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EDITORIAL

GOOD REGULATORY SYSTEM: BACKBONE FOR
QUALITY PHARMACEUTICALS

A fundamental role of government is to protect and promote the health
and safety of the public by delivering quality health care. Quality
pharmaceuticals, with assured safety and therapeutic efficacy are the
need and target of the health system. Beside these the availability and
affordability of quality pharmaceutical also come into play, in order to
strengthen the health care system of any country. The consequences
of substandard and falsified medical products can be life threatening
and this is a concern, as users of medical products are not usually in a
position to judge their safety, quality and efficacy. The interests and
safety of the public therefore must be entrusted to a regulatory body
which ensures that only products in legal trade are available and
marketed products are safe, perform as claimed and are of assured
guality. Regulatory systems play a key role in assuring the quality,
safety and efficacy of medical products. Effective regulatory systems
are an essential component of health systems and contribute to desired
public outcomes and innovation.

The regulation of medical products has become increasingly complex
with the globalization of product development, production and supply
and the rapid pace of technological as well as social change in the
context of limited financial and human resources. The importance of
robust regulatory systems was recognized by the Sixty-Seventh World
Health Assembly and the endorsed resolution WHA 67.20 on
regulatory system strengthening for medical product. The resolution
notes that “effective regulatory systems are an essential component of
health system strengthening and contribute to better public health
outcomes”, that “regulators are an essential part of the health



workforce” and that “inefficient regulatory systems themselves can be
a barrier to access to safe, effective and quality medical products”.

A sound legal framework, adoption of international norms and
standards and recruitment and development of competent human
resource along with Good Regulatory Practices (GRP) are necessary
to ensure “good regulatory oversight”. Good regulatory practices
(GRP) is a set of principles and practices that are applied to the
development, implementation and maintenance of regulatory
instruments including laws, regulations and guidelines in order to
achieve a public health policy objective in the most efficient way. The
ultimate aim of GRP is to serve and protect public health and patients’
interests, with respect for all applicable ethical principles.

In any health care setting, the regulatory system encompasses
regulatory framework composed of laws, regulations and guidelines
which are adapted by regulatory institution represented by national
regulatory authority (NRA), the national control laboratory,
pharmacovigilance centre(s), research ethics committee(s) and others
equipped with essential human and financial resources, infrastructure
and equipment and information management systems. GRP covers
and addresses overall regulatory system. GRP is based on nine core
principles legality, consistency, independence, impartiality,
proportionality, flexibility, clarity, efficiency, transparency.

Department of Drug administration is striving at adopting Good
Regulatory Practice (GRP) along with Good Reliance Practices
(GRepP). However, regulatory institutions require strong political
and governmental backup, along with sufficient, sustainable financial
resources and competent human resources and organizational
communication (inter/intra) and collaboration. Department of Drug
Administration is working on regulatory system strengthening and is
in the process of evaluating the regulatory systems as mandated by
WHO resolution 67.20 on Regulatory System Strengthening for
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medical products through The Global Benchmarking Tool (GBT).
GBT represents the primary means by which the World Health
Organization (WHO) objectively evaluates regulatory systems. GBT
tools provide methodology to regulate regulatory frameworks and
regulatory functions in order to monitor progress and achievements so
far to. Areas of improvement and strengths can be identified by the
regulatory authority, which play pivotal role in formulation and
implementation of an institutional development plan (IDP) to address
the loop hole and gaps and to build upon strength.

DDA with support of WHO has carried out self-benchmarking from 8
February to 10 March with GBT assessment tools to evaluate the
regulatory framework and the component regulatory functions
through a series of sub-indicators that are grouped to nine cross-
cutting categories or themes. The accessed themes and their
implementation status are National Regulatory System (NS)-57%,
Registration and Marketing Authorization (MA) - 49%, Vigilance
(VI) — 30%, Market Surveillance and Control (MC)- 35%, Licensing
Establishments (LI)- 66%, Regulatory Inspection (RI)- 78%,
Laboratory Testing (LT)-56%, Clinical Trial Oversight (CT)- 43%
and NRA Lot Release (LR)- 0%. The self-assessment has identified
strengths and areas for improvement in nine themes and also assessed
the maturity level in each theme. The implementation status suggested
Nepal to be at low maturity level of 1 in each theme.

One of the key gaps identified in the benchmarking tools is the
requirement of strong legal framework and guidelines for the different
processes. To roll on with the regulatory strengthening activities DDA
has initiated the revision of Drug act and carried out studies for
restructuring the department of drug administration which is the
utmost requirement for the regulatory strengthening. Revision of
Medicine Policy is also on the way which would address the overall
regulatory reforms and vision for safe, effective and quality medicine
for the public.



Thus, systemic approach and strong administrative and political
commitment are needed for strengthening the regulatory system which
in line with the GBT assessment findings suggests that there is urgent
need to formulate an institutional development plan (IDP) to build
upon the strengths and address the identified gaps prioritizing the IDP
interventions and plan the monitoring process and achievements.

Bharat Bhattarai
(Director General)
Chief Editor
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2. REGULATORY NEWS
Antiepileptic drugs

Risk of major congenital malformations and neurodevelopmental
disorders in children exposed in-utero

Ireland. The Health Products Regulatory Authority (HPRA) has
announced that the product information for antiepileptic drugs (AEDs)
(including phenytoin, phenobarbital, carbamazepine, pregabalin and
valproate) are to be updated based on the latest evidence of risks
associated with in-utero exposure to AEDs. For some medicines in this
class, use during pregnancy has been associated with major congenital
malformations (MCMs) and neurodevelopmental disorders in children
exposed in-utero.

AEDs are indicated for the treatment of various forms of epilepsy with
some having additional indications in other therapeutic areas such as
psychiatry.

A summary of the recent review includes:

*  Phenytoin, phenobarbital and carbamazepine have an
approximate 2-3 fold risk of MCMs compared to the general
population. Study findings on the risk of neurodevelopmental
disorders are contradictory and a risk cannot be excluded based
on available evidence at this time.

»  Pregabalin monotherapy: available data show that if used in the
first trimester, it is associated with a slightly higher risk of MCMs
compared to women not using pregabalin, or those using
lamotrigine or duloxetine.

» Valproate: epidemiological data have demonstrated that use of
valproate monotherapy during pregnancy is associated with an
approximate 11% (4-5 fold) risk of MCMs and up to 30-40% for
risk of neurodevelopmental disorders in children exposed in-
utero.



When prescribing AEDs for a woman of childbearing potential for any
indication, health-care professionals should fully consider and discuss
what is known about the potential risks associated with in-utero
exposure, as well as any recommendations concerning contraception
and pregnancy planning, including actions to take in the event of a
suspected or confirmed pregnancy.

Source: WHO Pharmaceuticals Newsletter No.2, 2022
Ceftriaxone
Potential risk of hepatitis and encephalopathy

Australia. The Therapeutic Goods Administration (TGA) has
announced that the product information for ceftriaxone has been
updated to include a warning about hepatitis and encephalopathy as
potential adverse events.

Ceftriaxone is a broad spectrum cephalosporin antibiotic indicated for
the treatment of pneumonia, skin, urinary tract, and other infections.

The TGA reviewed evidence published in the literature and
international and national postmarked adverse event data. There were
52 reports of hepatitis and related symptoms and three reports of
encephalopathy for patients treated with ceftriaxone. Health-care
professionals should be aware of reports of encephalopathy
particularly in the elderly with severe renal impairment or central
nervous system disorders. Suspension of treatment with ceftriaxone
should be considered if encephalopathy is suspected.

Source: WHO Pharmaceuticals Newsletter No.2, 2022
Metformin
Permitting use in pregnancy

United Kingdom. The MHRA has announced that the product
information for metformin is to be updated to permit its use during



pregnancy and the periconceptional phase as an addition or an
alternative to insulin, if clinically needed. Metformin is indicated for
the treatment of type-2 diabetes, and good blood glucose control in
pregnancy reduces the risk of congenital abnormalities, pregnancy
loss, pregnancy induced hypertension, preeclampsia, and perinatal
mortality. A review was conducted using new safety data from a study
investigating immediate and longer-term effects of metformin in-utero
exposure on children born to pregnant women with pre-existing
diabetes. The results of the study were reassuring, with no safety
signals of concern identified for use of metformin in pregnancy
relating either to those who were pregnant or their baby.

