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EDITORIAL

Trade related aspects of intellectual property and
Public Health

An agreement on Trade related aspects of intellectual property (TRIPS
agreement) is one of three major multilateral agreements among World
Trade Organization (WTO) members aimed to protect rights of people over
the creation of their mind. This provides an exclusive right of the creator
on the use of his/her creation for a certain period (normally 20 years).
Such intellectual property (IP) are mainly of two types viz: copyright and
right related to copyright and industrial property (trademarks, geographical
indication, industrial design and trade secret). Such rights are ensured
through national legislation of an individual country. Nepal is also a party
to this agreement since its accession as 147th WTO member in 23rd April
2004. Considering the fact that medicines are crucial to public health, that
too of least developed countries with poor manufacturing and innovation
capacity, it has certain waiver provisions that allows exemption, exclusion
or extension of applying or protecting Intellectual Property Rights (IPR).

Technological innovations have yielded a remarkable advance in health
care during last several decades. Breakthroughs in variety of areas have
helped to improve health care delivery and patient outcomes. The advances
in antivirals, anticlotting drugs, antidiabetic drug, antihypertensives,
antitheumatic drugs, vaccines, pharmacogenomics and targeted cancer
therapies, cardiac rhythm management, diagnostic imaging, minimally
invasive surgery, joint replacement, pain management, infection control
and health information technology has been remarkable. The access to
such breakthrough achievement is lopsided and often frustrating for poor
patient and those living in underdeveloped countries. Major impediment
to the access is the price of such advanced medicines or technology.
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Least developed countries like Nepal requires huge health care cost to
purchase them, or should opt for otherwise. Thus, the concern of IPR
agreement limiting the access to health right of the people has led to
develop a mechanism through which needy ones are not denied of best
ever technologies or innovation.

Considering the special needs and requirements of least-developed country
(Nepal is listed as LDC), their economic, financial and administrative
constraint, and their need for fiexibility to create a viable technological
base, such members are waived from applying the provisions of the
agreement other than article 3, 4 and 5 until 1 July 2021 (waiver extension
as provisioned in the article 66.1). While for pharmaceutical products
as requested by least developed country members, such members need
not apply patent protection (section 5) and protection of undisclosed
information (section 7) part Il of TRIPs agreement until 1st Jan 2033.

The article 66.2 provisions the obligation of developed country in providing
incentives to enterprises and institutions in their territories for the purpose
of promoting and encouraging technology transfer to the LDCs in order
to enable them to create a sound and viable technological base. There
is not much progress in this aspect from developed countries and their
enterprises. Only little progress is made so far in enhancing LDCs capacity
and technological base in pharmaceutical field also. Recognizing the slow
progress and urgent need of newer therapeutics and health technologies,
international communities in general and LDCs in particular lodged a
motivated request to the TRIPS council to extend the flexibilities conferred
to them under TRIPS agreement.

The paragraph 6 of the Doha declaration, recognized for the first time
that countries with insufficient or no manufacturing capacities in the
pharmaceutical sector could face difficulties in making effective use
of compulsory licensing under the TRIPS agreement and instructed the
TRIPS council to find expeditious solution to this problem. This declaration
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insists on the fact that TRIPS must not limit the right of the member from
safeguarding their people’s right to health.

These flexibilities mainly patent and undisclosed product information are
only applied till Nepal remains as LDCs. Thus, to improve access to quality
and affordable medicines and health technology, Nepal should invest more
on R&D so that more and more patented product and technologies can
be adapted. Once Nepal graduates to developed country status, Nepal
would not experience any major access constraints. In this front, the policy
options Nepal can pursue would be negotiation for differential pricing/price
negotiations, agreement on Voluntary license, promotion on R&D to
capacitate local production and exploiting TRIPS flexibilities, including
compulsory licenses. Of many options we have, promotion on R&D, local
manufacturing, education and high skilled human resources, differential
pricing/price negotiation would yield better result within the time frame
we have. Nepal cannot enjoy the luxury of being waivered forever, rather
should work strategically to strengthen local production capacity aided
with strong R&D setup for innovation as well as new medicines or health
technology product development.

Narayan Prasad Dhakal
Chief Editor
Department of Drug Administration



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 2073/74 (July 2016 to June 2017) are given below.

