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EDITORIAL

Role of regulators to achieve
Sustainable Development Goal 2030

SDGs and access to medicine and vaccine

Sustainable development goals are parts of resolution 70/1 of the United Nations
General Assembly in 2015 as a part of “Transforming our World: the 2030
Agenda for Sustainable Development” shortened to ‘2030 Agenda”. Goal no 3 is
specifically designed for health sector as “Ensure healthy lives and promote well-
being for all at all ages”. There are total of 169 targets and 244 indicators with few
repetitions of indicators. Health goal is by far the largest among any other SDGs.
Although all goals are broad and embrace health in all goals concept, 13 targets
and 26 indicators are directly related to health and well-being. Following targets
are related to access to medicines:

3.8 Achieve universal health coverage, including financial risk protection,
access to quality essential health-care services and access to safe,
effective, quality and affordable essential medicines and vaccines for all

3.b Support the research and development of vaccines and medicines for
the communicable and noncommunicable diseases that primarily affect
developing countries, provide access to affordable essential medicines
and vaccines, in accordance with the Doha Declaration on the TRIPS
Agreement and Public Health, which affirms the right of developing
countries to use to the full the provisions in the Agreement on Trade
Related Aspects of Intellectual Property Rights regarding flexibilities to
protect public health, and, in particular, provide access to medicines for all.

Department of drug administration’s (DDA) role and dilemma in early access
to medicines

DDA's role as an agency is to protect and promote public health. In practice this
broad mandate as enshrined through the drug act is translated into two distinct
objectives: first, as an obligation to protect patient from ineffective or harmful
medicines and second to protect patient from consequences of untreated diseases.
In other word the first objective is widely termed as ‘a goalkeeper function’ and
obliges us to apply stringent standards of assessment and to deny permission to
market products where deemed necessary. However, the second objective requires
us to support and enable drug development-with a view to ensure that patients
have access as early as possible to safe and effective remedies.

Aswe all know assessment of safety and efficacy is often a challenging proposition,
due to the fact that no drug is devoid of potential safety issues. In such scenario, we
need to weigh benefits expected from the medicine’s treatment against potential
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harm, this referred to as the ‘benefit-risk balance”. Often, we come across a
dilemma due to the fact that an acceptable trade-off between safety and efficacy is
not straightforward and invariably requires value judgment. Since such balance is
a dynamic process and benefit-risk may change as more information about the new
medicinal product emerges once it is put in a large population and under everyday
conditions. DDA, therefore, may face a mounting dilemma: the need to balance
early market access with the need for comprehensive benefit-risk data. Setting
the regulatory evidence requirements very high might not only stifle innovation
but could also delay or inhibit patients' access to effective treatment. Industry and
some patient advocacy/consumer’s right groups strongly emphasize the point that
these are undesirable consequences, particularly in therapeutic areas characterized
by a high degreeof unmet medical need. On the other hand, lowering the entry
requirements might lead to insufficient knowledge about the benefits and risks
of newly authorized medicinal products and thus might result onto harming the
patients. Detrimental consequences could result from unidentified risks or lack of
efficacy in real life settings. It is widely assumed that the benefits from a range of
medicinal products authorized in developed countries are debatable. It is difficult
to predict how the regulators' dilemma will play itself out in the years ahead.

Going forward strategies and DDA

In achieving SDGs related to access to medicines there might have three going
forward strategies: reducing out-of-pocket expenditure on medicines; addressing
pricing strategies especially for high-cost, breakthrough therapies such as for
Hepatitis C, cancer treatment and assuring medicines quality. Availability of
country data, disaggregation and comparable estimates on access to medicines
are poor to not available. Achieving this target will require considerable input
from both researchers working on health systems in general and those focusing
medicines in health systems. Thus, DDA’s efforts and interventions must be
focused to ensure availability of quality generics and innovative products, equitable
access to those products, appropriate use of those products, and affordable costs
for both households and health systems. For this to happen there is need of strong
regulatory system and harness domestic production. Also, it should focus on
advancing systems to generate information for decision making on how well the
four key objectives are met, using data from different parts of the system and
generated by different stakeholders.

Thus, it is clear that reliable access to effective, safe, quality-assured and affordable
medical products (medicines, vaccines, diagnostics, devices) is key to making
progress towards Universal Health Coverage and the SDGs.

Narayan Prasad Dhakal
Chief Editor



REGULATORY NEWS

A. ACTIVITES OF DEPARTMENT OF DRUG ADMINISTRATION

Department of drug administration (DDA) is responsible for the implementation of
the Drugs Act 1978 and its regulations. The various administrative and regulatory
activites carried out by DDA and its branch offices in Biratnagar, Birgunj and
Nepalgunj during the fiscal year 2074/75 (July 2017 to June 2018) are given below.