Source: WHO Pharmaceuticals Newsletter No.2, 2022
Nifedipine
Risk of pulmonary oedema when used in pregnancy

Australia. The TGA has announced that the product information for
nifedipine products has been updated to provide new information
about the risk of acute pulmonary oedema when used as a tocolytic
agent (inhibiting myometrial smooth muscle contractions) for the
treatment of preterm labor in pregnancy. Nifedipine is a calcium
channel blocker and indicated for the management of chronic stable
angina pectoris and vasospastic angina pectoris (Prinzmetal's angina,
variant angina) due to coronary heart disease and the treatment of
hypertension. Nifedipine is contraindicated in pregnancy and during
lactation. The TGA reviewed four adverse event reports involving
offlabel use of nifedipine in pregnancy. The risk was higher in cases
of multiple pregnancy (twins or more), with an intravenous
administration route or concomitant use of beta-2 agonists

Source: WHO Pharmaceuticals Newsletter No.1, 2022
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Pregabalin
Risk of severe respiratory depression

Ireland. The Health Products Regulatory Authority (HPRA) has
announced that the product information for pregabalin-containing
medicinal products will be updated to include a warning on respiratory
depression and to add it as a possible adverse reaction with unknown
frequency, following the conclusions of the PRAC.

Pregabalin-containing medicinal products are indicated for the
treatment of neuropathic pain in adults, as adjunctive therapy in adults
for specific forms of epilepsy and for generalized anxiety disorder in
adults.

The PRAC reviewed safety data and concluded that pregabalin is
associated with reports of respiratory depression in the absence of
concomitant therapy with opioids or other central nervous system
(CNS) depressants, in patients with and without other risk factors for
respiratory depression.

Healthcare professionals should be advised that patients with risk
factors (compromised respiratory function, respiratory or neurological
disease, renal impairment, concomitant use of CNS depressants and
older age (> 65 years)) may be at higher risk of experiencing
respiratory depression with pregabalin and dose adjustment may be
necessary. Patients taking the medicine should be advised to contact
their doctor if they experience trouble breathing or have shallow
breaths and not to drink alcohol while taking pregabalin.

Source: WHO Pharmaceuticals Newsletter No.1, 2022
Tetanus, diphtheria and pertussis (Tdap) vaccine
Risk of Guillain-Barré syndrome

Republic of Korea. The MFDS has updated the product information
for tetanus, diphtheria and pertussis (Tdap) vaccine (Boostrix®) to
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include the risk of Guillain-Barré syndrome (GBS). Tdap vaccine is
indicated for booster immunization against tetanus, diphtheria and
pertussis in individuals aged 10 years and older. The KIDS reviewed
one report, which suggested a causal link between Tdap vaccine
administration and GBS, and other information from a foreign
regulatory authority and a medical database. Healthcare professionals
should be aware of the signs and symptoms of GBS in patients with
recent vaccination history.

Source: WHO Pharmaceuticals Newsletter No.1, 2022
Tramadol
Risk of urinary retention

India. The NCC-PvPI, IPC has advised the CDSCO to revise the PIL
for tramadol to include urinary retention as an adverse drug reaction.
Tramadol is indicated for the treatment of moderate to severe pain,
diagnostic procedures and surgical pain. NCC-PvPI, IPC reviewed
seven reports of tramadol-associated urinary retention and a causal
relationship between them was found.

Source: WHO Pharmaceuticals Newsletter No.1, 2022

Hydroxychloroquine or chloroquine, and macrolide
antibiotics

Interaction: Increased risk of cardiovascular events with
co-administration

United Kingdom. The MHRA has announced that the product
information for  hydroxychloroquine, chloroquine and macrolide
antibiotics (azithromycin, erythromycin or clarithromycin) will be
revised to include the increased risk of cardiovascular events and
cardiovascular mortality if hydroxychloroquine or chloroquine is
taken with a macrolide antibiotic.
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Hydroxychloroquine is indicated for treatment of rheumatoid arthritis,
systemic lupus erythematosus, and dermatological conditions.
Chloroquine is indicated for malaria prophylaxis or treatment and
other indications.

A review was conducted following the results of an observational
study which shows that co-administration of azithromycin with
hydroxychloroquine in patients with rheumatoid arthritis is associated
with an increased risk of cardiovascular events (including angina or
chest pain and heart failure) and cardiovascular mortality. Health-care
professional should carefully consider the benefits and risks before
prescribing macrolide antibiotics to patients being treated with
hydroxychloroquine or chloroquine.

Source: WHO Pharmaceuticals Newsletter No.2, 2022

Amoxicillin
Potential risk of aseptic meningitis

Canada. Health Canada has announced that the product safety
information for amoxicillin-containing products will be updated to
include the potential risk of aseptic meningitis. Amoxicillin is an
antibiotic indicated for the treatment or prevention of certain bacterial
infections. Products may contain amoxicillin alone or in combination
with other antibiotics. Health Canada reviewed the available
information by searching national and international databases, and the
published literature. Twenty-one case reports of aseptic meningitis in
adult patients receiving amoxicillin containing products were obtained
and all of them were found to be possibly or probably linked with the
use of the amoxicillin-containing products. The review concluded that
there may be a link between amoxicillin-containing products and the
risk of aseptic meningitis.

Source: WHO Pharmaceuticals Newsletter No.2, 2022
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Chloramphenicol
Recommended dose considering risk of reproductive toxicity

New Zealand. The Medsafe has announced that the product
information for chloramphenicol eye drops will be updated to include
dosing recommendations for children aged under two years. The
recommended dose is one drop in the affected eye(s) four times daily
for five days.

Chloramphenicol eye drops are indicated for the treatment of
infections of the eye. Some products contain boron in the excipients
(boric acid and borates), which could be associated with reproductive
toxicity (based on animal studies).

The Medicines Adverse Reactions Committee considered that the
relevance of the animal data to humans is uncertain. Although human
studies have not shown reproductive toxicity, they were not
sufficiently robust to rule out this risk. The paediatric dose, reflecting
the conventional dosing regimen for children, is associated with a
boron exposure below the threshold of concern for reproductive
toxicity.

Source: WHO Pharmaceuticals Newsletter No.2, 2022
Statins
Removal of contraindication for pregnant women

USA. The US Food and Drug Administration (FDA) has requested
revisions to the information in the prescribing information for the
entire class of statin medicines about use in pregnancy. These changes
include removing the contraindication against using these medicines
in all pregnant patients.

Statins are a class of medicines that have been used to lower low-
density lipoprotein cholesterol (LDL-C) in the blood. Medicines in the
statin class include atorvastatin, fluvastatin, lovastatin, pitavastatin,

14



pravastatin, rosuvastatin, and simvastatin.

It was concluded that contraindicating these drugs in all pregnant
women is not appropriate because the benefits of statins may include
prevention of serious or potentially fatal events in a small group of
very high-risk pregnant patients.

Healthcare professionals should discontinue statin therapy in most
pregnant patients, or they can consider the ongoing therapeutic needs
of the individual patient, particularly those at very high risk for
cardiovascular events during pregnancy. Patients taking statins should
notify their healthcare professionals if they become pregnant or
suspect they are pregnant. Those who require statins after giving birth
should not breastfeed and should use alternatives such as infant
formula.

Source: WHO Pharmaceuticals Newsletter No.1, 2022
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3. SAFETY OF MEDICINES

Alcohol-based hand sanitizer
Risk of eye injury

USA. The US Food and Drug Administration (FDA) has issued a
warning about exposure of hand sanitizer to the eyes (through
splashing or touching the eyes after use). Exposure in the eye can
result in serious injury, including severe irritation and damage to the
surface of the eye.

Hand sanitizers are over-the- counter (OTC) used to reduce virus
and bacteria on hands.

Eye exposure to hand sanitizer has been reported in all age groups;
however, it has occurred most often in children. Such eye injuries
have become much more frequent, likely due to the marked increase
in the use of alcohol-based hand sanitizer during the COVID-19
pandemic.

Consumers and caregivers should avoid touching eyes after
applying alcohol-based hand sanitizer to hands. Adults should
always supervise young children using alcohol-based hand
sanitizers, especially around some dispensers which often are at
children’s eye level and can splash. If alcohol- based hand sanitizer
does accidentally splash or get in the eyes, the eyes should be
thoroughly rinsed under gentle running water for 15 to 20 minutes.

Reference:

MedWatch, US FDA, 11 February 2022 (link to the source within
www.fda.gov)

Source: WHO Pharmaceuticals Newsletter No.2, 2022
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Bevacizumab

Potential risk of Fournier’s gangrene

Saudi Arabia. The SFDA has released a potential safety signal
concerning Fournier’s gangrene associated with the use of
bevacizumab.

Bevacizumab is a monoclonal antibody inhibiting VEGF-A and
indicated for the treatment of non-small cell lung cancer and other
cancers.

The SFDA reviewed 35 case reports, nine of which supported the
association, and the literature.

Source: WHO Pharmaceuticals Newsletter No.1, 2022
Cefuroxime
Potential risk of Kounis syndrome

Saudi Arabia. The SFDA has released a potential safety signal
concerning Kounis syndrome associated with the use of cefuroxime.

Cefuroxime is cephalosporin antibacterial drug indicated for the
treatment of infectious diseases caused by sensitive bacteria.

The SFDA reviewed 11 case reports, three of which supported the
association, and the literature.