1. Number of registered Pharmacy outlets (upto Kartik 2073 as
updated on DAMS)*

Wholesaler Retailers
..nM. m m o€ E m.. .m .mm 2 .m s Grand
District 5| §|5|5|8|e| 5|&8|5|5|5 & |tral
I 8| < = I |2 z
MECHI ZONE
Jhapa 89| 18| 2| 1| 0| 110{ 508|156| 72| 35| 0| 771| 881
Panchthar 1 0] 0] 0jO 1 30f 11| 12| 1| 0 54 55
llam 1 0l 0/ 00 1 47| 30| 12| 6| 1 96 97
Taplejung 0 of 0j 00O O 15 1 7] 0] 0] 23 23
KOSHI ZONE
Terathum 0 0| 0] 0f0 0 19 8 3] 11 0 31 31
Sankhuwasabha 0 0O ojojo] o 34 9 5 11 50 50
Bhojpur 0 0|l 0/ 0j0Of O 22/ 3 1] 0] 1 27 27
Dhankuta 1 1 o/ oo 2 50/ 16 9 311 79 81
Sunsari 63| 19| 5| 3| 0| 90| 497| 144| 73| 30| 3| 747 837
Morang 170| 44| 19| 6| 0| 239| 769| 84| 144| 47| 9| 1053| 1292
SAGARMATHA ZONE
Solukhumbu 0 0l of0fo0o O 8 0] 0 00 8 8
Okhaldhunga 0 0l 0/0j0Of O 19 e 1] 0] 0 24 24
Udaypur 8 2| 0| O/ o] 10| 89| 34| 23| 3| 0] 145] 159
Khotang 0 of oo o of =20 3 3 01 27 27
Siraha 36 2| 5| 0| 0| 43| 298| 55| 66| 5| 0] 424| 467
Saptari 44 4| 2| 0| 0| 50|/ 294| 55| 59| 15| 1| 424| 474

JANAKPUR ZONE

Sindhuli 2 0f 0 0 O] 2 37| 13| 10| 1|0 61 63
Ramechhap 3 0ol o 0ojo] 3 17| 8| 5| 1| 0] 31 34
Dolkha 1 0f ojojol] 1 30/ 5 5/ 00 40 41
Mahottari 19 2 1| 0] 0] 22 93| 18| 60| 9| 0] 180 202
Sarlahi 25 0| 1| O] 0| 26| 149| 50| 125| 8| 0| 332| 358
Dhanusha 87| 12| 2| 0| 0)101| 292| 41|167| 8| 0| 508, 609
NARAYANI ZONE

Bara 15 3| O O] 0| 18| 175|150| 36/ 2| 0| 363| 381
Parsa 214| 24| 16| 3| 0| 257| 297| 48| 33| 7| 0| 385 642
Makawanpur 15 4| 2| 0| 0] 21| 108 31| 19| 3| 0| 161| 182
Rautahat 23 6/ 1| O] 0| 30| 141| 40|167| 5| 0| 353| 383
Chitwan 93| 37| 4| 0| 0]134| 464|176/ 93| 24| 0| 757| 891
BAGMATI ZONE

Rasuwa 0 0l 00O O 8 2 1] o0/ 0 11 11
Nuwakot 5 1] 0| 0] O 6 59| 37 4] 1| 0| 101| 107
Dhading 8 0| O/ 0O 8 71 31| 9| 3| 0 114| 122
Sindhupalchok 0 0f 0/0/0 0O 3 9 0 o0fo0of 4s 45
Kavre 10 7| 0| 0] 0| 17 88| 36 9| 5| 0| 138| 155
Bhaktapur 32 3| 1| O] 0| 36| 214 20| 28| 1| 0| 263| 299
Lalitpur 66/ 16| 1| O| 0| 83| 417 26| 34| 5| 0| 482| 565
Kathmandu 495| 79| 31| 4| 0| 609| 1853| 83| 241| 32| 0| 2209| 2818
LUMBINI ZONE

Palpa 2 2| 0/ 0] 0 4 79| 31| 13| 3| 0] 126] 130
Nawalparasi 4 1| 0| 0| O] 5| 184| 59| 44| 4| 0| 291| 296
Rupandehi 126| 18| 10| 2| 1| 157 496| 105/ 66| 26| 0| 693| 850
Arghakhanchi 3 0l 00 0 3 72| 9 6/ O0fo0 87 90
Gulmi 5 0] 0[O0l O 5 89| 16| 13| 4| 0| 122| 127
Kapilvastu 15 1] 1f 1} 0] 18 108| 25| 24| 4| 0| 161 179
GANDAKI ZONE