1. Number of registered Pharmacy outlets (upto Mangsir 2075 as updated
on DAMS)

Wholesaler Retailers

g EE o £

S $ g% 3z £ 5 £ EF 3z B
District <=ﬂ 2 = 25 & = 2 F 2 5 = 3
PROVINCE NO 1
Jhapa 96| 19 4] 1| 0] 120 S567| 167 87| 34| 0| 855 975
Panchthar 2 0] of ofof 2 361 13 131 21 0 64 66
Ilam 1 0] of ofo 1 51 35 13| 7| 1] 107| 108
Taplejung 0 of of ofo] O 17 3 0] 0 26 26
Terathum 0 of of ofo] O 20 8 41 31 0 35 35
Sankhuwasabha 1 of of ofo 1 391 10 51 41 1 59 60
Bhojpur 0 of of ofo] O 26 4 Il of 1 32 32
Dhankuta 1 1] 0] ofof 2 521 191 10| 4] 1 86 88
Sunsari 721 191 9| 3| 0| 103] 603 1521 93] 30| 3| 881| 984
Morang 2041 50| 20( 7| of 281| 888 200| 161| 51| 9| 1309] 1590
Solukhumbu 0 of of ofo|] O 11 0 0] 0] O 11 11
Okhaldhunga 0 of of ofo|] O 21 5 | 1 28 28
Udaypur 9 2 0 of o 11| 108] 30| 31| 3| O 172] 183
Khotang 0 of o] ojo] O 21 3 31 of 1 28 28
PROVINCE NO 2
Siraha 53 5 4] 0] 0] 62| 320| 60 74 8| O] 462| 524
Saptari 43 5[ 4] 0 o] 57| 326| o1 67| 17| 1] 472 529
Mahottari 23 2 0] 0] O] 25 951 201 67| 9| Of 191| 216




Sarlahi 250 0 1] 0] O] 26 159 s1f 137 8| 0] 355| 381
Dhanusha 891 13| 3| O] Of 105 313| 49| 185] 8| O 555 660
Bara 14 3] 1] 1) 0] 19] 181 56| 38| 2| 0 277| 296
Parsa 2241 26] 16] 3] 0] 269 326] 55| 36 9| O] 426] 695
Rautahat 241 6 1] 0of o] 31| 149| 43| 170] 6] 0| 368 399
PROVINCE NO

Makawanpur 170 4 2| 0] of 23 119] 46| 20] 4] 0f 189 212
Sindhuli 21 of oj ofo] 2 411 13 12) 1] 0 67| 69
Ramechhap 4] 0] 0] 0] 0] 4 23 9 50 1] 0 38 42
Dolkha 1 0f 0] 0[O0 1 31 6 5 0f 0 421 43
Chitawan 114 40 4| 0| O] 158 510 184| 102] 25| Of 821 979
Rasuwa 0f of o] ofo] O 8 2 1| 0] O 11 11
Nuwakot 5] 0f of ojof 5 64| 41 50 1f o] 111 116
Dhading 9 1| 0f 0] of 10 86| 34 8] 3 131] 141
Sindhupalchok 0] 0f 0Jof O 431 11 0f of 0 54 54
Kavre 11 8] 0] 0] 0] 19] 103] 36] 13| S| O] 157] 176
Bhaktapur 471 5] 2| 0] O 54| 252] 22| 29| 1] 0] 304| 358
Lalitpur 82 21| 1] Of 0] 104] 471 30| 48] 5[ 0] 554] 658
Kathmandu 569 86| 31| 4] 0f 690 2148 92| 276] 37| O 2553 3243
GANDAKI PROVINCE

Kaski 117) 6] 5| 0] of 128 485] 61| 72| 15] 0| 633 761
Syangja 7 1| 0f ojof 8 921 17] 22| 3| 0] 134] 142
Tanahu 7 1) 0] 0] of 8| 113] 32| 39 10] 0] 194| 202
Gorkha 21 0of of ojof 2 68| 11 51 0] 0 84 86
Lamjung 1 0] 0] 0]0 1 63 9] 12] 2| O 86 87
Manang 0 0] 0f 0] O 0 0] 0 0 0
Mustang 0 0 0f 0] 0O 0 0f 0 2 2
Parbat 1 2] 0] 0] O] 3 421 14 10 of o 66| 69
Myagdi 1 1] 0] 0Jof 2 19 51 0] 0 28] 30
Baglung 12 21 1| 0] 0] 15 75 9 2 0 921 107
Nawalparasi * 4 1] 1] 0] 0] 6] 208] 73| 49| 7| 0| 337| 343
PROVINCE NO

Palpa 3 21 0] ofo] 5 82| 33| 15| 3] O] 133| 138
Rupandehi 140] 18] 10| 2| 1| 171] 590) 120] 73| 28] 0] 811] 982
Arghakhanchi 3 0] 0JOf 3 78 9 7 0 941 97
Gulmi 6 0] 0] 6 95| 17| 15 0 133 139




Kapilvastu 17 1| 1| 1] 0] 20f 125] 31| 26 0] 186] 206
Rolpa 0 0] Of ofOf O 37 3 7 0 47 47
Pyuthan 10 0] Of of of 10 541 10 12 0 78 88
Dang 62 1] 3] Of Of 66 421 92| 84| 15] 0] 612 678
Banke 145 9 5] 0] 0] 159 480) 114] 58] 29| O] 681] 840
Bardiya 3 1] O Of 0 4| 179] 93] 47| 36| 0] 355] 359
Rukum * 8 0f 0] 0] 0] 8 55 g 13] 1] 0 77 85
KARNALI PROVINCE