Source: WHO Pharmaceuticals Newsletter No.1, 2022.
Empagliflozin
Risk of ketoacidosis and Fournier’s gangrene

New Zealand. The Medsafe has announced that empagliflozin is
associated with the risk of ketoacidosis and Fournier’s gangrene
(necrotising fasciitis of the perineum).
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Empagliflozin is a sodium glucose co-transporter 2 (SGLT2)
inhibitors and is used for the treatment of type two diabetes mellitus.
The CARM received three reports of ketoacidosis and two reports of
Fournier’s gangrene following initiation of empagliflozin.

For the risk of ketoacidosis, healthcare professionals are advised to
consider stopping empagliflozin temporarily during an acute illness,
particularly if patients are unwell, febrile or vomiting and not eating.

Empagliflozin should also be temporarily stopped before undergoing
medical procedures or surgery. For the risk of Fournier’s gangrene,
patients should be advised to seek immediate medical attention if they
experience pain, tenderness, redness or swelling of the genital or
perineal area, particularly with associated fever or malaise.

Source: WHO Pharmaceuticals Newsletter No.1, 2022
Finasteride
Potential risk of diabetes mellitus

Saudi Arabia. The SFDA has released a potential safety signal
concerning diabetes mellitus associated with the use of finasteride.

Finasteride is a Sa-reductase inhibitor and indicated for the treatment
of symptomatic benign prostatic hyperplasia (BPH) in men with an
enlarged prostate.

The SFDA reviewed 62 case reports, two of which supported the
association, and the literature.

Source: WHO Pharmaceuticals Newsletter No.1, 2022
Propylthiouracil and carbimazole

Use in pregnancy
Australia. The TGA has announced that the pregnancy category for

both propylthiouracil (PTU®) and carbimazole (Neo-Mercazole®) is
being changed from being suspected of harmful effects on the human
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foetus by the pharmacological effects to the being associated with an
increased incidence of human foetal malformations.

Propylthiouracil is an antithyroid drug indicated for the treatment of
hyperthyroidism or prior to surgery or radioactive iodine therapy in
these patients

Carbimazole is also an antithyroid drug indicated for hyperthyroidism.
It is used as a definitive therapy for the induction of a permanent
remission in either primary or secondary thyrotoxicosis. It is also used
in preparation for thyroidectomy before and after radioactive iodine
treatment. The risks relating to congenital abnormalities in neonates
are known for these medicines.

The TGA reviewed reported cases of congenital abnormalities for
propylthiouracil and carbimazole in the postmarketing setting.

Healthcare professionals should be advised that propylthiouracil and
carbimazole should not be prescribed for women of childbearing age
unless, in the opinion of the physician, the potential benefits outweigh
the possible risks.

Source: WHO Pharmaceuticals Newsletter No.1, 2022

Paclitaxel
Caution for medication error

United Kingdom. The MHRA has requested health-care
professionals to take caution not to confuse Paclitaxel formulations
with nabpaclitaxel.

Nab-paclitaxel indicated for the treatment of certain cancers of the
breast, pancreas, and lung. Paclitaxel is indicated for the treatment of
cancers of the ovary, breast, and lung, and advanced AIDS-related
Kaposi’s sarcoma. They have different indications, pharmacokinetics,
dosages, and preparation and administration instructions; therefore,
they are not interchangeable.
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Although the UK has not received a case report to suggest harm has
occurred in the countries due to a mix-up of these paclitaxel
formulations, errors in dosing or administration could have potential
consequences for clinical response and increased toxicity or adverse
reactions.

Health-care professionals should make a clear distinction between
paclitaxel formulations when prescribing, dispensing, administering,
and communicating about these medicines. The use of brand names is
advised for nabpaclitaxel formulations.

Source: WHO Pharmaceuticals Newsletter No.2, 2022
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4. SIGNAL

A signal is defined by WHO as reported information on a possible
causal relationship between an adverse event and a drug, the
relationship being unknown or incompletely documented
previously.

Tocilizumab and gastric perforation

Dr Qun-Ying Yue and Dr Elenor Kaminsky, Uppsala Monitoring
Centre

Summary

Tocilizumab (TCZ), a humanized monoclonal antibody acting as an
interleukin6é (IL-6) receptor antagonist, belongs to an important
group of biological agents that has revolutionized the anti-
inflammatory therapy of rheumatoid arthritis (RA). However, drugs
that block IL-6 are reported to be associated with increased risk of
gastrointestinal (GI) perforation, mainly intestinal. Gastric
perforation associated with TCZ was identified as a potential signal
in a screening of VigiBase, the WHO global database of individual
case safety reports. As of March 2020, there were 20 unique patients
(compared with 3 expected), from 9 countries, reporting gastric
perforation with TCZ as a suspected medicine, in VigiBase. These
cases occurred with a time to onset ranging from 0.5 to 36 months
(median 5 months); 17/20 (85%) were considered as serious, 1 with
a fatal outcome. The indication (known in 18 patients) for TCZ
treatment was RA in 16 and temporalis arthritis, or giant cell arthritis
(GCA), in two patients. The outcome was unknown for 7 patients,
11 patients recovered or were recovering, including four where a
surgical procedure was reported, and two did not recover, including
the fatal case. Known risk factors for gastric perforation existed in
10 patients, including co-mobilities or a history of Gl disorders,
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smoking; and concomitant treatment with methotrexate (MTX),
rituximab, steroids, NSAIDs, or a combination of these. There
seemed to be more patients with a high body weight than with a low
body weight, when information was available. Considering the
seriousness of this reaction, it would be prudent to recommend close
monitoring of patients when treated with TCZ, in particular those
with risk factors for Gl perforation as well as those with a high body
weight, as its dose is determined by the patient’s total body weight.

Introduction

Tocilizumab (TCZ) is a humanized monoclonal antibody that acts as
an interleukin6 (IL-6) receptor antagonist. Thus, it is an
immunosuppressive and interleukin repressive medicine, indicated
for adult treatment of severe active and progressive rheumatoid
arthritis (RA), especially in combination with methotrexate (MTX),*
and giant cell arteritis (GCA).2, ® TCZ is often given to patients
responding inadequately or being intolerant to previous therapy with
disease-modifying anti-rheumatic drugs or tumour necrosis factor
(TNF) antagonists.* Further, it can be given as monotherapy in case
of intolerance to, or inappropriate continued treatment with
glucocorticoids or MTX. TCZ reduces progression rate of joint
damage and improves physical function when given in combination
with MTX. It is also indicated for treatment of juvenile idiopathic
polyarthritis in patients from two years of age who have not
responded to previous MTX treatment. More recently, TCZ has been
discussed and tested as an alternative treatment for COVID19
patients with a risk of cytokine storms, since it has been suggested
that IL-6 is one of the most important cytokines in the storms.®

Gastrointestinal (GI) perforation is a hole in the wall of Gl tract
which could include the oesophagus, stomach, small intestine and
large intestine. Underlying causes of Gl perforation may be gastric
ulcers, duodenal ulcers, appendicitis, Gl cancer, diverticulitis,

22



inflammatory bowel disease, and use of medicines such as NSAIDs.
Surgical intervention is usually required for haemostasis, and
closure of perforation and conservative treatment is indicated only
in selected patients who are clinically stable.6

Gastrointestinal perforation is mentioned in both the EMA and FDA
labelling. However, the labelling is focused on intestinal perforation,
and as a complication of diverticulitis. This was why gastric
perforation was identified as a potential signal in a screening of
VigiBase.

The objective of this study was to analyze the pattern and clinical
features of gastric perforation associated with TCZ in the VigiBase
cases, and to assess the causality alongside literature findings.

Reports in VigiBase

A clinical review of reports with gastric perforation (PT) associated
with TCZ retrieved from VigiBase up to March 2020 was performed.

VigiBase contained 20 unique patients reporting gastric or stomach
perforation with TCZ as a suspected or interacting medicine,
compared with 3 expected. Table 1 shows the patients’
demographics and their characteristics. The reports came from nine
countries (Japan (5), USA (5), Colombia (3), Austria (2), and 1 each
from UK, Ireland, Greece, Portugal and Hungary). The indications
of TCZ, available for 18 patients, were RA (n=16) and GCA (n=2).
There were 13 females, 6 males and one gender information missing,
which reflect the population treated under the indications. Their ages
ranged from 37 to 83 years (median: 61 years). When reporter
category information was available, most reports came from
physicians (n=16). Of the 20 cases, 17 (85%) were serious, including
4 lifethreatening and one with a fatal outcome. In 11cases (55%)
there were narratives, although some of these were considered not
informative.
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In addition to gastric perforation, seven patients had co-reported
reactions such as acute coronary syndrome, pulmonary embolism,
cerebrovascular accident, neutropenia, transaminases increased,
respiratory or urinary tract infections, while some patients had
multiple co-reported reactions. TCZ was the only suspected drug in
15 patients (75%),. In the remaining five cases the co-reported
suspected drugs included MTX, prednisolone, hormones
(unspecified) and celecoxib, and two of these patients, on NSAIDs
or steroid, no gastroprotection (such as antacids) was mentioned.
Where information was provided, 12 patients were taking
concomitant medications.