Kaski 101 7| 5| 0] 0/113| 439| 49| 58| 13| 0| 559| 672
Syangja 6 1| 0| 0j O] 7| 81 14| 20| 2| 0| 117| 124
Tanahu 5 1| 0o/ 0j 0] 6 98 28 35 7|0 168 174
Gorkha 1 0ol 0] 00O 1 57| 11 5 1 0 74 75
Lamjung 1 0of 0] 00 1 58| 8 10/ 2|0 79 80
Manang 0 0 00O O 0 0 0 o0 0 0
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2. Pharmaceutical Industries upto Ashadh 2074

| Category Allopathy Veterinary Ayurved/Herbal
Foreign 306 13 34
Domestic 58 8 77

3. Pharmaceutical Products for marketing authorization upto

Ashadh 2073
Category Total Brand
Foreign 9546
Domestic 8035

4. Activities carried out by DDA FY 2073/74

Activities Cases
Information dissemination on Rational Medicine Use 38
Publication of Drug Bulletin of Nepal (DBN) 3
Inspection of Pharmacy Outlets 4718
Inspection of Pharmaceutical Company (Domestic) 49
Inspection of Pharmaceutical Company (Foreign) 21
Sample testing 916
GLP Audit 30

DHAULAGIRI ZONE

Mustang 0 0 0,00 O 2| 0O 0O 00 2 2
Parbat 1 2| 0|l 0OjO 3 40| 15 9] 0] 0 64 67
Myagdi 1 1 0| 0] O 2 18 4 4 0/ 0 26 28
Baglung 10 2| 1/ 0/ 0| 13| 69 6 9| 2|0 86 99
RAPTI ZONE

Rolpa 0 0 0/0]O 0 35 3 5 0[O0 43 43
Rukum 7 of ojojofl 7| 48/ 8 13|/ 10 70 77
Salyan 3 ol ol oo 3| 53 7 6/ 8/ 0 74 77
Pyuthan 10 0| 0| 0] 0f 10 48 7 9] 2|0 66 76
Dang 55 1| 3| 1| 0| 60| 400| 81| 81| 14| 0] 576] 636
BHERI ZONE

Banke 133 6| 5| 0| 0| 144| 426| 102| 51| 29| 0] 608 752
Bardiya 3 1/ o| of o] 4| 172/ 89| 39| 36| 0| 336 340
Surkhet 14 o/ o o] o| 14| 115/ 32| 18| 8| O] 173] 187
Dailekh 0 ol ojo/of] o 29/ 5 2 8 0 44 44
Jajarkot 1 0l 0] 00O 1 18 7 4 5|0 34 35
KARNALI ZONE

Jumla 4 of ojojol 4 25 7/ 3 0[O0 35 39
Humla 1 0| of0joO 1 5 0 0 10 6 7
Mugu 0 ol oo o of 13] 3] 5 2/0 23 23
Dolpa 0 of ojo/of o 14/ 1] 0 1] 0 16 16
Kalikot 1 of ojolo 1 9 1| 0 4/ 0 14 15
SETI ZONE

Bajhang 1 ol ofojo 1| 19/ 1 8 0] 0 28 29
Bajura 0 of ojoof o 15 2| 4 0[O0 21 21
Achham 9 ol 0] 00O 9 75 2| 14 1| 0 92| 101
Doti 6 of oo o 6 38 4 16 1] 0 59 65
Kailali 85 7| 3| 0] 0] 95| 499|129| 84| 61| 0] 773| 868
MAHAKALI ZONE

Darchula 0 o ofojo o 10/ 1 1] 0] 0] 12 12
Baitadi 0 ol ojo ol o 371 7/ 20 3[0 67 67
Dadeldhura 15 0| o/ o of 15/ 26/ 8 20/, 0[O0 54 69
Kanchanpur 15 1| o| 0| 0| 16| 197 79| 26| 13| 0] 315 331
Grand Total 2170| 336|121|21| 1|2649|11485|2403|2281| 528|18|16715| 19364
*Note: The data depicted above is based on Drug