Salyan 3 0f 0] 0J0] 3 56 7 6] & 0 71 80
Surkhet 22 21 0] Of O] 24 129 34] 21| & O] 192] 216
Dailekh 0 0f o] 0f0O] O 32 5 2] & 0O 47 47
Jajarkot 1 0f 0 0O 1 21 7 50 51 0 38 39
Jumla 4 0of 0] 0 0] 4 25 7 4] 0f 0 36 40
Humla 1 0f 0 0 1 5 0 of 11 0 6 7
Mugu 0 0f 0] 0)J0O] O 14 3 51 2 24 24
Dolpa 0 0f of 0J0] O 13 1 0] 1] O 15 15
Kalikot 1 0f 0] 0]0 1 13 1 0f 4] 0 18 19
SUDURPASCHIM PROVINCE

Bajhang 1 0f 0] 0] 0 1 21 If 11f 0] 0 33 34
Bajura 0 0f 0f 00 O 17 2 71 0] O 26 26
Achham 9 0f 0] 0] 0] 9 79 21 16] 1] 0 98] 107
Doti 6 0f 0] 0] 0] 6 41 3] 16] If 0 61 67
Kailali 104] 10] 3| Of O] 117 525] 132] 92] 60 O] 809] 926
Darchula 0 0f 0f 0] O 8 1 21 0] 0O 11 11
Baitadi 0 0f 0 0) O 40 71 201 3 0 70 70
Dadeldhura 16 0f 0f 0] 16 30 8 221 0] O 60 76
Kanchanpur 17 1] 0] 0] Of 18] 205 79| 28| 13] O] 325| 343
Grand Total 2481| 375| 132) 22| 1] 3011] 12865| 2627| 2563| 567) 18| 18640] 21651

* Nawalparasi (Bardaghat Susta Purba/Paschim) and Rukum (east/west)
east/west have not been separated in DAMS software. So these districts have
been Kkept as in earlier structure without repetition in relevant provinces.

2. Pharmaceutical Industries upto Ashadh 2075

Category Allopathy Veterinary Ayurved/Herbal
Foreign 336 15 34
Domestic 68 12 78




3.

Pharmaceutical Products for marketing authorization upto Ashadh 2075

Category Total Brand
Foreign 9696
Domestic 8527

4. Activities carried out by DDA in FY 2074/75
Major activities

1.

Awareness on the rational use of medicines by different media.

2. Regular publication of Drug Bulletin of Nepal (DBN).
3. Audit/inspection of domestic drug industries for WHO Good
Manufacturing Practice (GMP) compliance.
4. Inspection of retail & wholesale pharmacies for compliance.
5. Post marketing quality analysis of drugs available in market.
6. Inspection of Foreign Manufacturers before registration of products.
7. Conducting examination of veterinary drug sellers’ training.
8. Audit of domestic manufacturer laboratory for compliance of Good
Laboratory Practice (GLP)
9.  Taking legal and administrative action for violation of regulatory standards.
10. Recall of medicine from market which failed to meet quality standard.
11. Conducted training on Good Manufacturing Practices for Auditors.
12.  Conducted training on Good Laboratory Practices for Auditors.
13.  New edition of Nepalese National Formulary published. (NNF 2018)
14. Prepared guidelines on Drug pricing.
15. Prepared guidelines on Good Manufacturing Practice of Ayurvedic and
Herbal Medicines.
16. Prepared Antimicrobial training manual for Drug retailers.
Target Vs Achievement, FY 2074/75
5. Activities Unit | Target | Achievement Achfev: ment
N in %
1 | Drug information to the Number |30 32 107
public by different media
2 | Publication of Drug Bulletin Issue 3 3 100
of Nepal
3 | Conducting examination of Number |2 2 100
veterinary drug sellers’ training
4 | Inspection of domestic Number | 100 90 90
Pharmaceutical Industries
5 |Inspection to drug retailers Number {2900 |3691 127
& wholesalers
6 | Drug sample Analysis Number | 1000|1004 100




7 | Audit of Pharmaceutical Number |30 32 107
Analytical Laboratories

PNAN LD

DN NN NN = = === == === O

8 |Inspection of Foreign Times |5 8 160
Companies
5. List of Foreign manufacturers registered during FY 2074/75

Hetero Biopharma Limited, India

Liaoning Chengda Biotechnology, China

Sava Healthcare Limited

Medicavet Tarim Hayvaancilic Ve Kimya San Tic Ltd Turkey (VET)
Zydus Healthcare Pvt. Ltd., India

Therdose Pharma Pvt. Ltd, India

Eli Lily & Company Limited, UK (VET)

Intas Pharmaceutical Ltd, India

Intas Pharmaceutical Ltd, India

Windlas Biotech Ltd, India

. Remidex Pharma Pvt. Ltd, India

. Alkem Health Sciences, India

. Bilthoven Biologicals B.V., Netherlands
. Psychotropics India Ltd, India

. Catalent Germany Eberbach GMBH

Eskag Pharma Pvt. Ltd., India

. East African (India) Overseas, India
. Cooper Pharma Ltd, India (Human/Veterinary)

Rusoma Laboratories P. Ltd, India

. Boehringer Ingelheim Pharma, Germany

. Beta Drugs Pvt. Ltd., India

. Nitin Lifesciences Ltd, India

. Immacule Lifesciences Pvt. Ltd.

. BDR Pharmaceuticals International Pvt Ltd, India
. Boehringer Ingelheim Pharma, GMBH, German

. Virchow Biotech Pvt. Ltd., India

. Cadila Healthcare Ltd, India

. Panacea Biotec Ltd, India

29.
30.
31.
32.