TCZ dosing information was available for eight patients: the mean
dose, corresponding to fourweekly intervals, was 7.9 (SD 1.1;
median 8.0) mg/kg, ranging from 6.0 to 10.0 mg/kg, based on the
highest dose if different doses had been given. When information
was available (n=9), the mean body weight was 80 kg (SD 24;
median 89), ranging from 49 to 114 kg (49, 52, 53, 75, 88, 90, 98,
100 and 114 kg, respectively).

The time to onset (TTO) was reported for 13 patients, and ranged
from 0.5 to 36 months (mean: 10; SD: 11; median: 5).The reaction
led to withdrawal of TCZ in seven patients, when information was
available. The outcome was reported as recovery for 11 patients, no
recovery for 1, fatal for 1, and unknown for 7. Positive dechallenge
was reported for four patients and rechallenge for one patient , who
had no gastric symptoms reported two weeks after the restart of
TCZ, at the time of reporting. Surgery was specifically mentioned in
the management of the reaction for four patients.

Where information on the medical history and concomitant
medications was available, known risk factors for gastric perforation
were reported for 10 patients, including GI disorders, smoking;
concomitant treatment with MTX, rituximab, steroids, NSAIDs, or
a combination of these.

24



Tablel. Patients’ demographics and characteristics of gastric
perforations associated with tocilizumab in VigiBase

Agefsex Time to Outcome Relevant medical
g Indication / |Other suspected (S) or| Recovery: | Co-reported history and
Case | /body : onset .
. Dose (mg /4 w) | concomitant drugs Yes/No/ | adverse events concomitant
weight (months) L
unknown medicines
1 -I-I- Unknown/- |- Unknown | Unknown | - -
Calcium carbonate, cA:)crLét:ary
55/F/ 88 levothyroxine, .
2 kg RA/- losartan, omeprazole, Unknown | Unknown Eygtlirome, PPI; BW 88 kg
vitamin D nos
haemorrhage
3 | saF- | RA/S60 |- 5 Yes . -
(sequelae)
Yes
4 70/F/- RA/400 |- 3 (sequelae) | -
5 50/F/- RA /504 - 36 Yes - -
Etoricoxib
37/F/ 98 leflunomide Yes, after _NSAID,
6 RA /780 . 2 - diverticulitis,
kg hydroxychloroquine surgery BW 98 k
tramadol Y
7 -IFl- RA/- - Unknown | Unknown
Rituximab (S),
beclometasone,
budesonide,
fluticasone, folic acid,
formoterol,
furosemide,
gabapentin, Oesophagitis, -
ipratropium, pulmonary dof;erﬂﬁxh'gﬁp.
8 67/-1- RA/- metformin, MTX, Unknown | Unknown | embolism, o o
rituximab, higher
montelukast, tongue than max dose
pantoprazole, ulceration
prednisone,
ranitidine,
salbutamol,
salmeterol,
simvastatin,
sitagliptin, warfarin
9 65/F/- RA /400 13 Yes
49/F/ 52 Gl
10 K RA/- DMARDs, NSAIDs 17 Unknown | haemorrhage, NSAID
9 neutropenia
Folicacid (S), . Smoking, MTX,
1 55/M/ RA /680/35- | hydroxychloroquine 27 Yes, after ;r;ﬁg?:;r;ér;ase steroids; PPI;
90 kg 40 (S), MTX. surgery | oy ! high dose; BW
Corticosteroids, PP1 90 kg
MTX (S), Prednisol
58/M/ (S), alfacalcidol MTX, steroids,
121 49kg RA /400 [ allpurinol, aspartate 3 Yes - max dos
calcium, diclofenac,
dimeticone, etizolam,
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Agefsex Time to Outcome Relevant medical
g Indication / |Other suspected (S) or| Recovery: | Co-reported history and
Case | /body : onset .
X Dose (mg /4 w) | concomitant drugs Yes/No/ | adverse events | concomitant
weight (months) L.
unknown medicines
iron, lansoprazol,
mizoribine, risedronic
acid, tacrolimus,
zopiclone
Diclofenac, Abscess
46/M/ leflunomide Yes, after : NSAID, steroids,
B 1 100kg RATB00 o eprazole, 8 surgery | (Probably PPI, BW 100 kg
. tamponated)
prednisolone
14 IFI- Unknown /- |- Unknown | Unknown | - -
NSAID, PPI,
MTX. No history
73IM/ Meloxicam, MTX, Yes, after of Gl disorders
15 75 kg RA /600 PPI 1 surgery |~ (ulcers,
diverticulosis
etc).
Folic acid,
metoprolol, (Rivaroxaban),
62/F/ oxybutynin, . PPI, BW 113.5
16 113 kg RA/- pravastatin, Unknown | Unknown | UTI, influenza kg. Mglkg
rivaroxaban, unknown.
omeprazole
17 | 7w | GCATemp Unknown | No |- -
.art/-
Hormones (S),
18 | s | RAVIBZOTV [0 atimod, 8 Yes
- Sulfasalazin
Temp.art/
162/1v . Cerebrovascul .
19 T6IF/- (=648?) Prednisone 3 Death ar accident Steroids; fatal
s.c./im.
Celecoxib (S),
20 50/F/ 53 | RA /162/2v (= | prednisolone (S), 05 Yes R NSAID, steroids,
kg 324 mg?) folic acid, MTX, ’ MTX
paracetamol, tramadol

BW: Body weight; DMARDs: Disease-modifying antirheumatic
drugs; F:Female; GCA: Giant cell arteritis; GI: Gastrointestinal; M:
Male; MTX: Methotrexate; NSAIDs: Nonsteroidal anti-
inflammatory drugs; PPI: Proton pump inhibitor; RA: Rheumatoid
arthritis; TCZ: Tocilizumab; URTI: Upper respiratory tract
infection;
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Literature and labelling

Tocilizumab (RoActemra) EU summary of product
characteristics (SPC) *

Posology and method of administration

Treatment should be initiated by healthcare professionals
experienced in the diagnosis and treatment of RA, systemic juvenile
idiopathic arthritis (sJIA), juvenile idiopathic polyarthritis (pJIA) or
cytokine release syndrome (CRS). TCZ should be administered as
an intravenous infusion over one hour.

For RA patients, the recommended posology is 8 mg/kg body
weight, given once every four weeks.

For individuals whose body weight is more than 100 kg, doses
exceeding 800 mg per infusion are not recommended. Dose
adjustments are needed if laboratory abnormalities (liver enzyme
abnormalities, low absolute neutrophil count, and low platelet count)
are found. No dose adjustment is required in elderly patients >65
years of age, or in patients with mild renal impairment.

Special warnings and precautions for use

Complications of diverticulitis: perforations as complications of
diverticulitis have been reported uncommonly with TCZ in RA
patients. TCZ should be used with caution in patients with a previous
history of intestinal ulceration or diverticulitis. Patients presenting
with symptoms potentially indicative of complicated diverticulitis,
such as abdominal pain, haemorrhage or unexplained change in
bowel habits with fever should be evaluated promptly for early
identification of diverticulitis, which can be associated with
gastrointestinal perforation.
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Adverse drug reactions relevant to the signal are presented in

Table 2.
Table2. Adverse drug reactions (relevant to the signal, selected
by the authors)
MedDRA System Organ Frequency categories with preferred
Class terms
Infections and infestations Uncommon: diverticulitis

Common: abdominal pain, mouth
ulceration, gastritis

Uncommon: stomatitis, gastric
ulcer

Gastrointestinal disorders

Gastrointestinal perforation: during the 6-month controlled
clinical trials, the overall rate of gastrointestinal perforation was 0.26
events per 100 patient years with TCZ therapy. The overall rate of
gastrointestinal perforation was 0.28 events per 100 patient years in
the longterm exposure population. Reports of gastrointestinal
perforation in patients taking TCZ were primarily reported as
complications of diverticulitis including generalized purulent
peritonitis, lower gastrointestinal perforation, fistulae and abscess.

Discussion

TCZ, a monoclonal antibody targeting the IL-6 receptor, has been
reported to increase the risk of Gl perforation.7 The risk for lower
Gl perforation associated with TCZ was estimated to be more than
twice that for anti-tumour necrosis factor agents®. In a registry of
lower intestinal perforation (LIP), the crude incidence rate of LIP
was found to be significantly higher in patients taking TCZ
(2.7/1000 person-years), compared with all other treatments
(0.2-0.6/1000 person-years).9 In the literature, more data are
available for the risk of for lower Gl tract perforation. More recently,
based on updated data it was reported that, although data are limited,
drugs that block IL-6 are associated with a greater increased risk of
Gl perforation, than other RA therapies’. In our current study, 20
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patients with gastric perforation in VigiBase were reviewed with a
focus on the clinical features. TTO ranged from 0.5 to 36 months
(mean 10; median 5). About 2/3 of the patients were females,
reflecting the treatment indication of RA where a female to male
prevalence ratio of 2-3:1 has been reported®®.