Administration Management System (DAMS) records. This
data does not include pharmacy not renewed in the system.
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5. List of Foreign manufacturers registered during FY 2073/74

a)
b)
¢)
d)

)

Eubiologics Co. Ltd., Korea

Samartha Life Sciences Pvt. Ltd, India
Labesfal Laboratories Almiro S.A. Portugal
Octa Pharma, Germany

Genzyme Ireland Ltd, Ireland
Rajasthan Biotics Ltd, India

Kedrion, Biopharma, USA

Remedica Ltd, Cyprus

Anfarm Hellas, SA Greece

Abbot Biologicals B.V, Netherland
Novo Nordisk, Brazil

Merck KGaA, Germany
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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 submitted from DDA (inspection,
market surveillance etc.), other government organizations and

domestic/foreign industries.

1. Analysis of medicine samples during FY 2073/74

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 951. The analyzed
samples were 916 including samples from the previous fiscal year.

No. of samples . Non-
Sample source tosted Compliance compilianes
Samples from DDA 419
Samples from other sources 178 850 66
Samples from market surveillance 319
Total 916 850 66

Laboratory audited during FY 2073/74

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. 30 laboratories were audited, majority of
them were in the process of upgrading as per the requirement of

GLP.

2. Participation in proficiency testing during FY 2073/74
During this fiscal year NML had participated in the proficiency
testing program organized by WHO - EQAAS Phase 7 and Inter
Laboratory Comparison SMTQ Forum Nepal for performance of the
analytical capability.

(.

IMPORTANT INFORMATION

Bevacizumab

Potential risk of nonmandibular osteonecrosis in adult cancer
patients

Health Canada recommends that the product safety information
for bevacizumab (Avastin®) is updated to include information on
the potential risk of nonmandibular osteonecrosis in adult cancer
patients. Bevacizumab, when used alone, is used for the treatment of
glioblastoma. It can also be used with other chemotherapy medicines
to treat cancers of the large bowel, lung, female reproductive system
and the lining of the abdominal cavity. Health Canada initiated a
review of the risk of nonmandibular osteonecrosis in adult cancer
patients treated with bevacizumab following the publication of two
reports in the literature. At the time of the review, Health Canada
had received one report of non-mandibular osteonecrosis related to
bevacizumab use. There was insufficient information to conclude
that the use of bevacizumab alone had caused this condition
in this report. Health Canada also looked at information on 67
international reports of non-mandibular osteonecrosis related to
the use of bevacizumab, including the two cases that triggered the
safety review. In 26 of these reports, a link between bevacizumab
and nonmandibular osteonecrosis could not be ruled out. In the
remaining 41 reports, there were either not enough information
to establish a link, or there were confounding factors such as the
presence of other bone conditions or treatments known to cause
bone damage. After reviewing available data, it was determined that
there is not enough information to establish a definitive link between
the use of bevacizumab and nonmandibular osteonecrosis in adult
cancer patients. However, Health Canada has decided to recommend
updating the product safety information of bevacizumab to include
information on the potential risk.

Source: WHO Pharmaceuticals Newsletter No. 3, 2017
— 41—




In Nepal: Health care professionals are warned of the possible risk
of nonmandibular osteonecrosis in adult cancer patients with the use
of bevacizumab.

Caspofungin

Risk of Toxic Epidermal Necrolysis (TEN) and Stevens-Johnson
syndrome

The Ministry of Health, Labour and Welfare (MHLW) and the
Pharmaceuticals and Medical Devices Agency (PMDA) have
announced that the package insert for caspofungin (Cancidas®) has
been updated to include the risk of Toxic Epidermal Necrolysis (TEN)
and oculomucocutaneous syndrome (Stevens-Johnson syndrome) as
clinically significant adverse reactions. Caspofungin is indicated for
febrile neutropenia suspected to be caused by a fungal infection, and
for the treatment of fungal infections due to Candida or Aspergillus.
The update followed reports of TEN and/or oculomucocutaneous
syndrome in patients treated with caspofungin both in Japan and
overseas, and following revision of the company core datasheet
(CCDS) and package inserts in the United States and Europe.

Source: WHO Pharmaceuticals Newsletter No. 3, 2017

In Nepal: Health care professionals are warned of the risk of
development of Toxic Epidermal Necrolysis (TEN) and Stevens-
Johnson syndrome with the use of capsofungin.