MSN Laboraories Pvt. Ltd., India

Acme Formulation, India

Midascare Pharmaceuticals Pvt. Ltd., India
Zhejiang Pukang Biotechnology Co. Ltd, China

B. ACTIVITES OF NATIONAL MEDICINES LABORATORY
National Medicines Laboratory (NML) is the national regulatory laboratory as
per the Drugs Act, 1978. It is responsible for the analysis of medicine samples
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submitted from DDA (inspection, market surveillance etc.), other government
organizations and domestic/foreign industries.

1. Analysis of medicine samples during FY 2074/75

Medicine samples were analyzed as per the pharmacopoeias recognized by the
Drug standard regulation, 2043 for parameters like assay, dissolution, content
uniformity, physical etc. The total samples received during this fiscal year were
1193. The analyzed samples were 1004 including samples from the previous fiscal
year.

Sample source No. of samples Compliance Non-
P tested P compliance

Samples from

DDA 478

Samples from
114

other sources

Samples from 913 91
412

market sample

Total 1004 913 91

2. Laboratory audited during FY 2074/75

Quality control laboratories of Nepalese Pharmaceutical Industries and Private
Analytical Laboratories were audited to assess the compliance for Good Laboratory
Practice (GLP) with respect to different facilities like instrument, equipment,
premises, personnel, chemicals/reagents environmental control, stability,
documentation, self-audit and other activities. These sorts of activities were being
carried out to encourage the laboratories for self-auditing and improvement as
per the norms of GLP towards attaining the ultimate goal of quality system. 32
laboratories were audited, majority of them were in the process of upgrading as
per the requirement of GLP.

3. Participation in proficiency testing during FY 2074/75

During this fiscal year NML had participated in two proficiency testing/ILC
program organized by Department of Plant Resource, Natural Product Research
Laboratory and PTB German for performance of our analytical capability.

4. Conduction of training

NML conducted training on ISO 17025 for NML staff to make them aware about
Laboratory Management System.
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IMPORTANT INFORMATION

Amiodarone

Risk of agranulocytosis and leukopenia

The Ministry of Health, Labour and Welfare (MHLW) and the Pharmaceuticals
and Medical Devices Agency (PMDA) have announced that the package inserts
for amiodarone (Ancaron®) should be revised to include agranulocytosis and
leukopenia as adverse reactions. Amiodarone is indicated for treatment of
ventricular fibrillation, ventricular tachycardia, and heart failure when patients
have not responded to other available antiarrhythmics or when alternative agents
cannot be used. A total of three cases associated with agranulocytosis and/or
leukopenia were reported in Japan, and a causal relationship with amiodarone
could not be excluded for one of these cases. Based on the investigation of the
evidence currently available, MHLW/PMDA have concluded that revision of the
package insert was necessary

Source: WHO Pharmaceuticals Newsletter No.4, 2018
In Nepal: Health care professionals are warned of the risk of development of
agranulocytosis and leukopenia with the use of amiodarone.

Benzocaine

Risk of blood disorder in infants and children

The US Food and Drug Administration (FDA) has announced that over the counter
(OTC) oral medicinal products containing benzocaine (Anbesol®, Orabase®,
Orajel®) should not be used to treat infants and children aged less than two
years due to risk of blood disorders. Benzocaine is a local anesthetic contained
in some OTC products for the temporary relief of pain due to minor irritation,
soreness, or injury of the mouth and throat. Benzocaine can cause a condition in
which the amount of oxygen carried through the blood is greatly reduced, called
methemoglobinemia, which can be life-threatening and result in death. In addition,
manufacturers were requested to change the labels of benzocaine containing
products to include: a warning about methemoglobinemia; contraindication in
infants and children younger than two years; and revisions to the directions for
parents and caregivers.

Source: WHO Pharmaceuticals Newsletter No.4, 2018
In Nepal: Health care professionals are warned of the risk of development of
blood disorder in infants and children with the use of benzocaine.

Clarithromycin

Risk of arrhythmia, myocardial infarction and cardiovascular mortality

The Health Products Regulatory Authority (HPRA) has announced that the product
information for clarithromycin-containing medicinal products will be updated to
reflect findings from observational studies which have identified a rare, short term
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risk of arrhythmia, myocardial infarction and cardiovascular mortality associated
with clarithromycin. Clarithromycin is used to treat various bacterial infections. It
is known that clarithromycin has been associated with effects on QT prolongation
and cardiac arrhythmias and the product information for clarithromycin provides
guidance on use in patients at risk of ventricular arrhythmia and other cardiac
conditions. As part of a routine periodic assessment of clarithromycincontaining
medicines by the Pharmacovigilance Risk Assessment Committee (PRAC)
of the European Medicines Agency (EMA), cumulative evidence to date on
cardiovascular safety of clarithromycin was reviewed. The PRAC noted that
some observational studies have identified a rare, short term risk of arrhythmia,
myocardial infarction and cardiovascular mortality associated with clarithromycin.
It is recommended that consideration of findings should be balanced with known
treatment benefits when prescribing clarithromycin, particularly in patients with a
high baseline cardiovascular risk.

Source: WHO Pharmaceuticals Newsletter No.4, 2018
In Nepal: Health care professionals are warned of the risk of arrhythmia,
myocardial infarction and cardiovascular mortality with the use of clarithromycin.