When TCZ (RoActemra) was approved in the EU (2009), the
Member States were required to implement an educational pack to
inform physicians and patients about the risks of serious infections
and complications of diverticulitis'’. In the summary of the Risk
Management Plan (RMP) it was stated that the rate of serious
infections appeared to increase with body weight'?. The dose of TCZ
is dependant on body weight: 8 mg/kg body weight, given once
every four weeks. For individuals whose body weight is more than
100 kg, doses exceeding 800 mg per infusion are not recommended
13 In the current study, the mean body weight was about 80 kg.
However, no patient weighed 80 kg. Only one patient weighed 75
kg, which was close to the mean body weight, while five patients
were heavier (88.2, 90, 98, 100 and 113.5 kg) and three were lighter
(49, 52.2 and 53 kg). It would seem that heavier patients are over-
represented in this study. It has been reported that chronic dosing
using total body weight can lead to drug toxicity in obese adults.14
Although the body composition (lean versus adipose weight) and the
body mass index were not reported, it seems prudent to recommend
close monitoring of patients, in particular, those with a high body
weight when the drug is dosed according to total body weight.

The findings in the present case series are in line with the literature
reporting the commonly used concomitant medicines in RA, e.g.
MTX, NSAIDs, and corticosteroids, all known to present risks for
Gl disorders, in particular gastric perforation’. As shown in Table
1, in five patients MTX was used, in five cases NSAIDs, and in six
cases steroids, including one with higher dose of steroids. In
addition, one patient concomitantly used rivaroxaban which is
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known to increase the risk of Gl bleeding. Therefore, these drugs
may also have contributed to the adverse events. In addition, six
patients had also concomitantly used PPI, although it is unknown if
it was used to prevent or treat Gl problems.

Diverticulosis was specifically mentioned for only two patients, one
where it was reported present, and another where it was absent.
Diverticular inflammation was reported for 0.8% of patients, who
underwent colonoscopy but who lacked symptoms or clinical
evidence of diverticulitis.™ Up to 40% of the Western population
may have diverticulosis.16 It is unclear if patients with known
severe diverticulosis should be excluded from TCZ treatment, or if
they should have a colonoscopy before starting TCZ to assess
whether they have diverticulosis'’. It has also been suggested that
IL6 blockers should be avoided in patients with a history of
diverticulitis, as they are known to increase the risk of subsequent
intestinal perforation. the impact of diverticulitis on gastric
perforation is unclear.

One patient was a smoker, which could induce pathogenic and
carcinogenic processes in the Gl tract 8. This is because active
compounds in cigarette smoke can damage Gl tract structure through
cellular apoptosis induction, and hamper the mucosal cell renewal.
Cigarette smoke also interferes with the protective mechanisms of
the Gl tract through modulating the mucosal immune system, and
reducing the mucosa blood flow. In addition, it inhibits the synthesis
and release of EGF and polyamines, which reduces mucus secretion,
which may compromise the integrity of the mucosal defense.

Eleven patients, when information was provided, had at least one
factor that may have contributed to the occurrence of gastric damage,
such as concomitant drugs (e.g., MTX, NSAIDs, steroids,
rivaroxaban), or conditions (e.g., smoking, high body weight and
associated high dose of TCZ). Eight of these patients had more than
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one of the factors, suggesting compounded risk for the reaction to
occur.

Only four reports specifically mentioned surgery for the ADR. The
current treatment of perforated peptic ulcer is surgical repair,
although conservative treatment can be adopted in selected patients.®
It is unclear in our case series whether the perforations without
surgery mentioned in the reports were ‘microperforation’ (see
definition of GI perforation”) for which surgery is not indicated, or
if surgery was performed but not noted in the reports.

Conclusion

Gastrointestinal perforation is an important identified risk of TCZ
treatment which may be lifethreatening. However, the current
labelling is focused on intestinal perforation, and as a complication
of diverticulitis. In VigiBase, cases of gastric perforation have been
reported, particularly in patients with high body weight and taking
concomitant medications known to cause gastric perforation.
Healthcare professionals should be aware of this potential risk and
closely monitor patients, in particular those with risk factors for Gl
perforation, as well as those with high body weight, during treatment
with TCZ, which is dosed according to total body weight.

We acknowledge with thanks the pharmacovigilance centres that
provided additional case information upon request.
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&. ATF., R0WL5 /R HT National GMP T WHO GMP J&19

WU TR AN ScEdeed! T

List of Domestic Manufacturers Awarded with National GMP in 2078/079

,\i')' Name of Manufacturer Decision Date Validity
1. | Genetica Laboratories Pvt. Ltd., Bara 1/6/2079 1/5/2081
2. | Alive Pharmaceuticals Pvt. Ltd 2/10/2079 2/9/2081
3. | Magnus Pharmaceuticals Pvt. Ltd., Bara 1/6/2079 1/5/2081
4. | National Healthcare Pvt. Ltd. 7/5/2078 7/4/2080
5. | Nepal Pharmaceuticals Lab. Pvt. Ltd. 10/26/2078 10/25/2080
6. | Nova Genetica Pvt. Ltd. 1/6/2079 1/5/2081
7 (L)tr:jm Pharmaceuticals Laboratories Pvt. 8/3/2078 8/2/2080
8. ;?gﬁrnrharma Company Pvt. Ltd, 10/26/2078 | 10/25/2080
9. | Vijayadeep Laboratories Pvt. Ltd. 6/30/2076 6/29/2078
10. | Amtech Med Pvt. Ltd. 2/10/2079 2/9/2081
11. | Florid Laboratories Pvt. Ltd. 4/1/2078 3/30/2080
12. | Supreme Healthcare Pvt. Ltd. 4/26/2078 4/25/2080
13. ggggﬁé;ﬁ Pharmaceuticals Pvt. Ltd., 2/5/2078 2142080
14, éﬂg;g:gmaceu“ca's Pvt. L., 10/26/2078 | 10/25/2080
15. | Unique Phrmaceuticals Pvt. Ltd., Bara 1/6/2079 1/5/2081
16. | QbD Pharmaceuticals Pvt. Ltd., Kavre 1/6/2079 1/5/2081
17. | Universal Formulations Pvt.Ltd. 8/3/2078 8/2/2080
18. | Apex Pharmaceuticals Pvt.Ltd. 10/26/2078 10/25/2080
19. | Aadee Remedies Pvt.Ltd. 8/3/2078 8/2/2080
20. | Alliance Pharmaceuticals Pvt.Ltd, 9/27/2078 9/26/2080
21. | Live care Pharmaceuticals Pvt.Ltd, 10/26/2078 10/25/2080
22. | Vega Pharmaceuticals Pvt. Ltd. 6/6/2078 6/5/2080
23. Lg\',‘faﬁ) harmaceuticals P.Lud. 211012079 | 2/9/2081
24. | Amtech Med Pvt. Ltd., Morang 2/10/2079 2/9/2081
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List of Domestic Manufacturers awarded with WHO GMP in 2078/079

. No. Name of Manufacturer Decision Date (\(Dzjll\'/(lj/'\t{);
1. Genetica Laboratories Pvt. Ltd., Bara 1/6/2079 18/04/2024
2. Magnus Pharmaceuticals Pvt. Ltd., Bara 1/6/2079 18/04/2024
3. National Healthcare Pvt. Ltd. 7/5/2078 21/10/2023
4. Nepal Pharmaceuticals Lab. Pvt. Ltd. 10/26/2078 8/2/2024
5. Nova Genetica Pvt. Ltd. 1/6/2079 18/04/2024
6. (L)trcljm Pharmaceuticals Laboratories Pvt. 8/3/2078 18/11/2023
7 Eir;i‘slgPuhna}rmaceuticals Pvt. Ltd., 5/24/2022 23/05/2024
8. Quest Pharmaceuticals Pvt. Ltd. 6/6/2078 21/09/2023
9. Samar Pharma Company Pvt. Ltd., Birgunj | 10/26/2078 8/2/2024
10. | Vega pharmaceuticals Pvt. Ltd, Lalitpur 6/6/2078 21/09/2023
11. | Florid Laboratories Pvt. Ltd. 4/26/2078 15/07/2023
12. | Supreme Healthcare Pvt. Ltd. 4/6/2078 9/8/2023
13. ;il?g::(;:m Pharmaceuticals Pvt. Ltd., 2/5/2078 21/10/2023
14. | Omnica Laboratories Pvt. Ltd., Bhaktapur 71512078 21/10/2023
15, Qﬁgiggﬂma‘:wticms Pvt. L., 10/26/2078 | 8/2/2024
16. | Unique Phrmaceuticals Pvt. Ltd., Bara 1/6/2079 18/04/2024
17. | QbD Pharmaceuticals Pvt. Ltd., Kavre 1/6/2079 18/04/2024
18, g;%‘;engsslr maceuticals Pvt. Ltd., 712812022 | 2710772024
19, (Filrjf:)c;eng:sirmaceuticals Pvt. Ltd.(Unit-2), 712812022 27/07/2024
20. | Apex Pharmaceuticals Pvt. Ltd. 10/26/2078 8/2/2024
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. A, 3015 /9% A FAETHT TR U B i