Clopidogrel

Potential risk of spinal haematoma, cholecystitis and
haematemesis

The Ministry of Food and Drug Safety (MFDS) has announced that the
label for clopidogrel has been revised to include spinal haematoma,
cholecystitis and haematemesis as adverse reactions. Clopidogrel is
a platelet aggregation inhibitor and is indicated for the reduction of

the rate of cardiovascular death, myocardial infarction, and stroke
in patients with acute coronary syndrome. At the time of review, the
Korea institute of Drug safety and Risk Management (KIDS) had
received three domestic reports of spinal haematoma, nine domestic
and eight international reports of cholecystitis, and six domestic and
24 international reports of haematemesis with clopidogrel through
Korea Adverse Event Reporting System (KAERS) from 1989 to
2015. Reports for clopidogrel and spinal haematoma/cholecystitis/
haematemesis were identified to be statistically significant compared
to all the other reports from other drugs. This recommendation
announced by MFDS was based on signal analysis evaluation
process in KIDS using adverse event reports.

Source: WHO Pharmaceuticals Newsletter No. 3, 2017

In Nepal: Health care professionals are warned of the risk of
development of spinal haematoma, cholecystitis and haematemesis
associated with the use of clopidogrel.

Codeine and tramadol

Restriction of use in children and advice against use in
breastfeeding women

The US FDA (Food and Drug Administration) has changed the
labels of prescription medicines containing codeine and tramadol to
inform of the restriction of use in children and recommend against
the use of codeine and tramadol medicines in breastfeeding mothers
due to risk of serious adverse reactions in breastfed infants. These
adverse reactions include excess sleepiness, difficulty breastfeeding
or serious breathing problems that could result in death. Codeine and
tramadol are approved to treat pain, and codeine is also approved
to treat cough. The FDA reviewed adverse event reports submitted
to the FDA from January 1969 to May 2015 and identified 64 cases
of serious breathing problems, including 24 deaths, with codeine-
containing medicines in children younger than 18 years. Nine cases
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of serious breathing problems, including three deaths, with the
use of tramadol in children younger than 18 years from January
1969 to March 2016 were also identified. The majority of serious
adverse effects with both codeine and tramadol occurred in children
younger than 12 years, and some cases occurred after a single dose
of the medicine. In a review of the medical literature the FDA
found numerous cases of excess sleepiness and serious breathing
problems in breastfed infants, including one death. A review of the
available medical literature for data regarding tramadol use during
breastfeeding did not reveal any cases of adverse events. However,
tramadol and its active form are also present in breast milk, and
tramadol has the same risks associated with ultra-rapid metabolism
as codeine.

Source: WHO Pharmaceuticals Newsletter No. 3, 2017

In Nepal: Health care professionals are warned to restrict the use of
prescription medicines containing codeine and tramadol in children
and breast feeding women.

Dipeptidylpeptidase-4 (DPP-4) inhibitors
Risk of arthralgia

Health Canada has updated the product safety information for all
dipeptidylpeptidase-4 (DPP-4) inhibitors to include information on
the risk of arthralgia (severe joint pain). DPP-4 inhibitors (alogliptin,
linagliptin, saxagliptin and sitagliptin) are used to treat type-2
diabetes in adults. They are used along with an appropriate diet and
exercise to control blood sugar. In some cases, they are used with
another anti-diabetic drug. Health Canada reviewed the potential
risk of arthralgia with the use of DPP-4 inhibitors following the
identification of reports of adverse effects in the published literature
and in the US FDA Adverse Event Reporting System (FAERS)
database. At the time of the review, Health Canada received 10
Canadian reports of severe joint pain and 20 international reports

— 14—

from the manufacturers associated with the use of a DPP-4 inhibitor
(saxagliptin, sitagliptin or linagliptin). Of all the reports, 17 noted
that the patient developed joint pain within the first 30 days of taking
the DPP-4 inhibitor. The majority of patients either improved or
recovered from their joint pain after the treatment was stopped. Some
of the cases have also reported medical conditions that may have
contributed to the joint pain including gout, pre-existing rheumatoid
arthritis, Crohn’s disease and obesity. Health Canada’s review of the
available information concluded there is a potential link between the
use of DPP-4 inhibitors and the development of severe joint pain.

