﬁme#
e Fu e AR B sbu/ev/Re W RO v sEER A
sreTATTEET A e e HUaae SRR G T e S e
2E TR SR e RHAIE FE T §H IR T |
G HRRAT |
2 seafaa ARy Rl 7 Rfscese dvaar aftas Rer |
5 brand a1 i o lusive vol y licensing ag
7Y generic SeUrEe TR a1 A FoTw FHGEA v MRy T v oR@OT
Feafeva W P 7+ uiRae |
v el e gea qur e Ak I afdfae Raw |
4 gAETCHS AT Joaan |
¢ seafta HeRA wIEERE, PR {1 GRed WY W PR (SR
manufacturing license or emergeny use authorization, GMP, COPP or free sales
certificate or equivalent, SPC, detail formulation, product specification, method
of analysis, label carton @ artwork, certificate of analysis of finished product,
stability protocol T FewFR @ stability Rrawor, FFfPA SeuEww snfERE

Frarawd Gewt HETE) |

11’v

wael e seEnr e Seemer W stufte woar g, s
FU Ga/ ATHOT FRAT dr Fowd R @ Sl R
Yol RFRAUTEH (HRE b) A G AN WER(FAT FAET
H OB wwee/s0 W BORTGER  HERR wEe w aw TR
SRRT SAAHRIE A I B |




8 e

v fafd : Rowwe/04/39

78 famrer aron ffFfEaom @@z @ierET (Hand Sanitizer) 7851 75
wnﬂ-ﬁn@uaﬁwﬁzmmnﬁaﬁmmﬂmms«mm
(Alcohol Based ) F¥afry ¥a¥ Jows~ faufta furs e fagre gwman suzr sduae
TE E@FE THIEEW WA /ARG @ UERAEeE AeEdE i &
3066/04 /36 FAR LA AF T AT website: www.dda.govnp AT T TEATH
Recageel

I T e WAE e, 76, gien T A  ewde T w10
M TFEHF AGEE T @ a, S9E g9, e W, A 9 ae 2
FAAA A, T B ABAR g, GIem qear qdr It g4, 3 gffe wE 3 T we T
e A A W A g 6 g A T g

amaar e i yarmmeree et A qar e s
@ty g5 | framre fraae TR @@ T @ (Alcoholy® AT WA faiE
TUEEA WAEE A FHG T IEAECTEE TEG | A AUCH R SHa Suw
e THiedeE AW AtEEaem wa ifauee e aatan Femmes
T T FRARE TG SR AAE T0eE e fa aee s s
TEH/AW g1 @A 61 SOFRARTReF] TEEE S GEe g e
THAFHT FEE qUAT AT WA NOAT SR O THET S T T Wi geetad
THEAHF AR @] GOH] AAHH] A€/ TAC WEAREH  FEh TEET AT G |

a9 AHEIET TR :

9. International Chemical Safety Card(ICSC): 0057 Methanol published by I ional Labor
Organization and World Health Orgnmzauon on Mny 2018,

R. Material safety datasheet of N d by The ional Institute for O
Safety and Health (NIOSH), Centre for Dlsease Control and P ion (CDC), last revi d on
May 12, 2011.

ER ion note on Methanol poisoning outbreaks published by World Health Organization on
July, 2014.
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smfar fvat (RECALL) T avaeeft s

gatfora fafa @ 209vlotlon
Aty TF 203y F1 TH ¢ FHIAH faFl faAwm FE T FHAREE E A A (Recall) T
= A 1 faaen @ faurm @ T SrEfA el a9 sAfAfgEE e SR @ @
TEA I TH B | A ITH A A, faE A am yEm ' e v T
#H FrEfd wEerd 3 B |
aulier

fa. e &, | Mig./Exp. FUREFH AW T

A i A Date T

.| Aciloc (Ranitidine |19075| Nov.2019/ | Does not comply as per IP|Cadila Pharmaceuticals,
Injection IP 25mg/ml) Oct. 2022 | 2018 w.r.t. Sterility Test India

AT THR
WY 9T TG AT

ey e fasrrer

Instant Hand Sanitizer faf (RECALL) 9% 4l Acd=a wied gal
weT R : j06/08/9Y

7 e aeen - wE T STERET ave TS (Hand Sanitizer) FEHT FHAT SET

T TTﬁg'q H‘:Wﬁl YARTITEATAT THE0 &7 GTEHT AYEUE “nstant Hand Sanitizer (Alcohol Hasul)m:‘:ﬂ L5 d