IARHEEH! TA

. Date of | Importers Name
S.N. | Name of Company | Factory/Site Address approvall & Address
Demo S.A 2078/ Human
1 | Pharmaceuticals Attiki, Greece lifescience Pvt.
04/03 A
Industry Ltd., lalitpur
Pharmachem
L Pune 412125 2078/ h -
2 | Lupin Limited Maharashtra India 04/11 Prlvat.e I|m_|ted,
Birgunj
3 Ever Neuro Str 15, 07745 Jena 2078/ Gunjeshwari
Pharma Germany 04/10 | pharma, Birgunj
4 | Zambon Ch-6814 Cadempino | 2078/ | "€ OM
Switzerland Itd Switzerland 04/11 pvtLid.,
Ktm.
Terumo - Pharmachem
5 | Yamaguchi and Yamaguchi 754-0894, | 2078/ private limited,
d - Japan 04/22 - .
corporation Birgunj
Pharmachem
Gan and Lee - 2078/ A L
6 Pharmaceuticals Beijing 101109, china 04/21 prlvat_e I|m_|ted,
Birgunj
7 Sanquin plasma Amsterdam the 2078/ sci?]?ean\:;fﬁ d
products B.V. Netherlands 04/02 L P '
alitpur
. Vriddhi
8 Man k_|nd Pharma Sirmour-173025, India 2078/ International
Itd unit 1 05/20
P.ltd
9 Pt Tunggal Jakarta Timur 2078/ cohrqsgrlnsﬁ}\//t
Idaman Abdi Indonesia 05/20 Ltd '
Central veterinary .
L . 2078/ Big B Vet
10 g/ledlcme Jsc -no- | Vietnam 05/22 Trading
6201 South Freeway . .
11 Alcon Research Forth worth Tx 76134, 2078/ | Agile medlsales,
LLC 05/30 lalitpur
USA
12 ACS Dobfar Tordino 64100 Teramo | 2078/ Human life
S.P.A Italy 06/06 | science Pvt. Ltd.

51




Date of

Importers Name

S.N. | Name of Company | Factory/Site Address approvall & Address
Biocare L. Gama Trade
13 | Manufacturing ﬁ/le;:;sls(;ndar, Perak, 89/7082/ Concern Nepal
Sdn Bhd 4 PVt. Ltd
Survey no. 895 & 897, Human life
Caplin Steriles thiruvallur (district), 2078/ .
14 | 7% - - . science pvt.ltd.,
limited gummidipoondi, tamil 07/10 lalitour
nadu 601201, India P
S.P.A.,S.S. 7, biskm R.S.
15 Kendrion S.P.S., 19.5, 80029-sant 2078/ | Pharmaceuticals
Italy antimo 08/02 Enterprises,
(naples), Italy Ktm.
. Sippl,S.No0.105-110, Shree om
16 Isrféfamp\'/rt‘sttt‘éte Of | Manjari BK Pune 412 33/728[; Brothers Pvt.
B 307,Maharashtra, India Ltd., Ktm
Plot no. 1-82, 1-83,
17 Marksons Pharma | verna Industrial estate, 2078/ | Yamuna pharma
Ltd. Verna Goa-403 722 09/13 pvt.ltd
Maharashtra, India
Dragenopharm Synergy
18 | Apothekar Puschi %ct)tlrlfgra]:)ne 1?;?{;” gg/728(; Overseas Private
GmbH 9 y Limited
No.52, shanbianhong Nanda Chem
19 Ximen Innovax east road, haicang 2078/ Drug
Biotech Co. Ltd., district, xiamen, fujian, 10/23 | Distributors Pvt.
China Ltd.
Unit-2, a-1128, RIICO
Eugia Pharma Industrial area pha_se- 2078/ Human Life
20 Specialities Ltd I, Alwar bhiwadi, 10/18 | Science Pvt.Ltd
P | Rajasthan 301019, =
India
Unit 11, village manglej,
21 gtreorci)sk(;ence Nareshwar road, 2078/ Hefllﬁgasrl?lgvt
Limited off NH8 Vadodara- 09/07 Ltd '
' 391210, Gujarat, India ’
Plot no. 1-139 to 1-146, .
22 | Cipla limited verna industrial 2078/ Instyle trading
12/29 concern.,

estate, Verna Goa India
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Date of

Importers Name

S.N. | Name of Company | Factory/Site Address approval & Address
plot no. a-2,a-33,a-42
and a-37/2/2, .
23 | Cipla limited Patalganga 2078/ Instyle trading
. . 12/22 concern.,
Industrial area, raigad,
Maharashtra 410220
Avenue jf kennedy,
gq | Meda Merignac 33700, 2078/
manufacturing, F 12/29
rance
- 1401, sherdan road, 2079/
25 | Abbvieinc. north chcago, il 60064 02/11 Pharmachem
Route de belleville, Pvt. Ltd.,
26 | Mylan laboratories | lieu-dit maillard, 2079/ Birgunj
SAS chatillon sur chalaronne | 02/17
01400,France
via alessandra fleming Shree Om
27 ACS Dobfar 2-37135, verona (vr), 2079/ Brother Pvt.Itd.,
S.P.A, 03/13
Italy Ktm
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WUSHT Hand Sanitizer &t T

G, AMA. R005/9R A BuFERE Yordsr @it Agaf yam

SAEH D! T/
ST

SANITIZER &I SH/ @S

Elbcaiicy
Eiica

RI Corp, Gujarat, 1. Sanitive instant hand rub Matrix pvt. Itd.,
India sanitizer, 2 liter lalitpur
2. Sanitive instant hand rub
sanitizer,5 liter
RL Corp, Gujarat, 1. Pamacare instant rub sanitizer, 5 | SB Trade
India liter international,
ktm
Research Medicine Brackish hand sanitizer 500 ml Nepal marketing
Pvt. Itd., India solution ktm.
Multani 1. Kuka hand sanitizer (neem and Dipali
Pharmaceuticals Itd. lemon), 100 ml pharmaceticals
Haridwar 2. Kuka hand sanitizer (neem and
lemon), 200 ml
3. Kuka hand sanitizer (neem and
lemon), 5 liter
Nagindas Hiralal 1. Microshield handrub 100 ml Moon light
Bhayani, 2. Microshield handrub 500 ml traders,
Gujarat,India . Kathmandu
(pink colored)
(Mfg.for: Schulke .
India pvt.Itd. New 3. Desderman hand sanitizer 500
Delhi) ml
Hind Pharma Bhopal 1. Sterinol instant hand sanitizer Saral Exim Pvt.
462022, India 100 ml lig. Itd. Ktm
2. Sterinol instant hand sanitizer
500 ml
3. Guard h. instant hand sanitizer
90 ml
4. Guard h. instant hand sanitizer
90ml
Vapi Organic Soft care (e) spray hand sanitizer, 5 Web Trading
Chemicals Pvt. Itd. liter concern pvt. Itd.
Gujarat, India (Mktd kathmandu

by: Diversey India
Hygiene Pvt. Itd.)

RI Corp Gujarat,
India

Pamacare instant handrub sanitizer
130 ml, 250 ml

SB Trade, Ktm

54




SAEH D! T/
ST

SANITIZER & WH/ @S

ElPEaica
Eiica

Natural Fragranles llc
UAE

smart ipa 70 %, 250 ml

smart instant hand sanitixer
spray 20 ml

smart instant hand sanitizer
spray 125 ml

smart instant hand sanitixer
spray 100 ml

smart instant hand sanitizer
spray 250 ml

smart instant hand sanitixer
spray 150 ml

smart hand sanitizer spray,100
ml smart instant hand sanitizer
gel, 65 ml

smart inst. hand sanitizer gel,250
mi

smart i.hs. spray,300 ml smart
i.h.s gel 500 ml

10. smart i.h.s spray, 45 ml

Nawa durga
trading concern,
ktm.

10

VVF India Itd.
Daman (Mktd by:
Reckkit Benekiser
India Pvt. Ltd.

Dettol instant hand sanitizer gel
,25ml

Kathmandu
marketing &
Trading house
pvt. Itd.