Source: WHO Pharmaceuticals Newsletter No. 3, 2017

In Nepal: Health care professionals are warned of the risk of
arthralgia with the use of Dipeptidylpeptidase-4 (DPP-4) inhibitors.

General anaesthetic and sedation drugs
Potential risk of effects on development of children’s brains

The US FDA has announced that the labels for general anaesthetic
and sedation medicines will be updated to include information on
potential effects on brain development in children younger than three
years. The updated label changes include: A new warning stating
that

* exposure to anaesthetic and sedation medicines for lengthy
periods of time or over multiple surgeries or procedures may
negatively affect brain development in children younger
than three years. Additional information

* describing results of animal studies in pregnancy and
the young. Exposure to general anaesthetic and sedative
medicines for more than three hours can cause widespread
loss of nerve cells in the developing brain, resulting in long-
term negative effects on the animal’s behaviour or learning
in young animals. Anaesthetic and sedative medicines are
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necessary for infants, children and pregnant women who
require surgery or other painful and stressful procedures. In
addition, untreated pain can be harmful to children and their
developing nervous systems.

Source: WHO Pharmaceuticals Newsletter No. 3, 2017

In Nepal: Health care professionals are warned of the risk of
effects on development of children’s brains with the use of general
anaesthetic and sedation medicines.

Iodinated contrast medium
Potential risk of hypothyroidism

Health Canada has updated the product safety information for all
iodinated contrast medium (ICM) products to include information
on potential risk of hypothyroidism in certain patients (mostly
infants). In addition, Health Canada will publish a Health Product
Risk Communication to inform health-care professionals about this
safety information and provide recommendations to monitor thyroid
function following ICM use in infants. ICM products are medical
imaging dyes for viewing the insides of different body parts. At
the time of review, Health Canada had not received any Canadian
reports of ICM and hypothyroidism. The safety review examined
23 international reports of adverse effects for hypothyroidism with
the use of ICM. Of these, 10 were considered to be related to the
use of ICM. In three of the ten reports, the patients recovered and in
two reports, the patients did not recover. There were no information
provided on recovery of patients for the remaining five reports.
Thirteen reports did not contain enough information to determine if
the ICM product played a role in the onset of hypothyroidism. While
the reports represented patients from all age groups, six of the 10
reports related to ICM-use involved infants (age less than one year).
The review of the scientific literature found a link between ICM
use and the potential risk of hypothyroidism. Most of the reports

/

involved infants but adults also experienced this adverse effect.
Health Canada's review concluded that there is a rare potential risk
of hypothyroidism with the use of ICM in certain patients, mostly
infants.

Source: WHO Pharmaceuticals Newsletter No. 3, 2017

In Nepal: Health care professionals are warned of the risk of
hypothyroidism with the use of iodinated contrast medium.

Valproate
Risk of developmental disorders

The Medicines and Healthcare Products Regulatory Agency
(MHRA) has sent a Patient Safety Alert highlighting risks of
developmental disorders in unborn children. The alert directs
organisations to undertake systematic identification of women and
girls taking valproate and to support them to make informed choices.
Valproate (Epilim® and Depakote®), also known as valproic acid,
is an effective medication used to treat epilepsy and bipolar disorder.
Evidence suggests around one in five women taking valproate are
not aware of risks in pregnancy. Evidence from the Clinical Practice
Research Datalink also suggests that the measures put in place to
increase awareness of risks in pregnancy have not had a significant
effect. In March 2017, the European PRAC initiated a further review
to look at the use of valproatecontaining medicines in females of
childbearing potential. The committee will consider whether these
medicines require further restrictions of use due to high risk of
developmental disorders and congenital malformations in unborn
babies, and the continued use of valproate during pregnancy. The
review will also examine the effectiveness of regulatory measures
put in place to increase awareness and reduce valproate use In
patients at risk.

Source: WHO Pharmaceuticals Newsletter No. 3, 2017
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In Nepal: Health care professionals are warned of the risk of
development disorders with the use of valproate.