Dipeptidyl peptidase4 (DPP-4) Inhibitor

Risk of pemphigoid

MHLW and PMDA have announced that the package inserts for omarigliptin
(Marizev®), trelagliptin succinate (Zafatek®), and saxagliptin hydrate (Onglyza®)
will be revised to include pemphigoid as a clinically significant adverse reaction.
Dipeptidyl peptidase-4 (DPP-4) inhibitors are indicated for type 2 diabetes mellitus.
A total of 19 cases of pemphigoid associated with the use of DPP-4 were reported
during the previous three fiscal years. Of the 19 cases, a causal relationship with
DDP-4 inhibitors could not be excluded in six cases. Based on the investigation
of the evidence currently available, MHLW/PMDA concluded that revision of the
package inserts was necessary.

Source: WHO Pharmaceuticals Newsletter No.4, 2018
In Nepal: Health care professionals are warned of the risk of pemphigoid
associated with the use of Dipeptidyl peptidase-4 (DPP-4) or gliptins.

Fluoroquinolone antibiotics

Strengthened warnings on the risk of hypoglycaemia and mental health
adverse effects

The FDA has announced that the drug labels of fluoroquinolone antibiotics should
be strengthened to include coma as a potential outcome of hypoglycaemia, and to
list adverse effects related to mental health such as disorientation and agitation.
Fluoroquinolone antibiotics, such as moxifloxacin, delafloxacin, ciprofloxacin,
are indicated to treat certain serious bacterial infections. Most fluoroquinolone
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antibiotic product labels include a warning on blood sugar disturbances and mental
health adverse effects, but the new label changes will add that hypoglycaemia can
lead to coma and will also make the mental health adverse effects more prominent
and consistent by listing adverse effects such as disturbances in attention,
disorientation, and agitation.

Source: WHO Pharmaceuticals Newsletter No.4, 2018
In Nepal: Health care professionals are warned of the risk of hypoglycemia and
mental health adverse effects with the use of fluoroquinolone antibiotics.

Metronidazole

Risk of hepatic impairment

MHLW and PMDA have announced that the package inserts for metronidazole
containing products (such as Flagyl®, Lampion®, Rabefine®, and Vonopion®)
should be revised to include hepatic impairment as a clinically significant
adverse reaction. Metronidazole is indicated for treatment of infections such as
trichomoniasis, anaerobic bacterial infections, infectious enteritis and bacterial
vaginosis. A total of four cases of hepatic impairment were reported, and a causal
relationship with metronidazole could not be excluded for two of these cases. In
addition, severe hepatotoxicity or acute hepatic failure resulting in mortality was
reported in patients with Cockayne’s syndrome. Based on the investigation of
the evidence currently available, MHLW/PMDA concluded that revision of the
package insert was necessary.

Source: WHO Pharmaceuticals Newsletter No.4, 2018
In Nepal: Health care professionals are warned of the risk of hepatic impairment
with the use of metronidazole.

Hydrochlorothiazide

Potential Risk of hearing disorders

The Eritrean Pharmacovigilance Centre has reviewed cases of hearing disorders
reported with the use of hydrochlorothiazide and concluded that there is a suggestive
causal relationship. Hydrochlorothiazide is a diuretic used to treat hypertension
and swelling due to fluid build-up. The Eritrean Pharmacovigilance Centre
received cases of hearing disorders, including irreversible deafness associated
with hydrochlorothiazide use. Data was retrieved from the WHO global database
of Individual Case Safety Reports (ICSRs), VigiBase™ . From 1972 to 2017, 94
cases were submitted from 18 countries to VigiBase™ . Twenty-six cases reported
hearing disorder following the sole intake of hydrochlorothiazide. Consistency and
a dose response relationship were also observed in the case series. This case series
assessment found a suggestive causal relationship between hydrochlorothiazide
and hearing disorders, although the results should be interpreted with caution due
to study limitations.
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Source: WHO Pharmaceuticals Newsletter No.4, 2018
In Nepal: Health care professionals are warned of the risk of development of
hearing disorders associated with the use of hydrochlorothiazide.

Hyoscine butylbromide injection

Risk of cardiovascular adverse reactions

Medsafe issued an alert warning health-care professionals that hyoscine
butylbromide (Buscopan®) injection can lead to cardiovascular adverse reactions,
such as hypotension and tachycardia. Hyoscine butylbromide is used to treat
muscle spasm in the gastrointestinal tract. Internationally, there are fatal reports
of patients who received intravenous or intramuscular injection of hyoscine
butylbromide. In New Zealand, the Centre for Adverse Reaction Monitoring
(CARM) received nine reports of suspected cardiovascular adverse reactions to
hyoscine butylbromide injection between 2013 and 2017. Medsafe warns that
hyoscine butylbromide injection should be used with caution in patients with
underlying cardiovascular disease.

Source: WHO Pharmaceuticals Newsletter No.4, 2018

In Nepal: Health care professionals are warned of the risk of cardiovascular
adverse reactions such as hyptension and tachycardia with the use of Hyoscine
butyl bromide injections.

Sodium-glucose cotransporter-2 (SGLT2) inhibitors

Potential risk of acute pancreatitis

Health Canada has concluded that there is a possible link between the use of sodium-
glucose cotransporter-2 (SGLT?2) inhibitors such as canagliflozin (Invokana® and
Sulisent®), dapagliflozin (Forxiga®), and empaglifiozin (Jardiance®) and acute
pancreatitis following a review of the available evidence. SGLT2 inhibitors are
used to lower blood sugar in patients with type 2 diabetes. Health Canada received
20 Canadian reports and examined 28 international reports of acute pancreatitis
related to the use of SGLT2 inhibitors. Health Canada’s review concluded that
there may be a link between the use of SGLT2 inhibitors and acute pancreatitis.
Health Canada is working with the manufacturers to update the product safety
information on SGLT?2 inhibitors to inform health-care professionals about this risk.