R0GE” HFAL THA G TR qURE ATERAHT JAEHEEAE IedliRd AUEEHT S 4. FT Instant Hand

Sanitizer T& 41 UEAT JQ’?:T WT%WR:*T A Instant Hand Sanitizer 7€ 1 fafF-fawr @ 78 a9/Ee T

firel (Recall) 1+ T |rr faawor g fasmmn Svr o wwaftug Sureead SHEGFT @Rt 9 goaT gHIa
TGET G | " A Instant Hand Sanitizer 76 R, B fmon qur wam v € e g aha wea
T AT G |

GAIGES
) TAEHSHN T T
.| SOEEE AW | =E. A | Mfg. Date | Exp. Date FROT 3
s « Does not comply with | Prime Pharmaceuticals

: 2 - 202 Mar. 202 . s %

1. | Safe Hands 200 ml | GSH-001 | Apr. 2020 Mar. 2021 Assay.of Ethyl Alcohol Pvt Ltd, Birgunj
Hand Rub Instant 12 months from | Does not comply with Illmal?.\‘an Sherpa

90 R B.N.0O1 Jun.2020 A Al Herbs Pvt. Ltd.,

Hand Sanitizer, 1 Ltr. the date of Mfg | Assay of Ethyl Alcohol .

Kathmandu, Nepal
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AU TR
AR TAT FAGET FeATd

Aty soaean fawmre

fdt (Recall) THEwRT 3Tca=1

eIt fafa: Rowe/0w/ ok
Seatfad quiderh! saTa . T ST = TURGT YU URUH 6T Sihy Sfafy U7 2034 FT 36 2% FEfaw
et faamor Tt T STREne g fkat (Recall) T € @it faamor 7@ fasmmar Tr 7+ st 3imet
STHERTYRT QT AT GET Weh1iard T & | @t 3% sirafer favkrie, faset faamor aur wnT @i e ey
& TEtad T AR D |

aufas
fad | omfugram | @ a | Mig/Exp. Fr IEEEHT AW T S
Date
1. |Trace-100 ICC-10 |Mar.2019/ |Does not comply as |Nova Genetica
(Itraconazole Feb. 2021 |per BP 2019 wurt. Pvt. Ltd. Dhading,
Capsules) Dissolution Test Nepal

Iethanol fifSia gnes
tizer) Jddotll 3TAcd IR ] Joll

TR fafT © 206e/08 /9%
Tq e Fewer fAEEEaeTT @E q9Ee aTERET ZE TEeEst (Hand
Sanitizer) F&FT THAT Feberd T Al AR AT gETETA W T dwE qmEg
“Instant Hand Sanitizer (Alcohol Based) ¥¥a=eft ¥aw =3ows” fufea fawms wmaw
(Methanol ) THIAST WUHT TAT WYEVE fEqICashT AR TEURT A" T T
TEOHE A T A WAEMEed WAN O /TRETET T @ e
e SREe®! SR a4 frE e afers e oW ae sEraesers

s

g |

R

£ R Mf. JEEH/Repack THH! 7H T
No. Name of the product Date 3 BT
1. | Herbaltree Hand Rub 500 ml | Aug-2020 | Shivika Cosmeceuticals India Pvt | Contains Methanol
(B.N.273) Ltd, Pantmagar, Uttarakhand. | (62% viv)
India
2 KUM Hand Sanitizer 5 Lit. | Mar-2020 | Repacked By: R. Chemical & | Contains Isoporpyl
(B.N.03) Packaging  Industries,  Parsa, | Alcohol (25 % v/v)
Nepal
3. | Clean IHand Sanitizer 5 Lit | Mar-2020 | Repacked By: R. Chemical & | Contains Methanol (8%
(B.N.03) Packaging  Industries,  Parsa, | v/v), Ethanol
Nepal
4. | KUMKUM Instant Hand | July-2020 | Kumkum Herbal Industries Pvt. | Contains Methanol
Sanitiz M) ml (BN.O1) . Lid.. Banepa, Neapl (52% viv) — ]
5 Instant Hand Samitizer Gel 5 Lit | Aug-2020 | Kumkum Herbal Industries Pvi. | Contains Methanol
(B.N.OT) Ltd.. Banepa, Nepal (72% viv)
6. | Instant Hand Samitizer Original, | Jun-2020 | Om Arogya Healthcare Pvi, Lid,, | Contains Methanol (75
I Ltr. (B.N. OA-08) Mahalaxmi-4, Imadol, Lalitpur, | % viv)
Nepal
7. | Sadhana Instant Hand Sanit Aug-2020 | Sadhana Suppliers, Kathmandu. | Contains Methanol (41
5 L. (B.N. 05) Nepal %
8. | Drone Hand Sanitizer. 500 ml Sep-2020 | Kalika Soap and Chemucals Pvt. | Contains Methanol (32
(B.N. 05) Yellow Colour Lid.. Kathmandu, Nepal % viv), Ethanol (9%
viv), Isopropyl Alcohol
(31 % v/v), pH: 9.51
9. | Drone Hand Sanitizer. 500 ml Sep-2020 | Kalika Soap and Chemicals Pvt. | Contains Methanol (33
(B.N. 05) Colourless Ltd., Kathmandu, Nepal % wiv), Ethanol (10%
viv). Isopropyl Alcohol
(32 % v/v), pH: 9.45
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AN THFR
W QA TAGed AATTd
3l erazen fdairordt