11

Comex Herbal
Product India

Comex hand sanitizer 100 ml,
500ml, 5 liter

Sagarmatha
Surgical House,
Ktm

55




9. REGULATORY NOTICES

A QAT S\aedl A=A
aAtafy sgaear BT

yHiRE ffd:roe’/03/33

SAtrey suaer ATt
R R SRRl

7q famTaT Tat @t HIAU Pharmaceuticals Dosage Form GR'% ol (Tablet), Frged
(Capsule) T B (Liquid) < TIdeT M T TAYFHT QEEET FTRAT grEaaalE
FETfEEH! BYAT Feits WA Tord) T we, ffe B T e wiesr wrEea
7 favmTeT TR e Yua g

sy ¥, R03Y% @I i aRemT SRt HH U AT Toa FHIEET YT AT
FAECHT T GEqet AN Feaia G T q€dT et IouEd, A adr s
e ity U swifow P g waue @ B g1 8 auRAr STy e
eI quT FEvTET YR qed IUET ARUST ae/ A wEeegd g ErdE T
AT 7gH HHT HROT AN 7,20 3L THT Y BT TG ATIR 0¥, W
F uTel TSYAAT GEAT Yo M Fay TRCH |

11% I Zee laboratories, India ¢ Jcuifed Biodee Drops [Vitamin D3 (Cholecalciferol)]
TeAEEHT VAR e THRIcAs /TG (Adverse Effect) SRETSHT SR
STEqATer e e SR ATEaHATe W U qAT 6 Iehed a9 e ada gat
REHT RS Al Biodee Drops A e wam Wil T TWRIST g a1y IR |
aafy ¥9,303Y T 79 RvmTEe SgEfd TWUEsT qeq NS TIEr A T8
AT GebT YOER T AT T TAABIRAT ARAT THA Al g gal A Teqees
Yordt e e Rrazor T TeRrS T SR TR WA T gl G ST
AT A GEAT gt g g
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aw P TR T NUHT WRARAE (ANTIBIOTICS) AMfuwest warE @
fcr ot Rrg wamee TSR (WHO) wE At wqwr afard T e o wower &
FEPY  AEYgE WEE@! Wil @9 NARCOTIC AND  PSYCHOTROPICS
SUBSTANCES T 370 cTayad Auegead! foraxm PMS SOFTWARE 1w
o T T AR RSy AU TR SeEHET UH Wl AawicE ONLINE
=ty B T WRRE sakeeears Yewe R, wWa 3w st seenl
TR 7 T wha giee i)

e 7@ AR (TRAINING) AT @89l g7 weeaar ffa R0’ /03 /3 sffar sw=mr
RIS AT SEEET 99T SqaedYT HeNEMT AHad T IeARE Rl s
=it T wfea wOE T g qHG S TWE |

T A TaEEdT [T W wE

wwa: Ry 99 A% 2@ AT WA

?Eii‘mm (\(,ﬂ

R Association of Pharmaceutical Producers of Nepal (APPON) W
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PMS Software user ID Tqrerat

T e SeEE T STAFAETAE Hard Copy AT Narcotic, Psychotropic ARIgeaT @Ud
faT e TR SATGERTT BTeT WY 1 WEATHT T Narcotic, Psychotropic Hiéd Antimicrobials
T PMS Software WTET YRE THaT Tt W AWl JeEE T ATAGHACEAR user ID AATIH
&t gel @ =1 W qufder Fe REE Google form Link/QR code % Fefier Fmmr gamegt
I G |

ot

Google form link: https:/bit.ly/35BAXZF

N
s :*fg;@ L
T

ﬂ,:;‘;":
;r:
r|_|

:?5
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B ; ET
Wﬁmmﬁwm
i, =gy
%ﬁaﬂ"‘q@
?“T -
iefir weemEwT wRE fft Ros5/09,9% W wEE 4R @ dewwr frfger fe gedfaa
fr (New Molecule) 6 WFaT [ AR =i 7H sify caaear fanrar wowt for fofa wewn g
S s R wfy (afRer dviT) SERE, Koss @ FE 99 BT wEETET @i et
FAFT FASEFT T A A g A g |

arafire:
S.N. Generic Name |
I T Powder for Injecth ]
2. | Sofosbuvir & Daclatasvir tablet | 1
E Umeclidini ide 62.5 meg Inhalational Powder B
a. Sofosbivir 400mg and Velpatasvir 100 mg tablet ]
5 ib 100mg soft gelatin capsule :
6. Acetyleysteine 150 mg and Taurine 500 mg tablet [ |

B Ranolazine 375mg tablet G

| 8. ibi. 23m5|0-!mlﬂecﬂm&10myml 3

} 9. Dasatinib- 100 tablet

S (e ) 10 mg/ml

I | Carfilzomib 60mg/Vial, for injecti
12 | Apremi ¢ 10mg, 20 mg.30 mg : i

! 13, | Caspofungin Acetate eq. mc in 50 mg& 70 n Inje ¥ d |
14, ine and Donepezil tablet (5 & 10) R
15. Aminoethylsulfonic Acid 130mg, Acid 130mg, E- Aminocaproic Acid 130 mg, iramine

Maleate 1.3 mg. ium Asparate 26 mg Eye Drops E:
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AT HIHTT
W@ U7 9 g9y

drefr sgaear favmer
Al fat Recall) 7 Tt s T

wetee ffY : R005/99/0%
T03¥ H W 9y FHMAE BEE e e R aweEe geed el (Reeall) T T FiE EAer w
AT T T gEEEa SURT T SENTEHT ANSEE ATAEERG] T [T TaeE T WS R W A
T THEE MRGE G | WY e A Rwie B Bew q wn ai e T e e

o

T
R A aw | s | MEE Eaius TEEFR T T
s : Does not comply as per CEFO
1. |, Microcef 200 DT |5 gorpyngy | May-20200 | 4955076 AD048 with respect to | Micro Lab Limited, India
(Cefpodoxime Proxetil) Apr-2022 : :
dissolution test.
Myvit-C (Vitamin C May-2021 Does not comply with pmc’ucr Curex Pharmaceuicals
2 TMS-044 ~ | specification of the company with [Pvt. Ltd . Janagaal. Kavre.
Chewable tablet IP) Apr-2023 B o
respect to color of the tablets Nepal
5 I Does not comply with product Curex Pharmaceuicals
it amin 202 Y
3 NC{P‘l Vit i].(\ri:sl 5 IP(J: TMS-045 _\ia_\- ;g;; specification of the company with [Pvt. Ltd . Janagaal Kavre.
EWHITEARYS pr-cis respect to color of the tablets Nepal
E AT HTEFTL

e T91 9= 74199
tate el (Recall) T GFedl Fcg= wedt Gl
yeiera fifa: Rows/q0/05%
JeAFEEAR IR ANEAF! AT A, FT AMUEE T W GUE GPUEE G AueE dmy 3w
303y F THE 9y FHfaw fafF Faor d@ o aerEe gea W (Recall) T T @F BT w0
FEFETED A A g g TR g | W g dhies el Bl o wan win aia e
T A g A g A4 g |

aqter:
BT | et s W, | BB | e TAEFF T T T
NS 500ml (Sodium May-2021/ Does not comply as per I[P | Aculife Healthcare Pvt
1. Chloride Injection 1E11379 - ;4 2018 with respect to Ltd.. Sachana, Gujurat
IP (0.9%wW/v)) APl sterility test. 382150, India
RL 500ml (Ringer May-2021/ Does not comply as per [P | Aculife Healthcare Pvt.
2. Lactate Solution for | 1E11351 Al % _)"”-4 2018 with respect to Ltd., Sachana, Gujurat
Injection) i g sterility test. 382150, India
Axa Parenterals Ltd, Plot
i B PNy 1 {0 936. 93
5D 500ml (Dextrose May-2021/ E')uu not comply as per [P | No 936, 937, 939,
3. Injection IP) AE10816 ADr-2024 2018 with respect to Krishnapur, Jamalpur,
3 s s sterility test Roorkee, 247667,
Uttarakhand, India
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qRRETE %00 T, TEl st wraraH e FE

Ffe B Tar a9 Paracetamol SOOmgWW g Wil = JreaEe
Wwﬁmﬂuﬁwﬁmﬂﬁrwmmﬁ|wﬁmﬁ
WO AT T FeE W EE T A a9 G e AR W 3
1 g T UE R Frae w0 Feat A TEUE g | Seesees T 9T
w1 TET U St e A R dfedw w1 aEtedl g | qE SaEed
FET TH T IIET TH g9 e AT e e geed #e e e i
Pt P wf From wdl e gedm T @i PR @4 9o,
et U4 Rl saaadEears Five fgwear g |

ATTHTET A AT A U A SeE FEEE T {3
SR FE wE GeEE - qR36 S (@Ra Ry wme "E), TER A
AT T TSRUR- ¥,42,000 WH, IeALTH FAA wHl @F wqE TE T "
T HHAT WA T WE- 9,000 o (FE @ BT =@ wEET ) W
FraroT W WO | AT e el A Jese 4 Sy e aaas
F= T T qar AfEwr R ;A WA we W wuE e sEn
T T A QY.GEY.0Y F.9 T FEe #iE i e T s o ae
Teqe AR T Ay gearE v B P w0 et o et G s
& wwE A s At e ey | e, f e e frew
T R T HE FOAW AR R T T e B FRis ST
Eﬁmﬁmaﬁﬁuﬁaqm&ﬁﬁmﬁﬁﬁﬁﬁwmm
AReFET (A YT 30090%) o BMTTET AEETE $ info@dda.gov.np AT
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k& YT HIFTE

reg 991 9= 449 q

drafy = faaerEr
) T FFERE A el
waia fafa: J095/90,0%

IAEFTEAT IR AUGEE] A A, F1 AUHEE g WG TUH LU G ANEEE A 99
R03Y FH THE Y Fuian @06 Ao T i avwae aeed WAl (Recall) T T AR HEOT 79
WFEEED A1 A G g aRuE g | I diiues it B Raer qar i gie
T IS & v g A g |