Source: WHO Pharmaceuticals Newsletter No.4, 2018
In Nepal: Health care professionals are warned of the risk of acute pancreatitis
with the use of sodium-glucose cotransporter-2 (SGLT?2) inhibitors.

Amoxicillin

Risk of drug reaction with eosinophilia and systemic symptoms (DRESS)
syndrome

The Health Sciences Authority (HSA) has announced that the package inserts
for amoxicillin containing products (Amoxil®) and amoxicillin/clavulanate
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(Augmentin®) will be updated to include the risk of eosinophilia and systemic
symptoms (DRESS) syndrome as an adverse drug reaction. Amoxicillin is
indicated for the treatment of commonly occurring bacterial infections such as
respiratory tract, genitourinary, skin, and soft tissues infections. The European
Medicines Agency (EMA)’s Pharmacovigilance Risk Assessment Committee
(PRAC) conducted a safety review and recommended that the package inserts for
amoxicillincontaining products should be updated to include the risk of DRESS
syndrome. HSA has received six serious local reports of DRESS syndrome
associated with the use of amoxicillin/clavulanate. Two of the six cases described
visceral involvements (hepatitis and myositis).

Source: WHO Pharmaceuticals Newsletter No.5, 2018

In Nepal: Health care professionals are warned of the risk of drug reaction
with eosinophilia and systemic symptoms syndrome (DRESS) with the use of
Amoxicillin.

Ampicillin and ampicillin prodrugs

Risk of acute generalized exanthematous pustulosis

The Ministry of Health, Labour and Welfare (MHLW) and the Pharmaceuticals
and Medical Devices Agency (PMDA) have announced that the package inserts
for ampicillin (Viccillin®), bacampicillin (Viccillin-S®), and sultamicillin
(Pengood®) should be revised to include acute generalized exanthematous
pustulosis as an adverse drug reaction. Ampicillin, bacampicillin and sultamicillin
are antibiotics used to treat several conditions, such as sepsis, infective
endocarditis and superficial skin infections. A total of two cases involving acute
generalized exanthematous pustulosis have been reported in patients treated with
preparations containing ampicillin or bacampicillin in Japan during the previous
three fiscal years. As bacampicillin and sultamicillin are prodrugs of ampicillin,
MHLW/PMDA concluded that the revision of the package inserts was necessary.

Source: WHO Pharmaceuticals Newsletter No.5, 2018
In Nepal: Health care professionals are warned of the risk of acute generalized
exanthemous pustulosis with the use of ampicillin and ampicillin prodrugs.

Beta-lactam antibiotics

Risk of severe cutaneous adverse reactions (SCAR)

Health Canada has announced that there is evidence of a link between the use of
beta-lactam antibiotics and the risk of severe cutaneous adverse reactions (SCAR).
WHO Pharmaceuticals Newsletter No. 5, 2018 6 Regulatory Matters Beta-
lactam antibiotics are a widely prescribed group of antimicrobial agents and are
indicated to treat many types of bacterial infections. Betalactam antibiotics include
ampicillin, amoxicillin, piperacillin and penicillin. Health Canada reviewed the
risk of SCAR with beta-lactam antibiotics because information submitted by a
manufacturer suggested a potential risk of SCAR with amoxicillin/clavulanic
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acid. Because the risk of SCAR is included in the product information for
some betalactam antibiotics, Health Canada decided to review all beta-lactam
antibiotics, focusing on products that do not already include SCAR in their product
information. Health Canada has received 45 Canadian reports of SCAR in patients
exposed to betalactam antibiotics.. At the time of the review there were 8,855
Individual Case Safety Reports (ICSRs) in the WHO global database for ICSRs,
VigiBase®. The review established a possible link between the use of beta-lactam
antibiotics and the risk of SCAR.

Source: WHO Pharmaceuticals Newsletter No.5, 2018
In Nepal: Health care professionals are warned of the risk of severe cutaneous
adverse reactions (SCAR) with the use of beta-lactam antibiotics.

Ceftriaxone

Risk of convulsions and involuntary movements

MHLW and PMDA have announced that the package insert for ceftriaxone
(Rocephin®) should be revised to include neuropsychiatric symptoms such as
convulsions and involuntary movements as adverse reactions. Ceftriaxone is
active against microorganisms of genera: Streptococcus, Pneumococcus, and
Escherichia coli. It is indicated for the treatment of bacterial infections such
as sepsis, pharyngitis, tonsillitis and acute bronchitis. A total of 19 cases of
neuropsychiatric symptoms have been reported in Japan during the previous three
fiscal years, and a causal relationship with ceftriaxone could not be excluded for
11 cases. Also, there are cases of neuropsychiatric symptoms reported in patients
treated with ceftriaxone overseas. MHLW/PMDA concluded that revision of the
package insert was necessary based on currently available evidence.

Source: WHO Pharmaceuticals Newsletter No.5, 2018
In Nepal: Health care professionals are warned of the risk of convulsions and
involuntary movements with the use of ceftriaxone.