Direct-acting antivirals (DAAs)
1. Potential risk of liver cancer recurrence: not enough evidence

Health Canada has reviewed the potential risk of liver cancer
recurrence with the use of direct-acting antivirals (DAAs). DAAs
are used for the treatment of chronic HCV infection in adult patients,
cirrhosis or liver cancer. At the time of the review, Health Canada had
received three Canadian reports of liver cancer recurrence with use
of DAAs (two with Sovaldi® and one with Holkira Pak®). All three
reports were considered to be related to the use of DAAs. However,
other factors present in the cases may have played a role in liver
cancer recurrence, such as serious cirrhosis, previous history of liver
cancer and other treatments known to be associated with a higher
risk of liver cancer recurrence, including surgery and radiofrequency
ablation. The safety review also examined information from 14
international reports of liver cancer recurrence with the use of DA As:
nine reports involved Sovaldi®, four reports involved Harvoni® and
one report involved Holkira Pak®. All 14 reports were considered
to be related to DA As use. However, other factors associated with a
higher risk of liver cancer were reported. A search of the scientific
literature identified seven relevant studies describing the recurrence
of liver cancer with use of DAAs. The role of DAAs in relation to
recurrence of liver cancer could not be made because the length of
time the patients were monitored were different between studies.
The patients in the studies also had a variety of risk factors for liver
cancer, including HCV infection, cirrhosis, previous history of liver
cancer and advanced age. Health Canada’s review concluded that
there was not enough information to establish a link between DAAs
and liver cancer recurrence. Health Canada has also made a request
for additional safety information from manufacturers of DAAs
regarding this risk as it becomes available.

o f8e

2. Potential risk of liver failure

The Medicines and Medical Devices Safety Authority (Medsafe)
has stated Medsafe is continuing to monitor reports of adverse
reactions to DAAs. The Centre for Adverse Reactions Monitoring
(CARM) has received five case reports of liver failure where the
reported suspected medicines were included in a DAA regimen. All
five cases were in patients with cirrhosis using Viekira Pak-RBV®.
Medsafe advised that patients with cirrhosis who are being treated
with Viekira Pak® or Viekira Pak-RBV® should: be monitored for
clinical
+ signs and symptoms of hepatic decompensation such as
ascites, hepatic encephalopathy and variceal haemorrhage
have hepatic laboratory
« testing before starting treatment and regularly during
treatment have their treatment
« discontinued if they develop evidence of hepatic
decompensation.

Source: WHO Pharmaceuticals Newsletter No. 3, 2017

In Nepal: Health care professionals are warned of the potential risk
of liver cancer recurrence and potential risk of liver failure with use
of sofosbuvir.

Fluconazole
1. Reminder not to use during pregnancy

The Health Products Regulatory Authority (HPRA), Ireland has
provided the following advice to health-care professionals:

» Fluconazole in standard doses and short-term treatments
should not be used in pregnancy unless clearly necessary.

*  Fluconazole in high doses and/or in prolonged regimens
should not be used during pregnancy except for potentially
life-threatening infections.

Fluconazole is used for treatment and prevention of specified fungal
infections in adults and children.
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Results of an observational study suggests an increased risk of
Spontaneous abortion in women taking fluconazole during the first

trimester of pregnancy. Previous studies have linked high dose and
long-term treatment to birth defects.

2. Caution in use during pregnancy

The National Pharmaceutical Regulatory Agency (NPRA), Malaysia
is reviewing the possible association between oral fluconazole
€Xposure during pregnancy and the risk of spontaneous abortion and
stillbirth. The NPRA advises cautious prescribing of oral fluconazole
in pregnancy until this review is completed. Since year 2000 to July
2016, the NPRA has received 149 safety reports with 236 adverse
events associated with fluconazole. The highest reported adverse
events were maculo-papular rash, increased hepatic enzymes, and
pruritus. At the time of this communication, there were no reports

related to spontaneous abortion or stillbirth. The NPRA has provided
advice for health-care professionals to prescribe oral fluconazole
during pregnancy with caution and to consider alternative treatment
options, such as clotrimazole for uncomplicated candidiasis,

Source: WHO Pharmaceuticals Newsletter No. 3, 2017

In Nepal: Health care professionals are warned to not use fluconazole
during pregnancy unless clearly necessary.