3
;

@

X
)

fdurh aIel Methanol [Gif8ia g6 Rleficigork (Hand Sanitizer) Jdadoth

3icdiod SRR Aol

gt Pafer : 0w0/08/¥
g9 faarrer FomeAT f5hn faaeoraT @F auted SEE 2= [T (Hand Sanitizer) 1 AHAT FFew T AT
wfzg drsfr gETTeTSTAT ST TG Q% 91990E “Instant Hand Sanitizer (Alcohol Based) FTRIT T 20w faufea
faaTen TETE (Methanol) FRTHST HUHT T9T AIIGUE (SEAHT AT TEUHE AHT @EIHAT THY THIHF 792 T
&1 TEGHIRE FA A/ ARIGEA T WY HE WA Eed S a9 fatn Ao wwers e wet gemt

qaTer:
S.No. Name of the product Mfg. Date/Exp Date m/:«;pack RO
Aerosoft Instant Hand Sanitizer, T Susankya Industries Pvt | Contains Methanol
i 5 Lts (B.N. $151.202008) Aug-2020/Aug-2022 Ltd., Kathmandu (47 % viv)
AT IR

@ qIT TG AT
3Mufel razen fQotordbt

3ilafa fibal (RECALL) ardl iddfedr 3iceiod SRR Jdall
gaiia frfa: jowe/08RY

TEfEEE ST A, ® el G e SUR aEeEe & sfize dwfr G920y #oaw 3¢ gEiA fats fawer

T X FTARATE TE B (Recall) T T GrET fFEeer 99 FAATAT I97 T FEEfTS IUTR AFKIGRT @07 G G=AT
TR TR F | G g Arvhr g, 5t Ao awr 99 83T 9 T ATRISE 2 gt 99w g |
qatae
faH. | drafirr 17 =9, 4. | Mfg./Exp.Date FHRT SEREHH A T ST
Alexofen—l.?o (Fexofenadine ALE 33 Dec.2019, I\'o? comp}y w.rt. | CTL Pharmaceuticals
| Hydrochloride Tablets USP) Nov. 2021 Dissolution test Pvt. Ltd., Bhaktapur

- ATTA AR

W 9 SAas e

drafer sqaear fawmrar
faurer wam@s Methanol fafum zawe anfReEsiw (Hand Sanitizer) @t

warfare fufar : 2000/0
7w favmer s farspt faaom e aufaer smET Be =Eieger (Hand Sanitizer) & T TT
deaper m ot aften sftafy garmmema ofteor mat A wMEvE “Instant Hand Sanitizer (Alcohol
Based) T @ 300" faufta faurs g (Methanol) Swi@sT WuE! TguETer gHa @y modfiy

THITHF SFHT U 3T FAAIAOEES AN T /TR 5 AT ST S eeE s IeeT ad fas
aufeas

[S.N. [Name of the product T.\Iunumc(ur\-r's Name :.\ddms

1. Instant Hand Sanitizer | Nepal Kayakalpa Udhyog Bhaktapur

E. Instant Hand Sanitizer Original Hygiene Soap and Chemical Pvt. Lid. | Kathmandu

3 Advanced Hand Sanitizer Adhar Chemicals and Food Industry Pvt. Ltd. | Kathmandu
(4. | Instant Hand Sanitizer Refreshing Gel :S‘cun‘h Chem Cum Herbal Products TK;uhmandu