Corticosteroids

Risk of central serous chorioretinopathy (CSCR)

Medsafe has informed health-care professionals of reports of central serous
chorioretinopathy (CSCR) with the use of both topical and systemic corticosteroids.
Corticosteroids are widely used to treat various symptoms such as, inflammation,
immunosuppression and proliferation. The Centre for Adverse Reactions
Monitoring (CARM) received reports for one case of CSCR and two cases of
retinal detachment associated with corticosteroid use. Symptoms of CSCR include
blurred or distorted vision, blind spots, micropsia, sensitivity to bright light and
reduced contrast sensitivity. Medsafe is working with sponsors to include safety
information about CSCR in the New Zealand data sheets for all corticosteroid-
containing products.

Source: WHO Pharmaceuticals Newsletter No.5, 2018
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In Nepal: Health care professionals are warned of the risk of central serous
chorioretinopathy with the use of corticosteroids.

Methadone

Risk of serious harm in children breastfed by mothers being treated with methadone

Health Canada has announced a possible link between methadone (Methadose®,
Metadol-D®) exposure in children through breast milk and the risk of serious harm
(including death). Methadone is used to treat addiction to opioids, such as heroin,
in adults. It works by preventing withdrawal symptoms. Health Canada reviewed
a published article that reported two Canadian cases of death in children who had
increased levels of methadone in their blood because they were being breastfed
by mothers being treated for opioid addiction. Health Canada also reviewed 13
international cases of methadone toxicity in children exposed through breast milk,
10 of which reported death. A possible link between methadone and the risk of
serious harm in children was found in 12 of these cases. Health Canada’s review
of the available information found that there may be a link between methadone
and the risk of serious harm in children breast fed by mothers taking methadone.
Health Canada will be working with the manufacturers of methadone containing
products to strengthen the product information, to warn of the risk of serious harm.

Source: WHO Pharmaceuticals Newsletter No.5, 2018
In Nepal: Health care professionals are warned of the risk of serious harm in
children breastfed by mothers being treated with methadone.

Methotrexate

Risk of teratogenicity

The Health Products Regulatory Authority (HPRA) has announced that the product
information and Package Leaflet for oral methotrexate will be updated to reflect
current knowledge in relation to teratogenicity, use of methotrexate in women of
child bearing potential, and in male patients. Oral methotrexate is indicated for the
treatment of active rheumatoid arthritis, adult psoriasis and in a number of oncology
related indications. Methotrexate is a known teratogen and is contraindicated for
use during pregnancy and lactation. Women are advised not to become pregnant
while taking methotrexate and effective contraception should be used throughout
treatment and for at least six months after treatment cessation. It is also advised that
male patients taking methotrexate are recommended to use reliable contraception.
HPRA recommends that methotrexate should be administered as a once weekly
dose only for rheumatology and dermatology indications.

Source: WHO Pharmaceuticals Newsletter No.5, 2018

In Nepal: Health care professionals are warned of the risk of teratogenecity when
methotrexate is used in pregnant women.

Prednisone, prednisolone
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Risk of scleroderma renal crisis (SRC) in patients with systemic sclerosis
Health Canada has informed health-care professionals of a possible link between
the use of oral prednisone and prednisolone, and the risk of scleroderma renal
crisis (SRC) in patients with systemic sclerosis. Prednisone and prednisolone are
indicated to treat allergies and inflammation. The announcement was triggered
following an update of the product safety information for oral and injectable
prednisone and prednisolone products by the EMA in July 2017. Health
Canada reviewed the potential risk of SRC with the use of oral prednisone and
prednisolone products in patients with systemic sclerosis. Two Canadian reports
and six published international reports were reviewed and a link between the use
of oral prednisone and prednisolone, especially at higher doses, and the risk of
SRC in patients with systemic sclerosis was found. Health Canada will be working
with the manufacturers to update the Canadian product safety information for oral
prednisone and prednisolone products to inform health-care professionals and
patients about this risk.

Source: WHO Pharmaceuticals Newsletter No.5, 2018
In Nepal: Health care professionals are warned of the risk of scleroderma renal
crisis in patients with systemic sclerosis with the use of the stated drug.

Sedating antihistamines

Contraindication for use in children under two years

Medsafe has announced that sedating antihistamines are now contraindicated
in children aged under two years and are no longer indicated for the treatment
of anxiety due to risk of sedation and respiratory depression. Sedating
antihistamines include: alimemazine, brompheniramine and ketotifen. They are
indicated to treat conditions such as cough and insomnia. The MARC reviewed
available information and recommended that sedating antihistamines should be
contraindicated in children aged less than two years. Additionally, the Medicines
Classification Committee (MCC) recommended that statements indicating that
sedating antihistamines can be used for the treatment of anxiety should be removed
from the pharmacist-only (restricted) medicines.