Testosterone

Risk of arterial ::é.:comag_..wﬁ?m:ccm thromboembolism

The Therapeutic Goods Administration (TGA), Australia has
reminded health-care professionals that they should only prescribe
testosterone if prescribing is in line with the registered indications
and Pharmaceutical Benefits Scheme restrictions. The TGA has
been monitoring testosterone in relation to the risk of arterial
thromboembolism/venous thromboembolism since the publication
of a US FDA safety communication in 2014. As part of the review,

-,

the TGA sought advice from the Advisory Ooﬂ.:_.d:ﬁon M: mﬁwwﬁwwﬂww
dicines (ACSOM). During the meeting on S

om_w\_o>0mog found that there was a weak signal of _ﬂ.o e

o &wémo&ﬂ risks with use of testosterone Emmmmm _Mmioo

MNM.Q& (but not for specific m<o.2wu._ H_LM AHMW M%.ﬁaaom ﬁmn . mm
1 1 signal, the

Humc wquwwomwmww_wooﬂwﬁ_wﬁw Mﬂo _uqmacﬁ Information documents for

testosterone medicines for the time being.
Source: WHO Pharmaceuticals Newsletter No. 3, 2017

i f
In Nepal: Health care professionals are EE.:.ma ow. _.,M_M: o:“”a Mﬁ,
arterial thromboembolism/venous thromboembolism wi

testosterone.

Codeine, dihydrocodeine and tramadol
ars
Cautions against use in children and teenagers under 18 ye

of age.

The MHLW and the PMDA have announced m.ﬂmﬁ Em%WQMmmMoﬂ MM.HM
for products containing codeine, @3&8.8&95@. an » _mMR: A
been updated to include a precaution against use in ¢ o younge”
e Hw ears and in teenagers between 12 and 18 %omar ) mmmaocm
e b M have obstructive sleep apnoea syndrome, or have ious
Hi o%m ase. The above update is due to the fact that a serious o
e _.mom”wo. depression with codeine use was .ao_uonma in a pa c_w\_ :
. a@mﬁﬂm o_.w omﬂm years who was an ultra-rapid metaboliser ( i
e mm,um%.: Japan. A precaution that oo&&:o.mroca not vo used 1
ik e m er murms. 18 years of age for pain Hm:.nm after ﬂosm_s_mmﬁoaw
vm:mmwov_wmwomuﬁ% was also considered appropriate to m%wﬁw oo:cmﬂ .n
mﬁmm@macazo% of the genetic vo_%BoﬁEm.E causing 2 8_50 et
oo soatons the sbove precautions were added in view of
_ lations, the above prec: : :
W_Mnmmmwﬂmmﬁ%,”m reactions reported in Japan. The ﬁ_mw of mewhwﬂwnw
depression with codeine also exists with ﬁmama.o | use. i o X
mrws_m be noted that in Japan, no tramadol containing pro

been approved for paediatric use.
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Source: WHO Pharmaceuticals Newsletter No. 4, 2017

In Nepal: Health care professionals are warned to use with caution
the listed drugs in children and teenagers under 18 years of age.

Domperidone
Risk minimisation of cardiovascular effects.

The Health Sciences Authority (HAS), Singapore has reassessed
whether additional measures to further mitigate the cardiovascular
(CV) risk associated with the use of domperidone are necessary.
The HSA has updated package inserts for products containing
domperidone to strengthen cardiovascular warnings and include
recommendations on new dosing regimens and treatment durations.
Domperidone is a pro-kinetic and anti-emetic drug used for the
treatment of dyspepsia, nausea and vomiting. Risk factors that
increase the risk of cardiotoxicity include: advanced age (>60 years
old), underlying CV conditions, high domperidone dose (>30 mg/day)
and concomitant use with QT prolongation drugs and CYP3A4
inhibitors. The HSA has received two cases of QT prolongation
associated with domperidone (from 2006 to 2016). Considering
that domperidone has been used in local clinical settings for a long

period of time, and that there is a relatively low incidence of locally
reported cardiac-related adverse events, the HSA concluded that the

benefit-risk profile of domperidone remains favourable when used
appropriately. Additional measures were recommended to mitigate
the risk of cardiotoxicity, which included restricting its use in high

risk patients.

Source: WHO Pharmaceuticals Newsletter No. 4, 2017

In Nepal: Health care professionals are informed to minimize the
risk of cardiovascular effects when using domperidone particularly
at old age and those with underlying CV conditions.
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For further infomation, please contact:

Government of Nepal
Ministry of Health
Departrnent 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: nm|@dda.gov.np

DDA Branch Offices
Kanchanbari, Biratnagar Adarshnagar, Surket 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: ddabrj@gmail.com

For: Further information, Please log on at
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