5. | Suryamukhi Hand Sanitizer i_\'uqaunukhl Herbal Products | Kathmandu
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B qIH WFT

T T9T FAaedT §-a1dd
sty sgaear fawmrst

fdure TaRIe Methanol @ifSia ¥ oe[o1 JPROR®! &36s
Welicizor (Hand Sanitizer) Jeafoa

31cAed SRR ol

gFeTE TAfF : 20ws 0y 29

79 faame FwwE {4t faoeom e g9fae wERE mEvS @R
(Hand Sanitizer) 8¥& 9 e I &7 7 sl gaimeemaT TRe
T ATEEr ATIEUS “Instant Hand Sanitizer (Alcohol Based) @ &7 20987
faafea fawres T@@9 (Methanol) TWIEST HT& FAF 2 T ¥) T 707 TOEIH
fa® 473 METHES A JEAT TE WHT @A TR TERE T9 T g5
TGRS JAT TR/ TWRISTET T A8 I WA RIEAeEed geaET a9

Tt
fa.s. SRR AR ITAEFH AR T S FI
q | Opekal Non-washing | Guangzhou Obopekal Contains Ethanol
Antibacterial Solution | Fine Chemical Co. Ltd., | (68 % v/v)
120 ml Guangzhou, China
3 | Sasa Instant Hand Sampada Healthcare | Contains Ethanol
Sanitizer 50 ml Pvt. Ltd., Imadol, (13.78 % viv),
Lalitpur Methanol (39.34 % viv)
z | Pamacare Instant RL Corp India. Valsad, | Contains Ethanol
Hand Sanitizer 60 ml | Gujrat, India (66 % viv)
¥ | Unicare Instant Hand | Shreenath Herbal & Contains Methanol
Sanitizer 65 ml Cosmetic Industry (P) | (565 % v/v)
Ltd., Kathmandu

27




qUTA ATHR
T qGT ATHEAT AT

sty saer fawrre
TP ATHSTHIETATE FAHTLY

% AT ETRAHHTE I ATAR AT AGHTR AR TR |

% AT TR FEafed qEO A fod SR, dfy FE §ANT T, e
TRHT FEL TUSRY T, AGfT JAIE @ AT @ 997 9w i, &
HIAT I & T, Ariger qerrend d@wes (Side effects), @ar swer wawT
&l AIATST T TGS |

S AT TR dgeaTe el AETE

& ITH A AT GT PN AR ETEAFHATS AAHRT oo ;

S AWl gAE TR e fAdTeET, SIATT SrEREs ATCHT, YATE e WTET qUAT A
T AT AAU F@ UH qE ATAT TANT T @IS ERATRHATE R
TG

% 7fg ufw Al FAT T AR AR G AT AR AAT T ASATITEH
TART e ¥ IR

.0

-~

iudt @fe T Aol TEeTRr SHATATATRT AT TS B TR
ddt @fva el afqam faw foq arr TEE |

@], Aet faeTiResal, el Scare, Yerikedr qur e
SATHH

faamrar zar qwuer s fafwfaare ww qor fawr fawsfamr ®v afw
Arafer @fee fafs Ty

.0

R/
0.0

X3

%

& Tafrcadesd a1 WEIFUEST AGGITH TG I ATARUHT T&T AT
faifeer T WY 7 FHA AWy FEOfTATE HY AT AT FAEIHT TERIAT T ATH
B o graeft T WY

% T TICH JAT AT Hem ehd T draedrert fafw-faaw T W

& UM dar Awdr faavee fev deal bonus  ureeft W WY T wgEme
JTARTATE AT T

% Physician sample #r g¥T@rT T

S O TR GeTS WA At Ieare ¥ fathfadeer T Wy

% AN qAT HAEITgaE T ufecaraifes dfueedr @EAa WA T a@nfq @ 2

g i faers

Aol AT AU TATHT TARRT T [AWRTeE STl e

a fashard @31 fasharars FRER Ta e o qur sEmatas gar wel
ol qEerH /A T ¥

AN qAT AAINGTF  ATAEEH AAard FHAT FaAfbcaddr fARTRE®r g
qraeft Yebe TR A fath faarer 7 Wy

K/
.0

(AR )

7

%

4

7

%
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3iafEr g=ior g el fEeudl mxies:

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

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

ASfYy ST TEEEE aTer e |

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

TSl WgHHATATS qWd et |

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

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

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

www.dda.gov.np

iy ST et yraT sEteR

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




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

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

For further information, Please visit www.dda.

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