Source: WHO Pharmaceuticals Newsletter No.5, 2018

In Nepal: Health care professionals are advised to avoid use of sedating
antihistamines in children aged under two years or in the treatment of anxiety.
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REGULATORY NOTICES

Ay sgeean faswwmRT
siafer foRat (RECALL) T @afeer sterma TR @I

79 faqmETe ISR STETEART SHHAT Hehol TTNUHT Siftgtenl TEAT GRET el qutdet s iieHeRT
IeEHERATE IcqMed quiae AT o, T HTaes =7 O U Uil df sifuee fwfa O
034 F TH 2% FEIS fafs faawor Jaerr it SomaTe g fhal (RECALL) T T Gkl faamor o9
forammar e o Ty U T wEmfer SO qoT STEdeRdT qe faehT STTTeRTiER WidTTEEsRT SRR
AR A7 AT FeRthad U B W 3% Sfwtee fadii, fafs faawor qem v gae e ey g

qrateg TeeTs ST B |
aufae
faa siferr A ==, 7 | Mfg/ Expiry date FRUT IeqEEHHT AR T ST
2. Formin-G1 Forte LPN Mar 2018/Feb 2020 Chipping/Breakage in Nepal Pharmaceuticals
74202 tablets in blister pack Laboratory Pvt. Ltd., Jeetpur,
Birganj, Nepal.

fafa: 2064 /04 /95 T (September 03, 2018) AT TR@TTT NG fTHEAT THITT THAT

Ity soaean fawmrm
sirrfer fRat (RECALL) T @earfeer sTcme ST&<Y =T

I fTITTETE ISR STTHAST SHHAT Heheld TRUHT STWTeEEeh! TAT TNEuT Tal quiaer
SHITSTHERT IcaTaeheeaTe IcqTiad auteet s 7. &7 fufee =T URGT JUhT TSI
ot sftwfuge ofufa ¥ Ro3w &1 qwT 0¥ auife fafsh faawor ekt TR asRETe g
frdt (RECALL) T T @rerl foawor o9 favmmar ew et fosr Oer o gwarfoa semT aor
sTraeRarl qut faert smifershiiies wfaffueent STeReRT ATiT T AT weRTaa e &
Y 3% Sfwtaee fawri, fafss faawr qur s aua TR TRy g i aadrs
I T |

A iRt A =a=. 7 | Mfg/ Expiry date FUT IqEHHT AR T ST
2. Diclomol ® HO 127 Jul 2017/ Jun 2020 Non-compliance w.r.t. Win-Medicare Pvt. Ltd,
IP 2018 Modipuram — 250 110, UP India

fafer: 06K /04 /30 TT (September 15, 2018) T TRGTTT AMGT FITHAT FHITT T=AT
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caesaHt, ity fawfoasdt, sty Saaesw, oty Fat qar sxawmfie SEeRT

\ Yord QAT AT Tafsp foreror Y |

=TT UTeq STeeehtieh] qoTl STTER 0T SSfrehT T Te;

FHL YUSRT T, T Ha TaT @F g7 @Y qT 37 A6fy, g " genr
& T, TRl TR 3TEEE (side effects), T SR FANT TaT YR I
WFﬁ%"v‘;

il SRt UgEETe 2TeT TEde;

3T ST qUAT | T TN ERIRUTATE SRR Taery;

Sfwfer wamT Met S FaTTHT, SIATT STeEE STUAT, YR B TMET SUHT o7 e
3T T JGT AT o AT TN 7 ST TeATRHieTs qveh TegRg;
gfg Tfeamifess MWl Yo T AT TUHT S AT AITHUT AT T STTTEET FIAT
TR T TR,

sl @fig T il TEerR! sTeETERT ATAT yEHS 2 TR,

il @fterel stftead faer favr ot Tee |

ferrmar gt et SffuRr fafsk faauor T qur farer farsten fomr sgafr sfiwferenr
gite fafss 7 |

ferfehcoenetel T TR shHigtel seMETIge HATeT T STTeRoTHT sTET Sfiwtush fawriar
T TR T g SNy FHrfeTe HF AT AT TR HRIAT T TR @ W TGt
T W,

o TIUHT qAT fowTene gour Tfiepd TWeRT ity st fafsh faaer o T,
T T ity fadterer fer mval saers urenft T T T IHER SUMRheS
AT T

Physician sample EA) Wm,

ik T gaTg w1 et Icare T fafsh faawor T w;

AT @ wAITeUeh T Ufeeamatiess siufgeahr aqfad FanT T aft S|t T sTears
‘Jﬁm’éﬁl—o";

iy gal YT STHSRT 39 favreme STt fere,

otk farsbaTel GaT fosharaTs wRER el fehiies faet qur STureTias aal Wehr
s THeT qT T T
mwnﬁwﬁ%ﬁmﬁwwmﬁeﬁm@
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=TT W7o TTeeishH sl ISITHT AT TS JomT 1 |
STkl WRIT Trsfeer qui STeRrt o |

SfrferehT Y dfeRTehT THEHT, TIfHT STHITSTHERT HIhHT, TR
HEREE JANT T |

STl STctaeaTeh! YgaeTe 2eT e |

afg g sl da T oo arpy fafdad JaT ™ @ TR
AT Y T+ T8 Afsieh UHT S TR 3Tehi AT qaT T |
3T, Tl WOAT |7 TR TEreEieTs SR fa |

il gaT el T3 faeudT, STA™T STeREE IUHT, e B
TTET STUHT T J&4 3T A&IVT J@T AT e SR Ta0T 7 Sret
TATCAFHH AT TrTeh Te |

gftearnfes sfrorfir weier gt ATeET UTed TaTeAEmHTET SedTEAT
AfHuST srafir T TR FEIT IRY X IRTET |

s TFafer qU TWERIGT T 7 IR ST F¥eh TTefgra |

3iufer =razen fdeior
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For further infomation, 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:druginfo@dda.gov.np

ddadirector@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:nmI@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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