(R

aqaferer:
RA | et e, 7, | MEEP | JARHES! T T B
NS 500ml (Sodium May-2021 Does not comply as per IP | Aculife Healthcare Pvt.
75 Chloride Injection 1E11379 s 24 2018 with respect to Ltd., Sachana, Gujurat
IP (0.9%w/v)) Ape2Ls sterility test. 382150, India
RL 500ml (Ringer May-2021 Does not comply as per [P | Aculife Healthcare Pvt.
2 Lactate Solution for | 1E11351 A £ 7'”;4 2018 with respect to Ltd., Sachana, Gujurat
Injection) i sterility test. 382150, India
Axa Parenterals Ltd, Plot
i . H > 10 936. 937. 939
; 5D 500ml (Dextrose May-2021/ L)u-us nf_nu.nmnly‘ as per II N‘, 936, 937, 939,
3. Injection IP) AE10816 App.2004 2018 with respect to Krishnapur, Jamalpur,
- pr=clls sterility test Roorkee, 247667,
Untarakhand, India

wTeE ] AT BTy
R craen oot
) Tl TddoE IcAed SIELT Jdoll

TR AR soes cae . of
FeNEd AUfAEET S T T A g R ST qTeUETe AT et S 09 oz FOTwT 9% Fuiam
fafh Tadqem fiegr oy g@mae G5 Wedl Recall 74 7 A 9 g9 Fwema) dw a4 swbes gsdm
TH AT FEATE ANEETE ATATTE AT AR GEASAEE ST = AT AT T e
AN 1 B i e = M e T M A E T = o e B 6 B = s B £ B e e B e | B - A o =
Aufare
Mig /Exp. Date

3@ haf (R

1

EliPeat =9, A FET FEEFF AT 7 H

TRIMOX-250
(Amoxycillin Trihy-
drate Capsules [I)

D2ZOEMOX

May-2020/
Apr-2022

Does not comply
with IP 2018 with
respect to Weight
Variation.

Mapra Laboratories
Pyt Ltd., Daman,
Numbai, India
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. U TET
@ RS AT SHE@ AT

3R cazen Rerorm

s i Robc/0%/0
FruiEd AdfEEE A A, F1 A g T SE qRuEe an i i T 203w F1 A qy
=t fatF e @ afc aemae gEe A (Recall) 9 7 & @ a8 fFanmr S wwEtan
TN qAT WA SARE AfuEiE A g4 e sffAtreest S @i 9 gEer gwme
TUE g | W g Ay fewie @R AR @ win wie oW 7 WY B @ qaens
TG |

A
fa. ATt T M. A, | Mig/Exp. Date RO FEEEE AW T AT
5 Does not comply COOPER PHARMA
= y 2 /
1 _drzﬁj':if;f; T“;;if]s"d HT20001 it':c}f:f:]z with IP 2018 with |  LIMITED, Dehradhun

respect to Assay. 248197, Unarakhand, India

fBal (Recall) 19 IFa=4l HAcd= -
wewiterET [l Yowc o0k

5 e g 31:!_'IH-1?:! WA EEET TET  ATEET HHAT afesm =T
e T b 110 o e | e o | Foliee o) T B b | e o s e = o1 A TTEAT AUET
greudler | Al Gl T osozw # ozw Yy @dlm B feo dw af
FARAE TEA A (Recall) 79 ¥ @& FEer o8 faanm e = wwEtaa
TR AEEEE A O e wwilEee auEmr m o | W 9w gy e,
fafr M qar 9be §8/T T T AEE g A TS A" |

Ftare;

& FHE. | Mfg T INEEE AW T
& ﬁ e + | Mfg /Exp. 2
. i Date s EXUE
" [CEPOBACT Dry Does nol o
: : Chemidrug
Syrup comply with e

CBD | O8-2020¢ Industries Pvi.
LISP 2018 witl -
-clpodoxime 24 | 01-2022 | W Ltd., Thankot,
Proxetil for Oral respect to Kathmandu. Nepal
Suspension UUSP) Assay lesl i

l. | {(Cetpodoxime

63



A TER
T gl FAGEl gy

Ay seean faamTe

gerieTa fAfd @ R0vs /09,08
SrafeT mEfaeE =T AL w1 Al T T SR MIUEE A S #ety uF 303 w0 oW 1Y a6y
%HTWWWWFWW {Recall) T ¥ | fomeer a9 faammsm %91 79 geatT g9 T

e SRR A o wrgrETT T R ST EERT SRR S O G R MR AT
i TanTive, faf Foroeer oo 99 ST A ¥ ATIS gF ST waes A g |

faw. | slufe wm | = oA Mflg)fe“" T FEAHFS! A T I
PYRIMIDE Tan-2010 Dees not comply to Analytical ALKEM LABORATORIES
1 (Nimesulide 10130070 DE"—_?D’-I Profile No.: NIMES 075/076/AP051 | LTD., Kumrek. Rangpo,
Tablets 100mg) N with respect to Dissolution Test East Sikkim, India
AT HTHR

e T HAHE HeAre

araftr =rerer fasm
Ftufir fibaf (Recall) 3t Aodet! 3o

yeRiTe i 0% /0%/93

T FENEE T AEAE FAAE AEAT IE AIEE FEAT T T TIET aEI6HE e s
TEET TAIATH AT A F AT A VAT AUET MEUENT AT UH, 2034 FT A 99 FHIAA A A
a7 (A9 T T FEEaE e T (Recall) TE 7 AR [FETT AF AARTAT T8 9 AT SINTE
FAFEEFN AT A1 FFAT FETT AF0E 5 | 9 6 G0 G, @i Eaen q9 g6 aig aae v

qurEe:
fa. Mfg./Exp.
. airafra A =, A, ga/te"” R FAEH A T HA
LEVOSAFE-500 Jan-2021/ Does not Comply to IP Qmed Formulation Pvt.
1. | (Levofloxacin 500mg LvT11017 Dec-2022 2018 with respect to Ltd., Chhaling-5,
Tahlets IP) &C Dissolution Test Bhaktapur, Nepal
ZEFIX-100 Nov-2020/ Does not Comply to IP Lomus Pharmaceuticals
2. | (Cefixime 100 mg ZX 0220 0ct-2022 2018 with respect to Put. Ltd., Gothatar,
Dispersible Tablets IP) S Disintegration Test Kathmandu, Nepal
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AT PR
W qET 9T qAqq

iy e W
AP ATHSTHIRINS ST

WIS TATEATFHIR! Il AR AT TR FIRT TR |

FITETPT TANT qrafed TEIUT SATHHIRT foe ST, AT FEET FHRT T, oy
HRHT L JUSRY T, AT AT @ qgd Grel qaT I A, F
HIAT AT % I, At FHERcRE d@ves Side effects), @ar st
AR &7 AIATST T AT es |

LT AT GgHETE T TETRTH |

TR TTE STAT | 1 T ETIFHATE AT AR |

AT YAET el WS FeTUAT, ST SeReS ATTHT, 9T B el WTHT
AT AET AT AL F@T IHT Jord AT FINT T BTST SEATRHATE THIh
?T@i?l’ﬂ;

afs ufrzamiias Fady Faw T AT T g T BT AT T A IGHH
TART T ¥ IR

A9 @ivg T ATl TR AIATAIET HRAT THIOTA B T
qver @it &t afqard foa fow T TR

wreEHT, ANt fawiasal, Sl Soaee, Yoikeat agqr e

TSI

< fawmrer Tqr AwTeEr At fafwfaare T qar faw fasewfar &
af At @ s w
ferfepcaepasee a1 TTeTFHES AT HATAT T ATLITHT & AT
faeRTfzeT T T ¥ B ATTAT FEAAATE A AT AT AAALHT TERIAT T
qUhT T A TR 9 TR ;
e AU qo7 fA9RTETE 760 S T90H AT [arh-faazor T
v‘-l'*T?T;
JUM qar ddT faaweer faw deal bonus awesft T W T AgETE
JTARTATE AT T
Physician sample #1 g&wnT T ;
HITEfTPT TR GelTs A At geara ¥ fafmfaawo T w7
AN qAT AATGTF ¥ Ufecaraifasd dufaesd TR FaET T a1fa @
T %S ai faeprs
Ay TaT WO THURT ARl a9 (qWRTETE SITehrel ferel |
e fersharel @g1 fasharars #RER &l Aifadied fad qur sEmatas aqr
Tl AT qETHT AT T ¥
AN qAT FAGTF ATelTeeT dfaard s Fafreaaret famTiasr smamar
arEefl Yk TR A fafE faawer w9 W




