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This ongoing pandemic has affected us all in
every possible ways and in every possible sector.
COVID-19 has been detected in all provinces and
district of the country with Bagmati Province
and Kathmandu being the highly hit province
and district respectively. According to World
Bank (South Asia Economic Focus) the country’s
economy is projected to grow by only 0.6%
in 2021 as lockdown caused by COVID-19,
disrupted economic activity, especially tourism and manufacturing.

Over these past 8 months we have worked restlessly to ensure smooth
supply of our products in spite of disruption of supply chain of raw
materials and packaging materials in international market. We scaled
up production, increased shifts and kept a check on proper supply
of the medicines to the customers. While focusing on increased
production capacity and meeting the demand with supply, our
number one priority has always been to keep our employees safe and
protected. During this time, we implemented every possible safety
and disinfecting protocols. From being amongst the 1% company in
issuing COVID-19 insurance policy to all our staffs and shareholders
to practicing safety protocols like: wearing a mask, sanitizing hands,
social distancing, daily temperature checks to protect our employees
has always been our major concern.

The environment we are in now is beyond any of our wildest
imagination. Nevertheless, economic activities are opening up, but the
problem still remains the same. There is still the fog of uncertainty,
thinking about how the next normal will look like once the crisis will
pass. On behalf of every Timeans, we are thankful to all the frontline
warriors and healthcare providers for their selfless effort in the
treatment, control and management of COVID-19.

We are now moving forward steadily in the face of uncertainty and
are adjusting to this changed scenario by effectively managing our
Sales team, Production & Logistics. As we are moving forward to next
normal we bring to you our continuous health bulletin 33" issue of
MEDITIME. This issue is dedicated entirely to COVID-19 with latest
information and valuable articles.  hope to receive your overwhelming
love and support for our health bulletin.

Lastly, Stay safe and practice SMS

Sudarshan Lal Shrestha
Editor in Chief

e-bulletin can also be viewed in www.timepharma.com
All Right Reserved :

No part of this publication may be reproduced, in any retrieval system or transcribed in any
form or by any means - electronic, mechanical, photocopying or otherwise - without written
permission of TIME Pharmaceuticals (P.) Ltd. Offenders are liable to legal consequences.
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avirus variant: What do we know?

The rapid spread of a new variant of coronavirus has
been blamed for the introduction of strict tier four mixing
rules for millions of people, harsher restrictions on mixing
at Christmas in England, Scotland and Wales, and other
countries placing the UK on a travel ban.

Why is this variant causing concern?

Three things are coming together that mean it is attracting
attention:

* ltis rapidly replacing other versions of the virus

* It has mutations that affect part of the virus likely to
be important

*  Some of those mutations have already been shown
in the lab to increase the ability of the virus to infect
cells

How much faster is it spreading?

It was first detected in September. In November around
a quarter of cases in London was the new variant. This
reached nearly two-thirds of cases in mid-December.

"The amount of evidence in the public domain is woefully
inadequate to draw strong or firm opinions on whether the
virus has truly increased transmission,” said Prof Jonathan
Ball, a virologist at the University of Nottingham.

How far has it spread?

It is thought the variant either emerged in a patient in the
UK or has been imported from a country with a lower
ability to monitor coronavirus mutations.

The variant can be found across the UK, except Northern
Ireland, but it is heavily concentrated in London, the South
East and eastern England. Cases elsewhere in the country
do not seem to have taken off.

Data from Nextstrain, which has been monitoring the
genetic codes of the viral samples around the world,
suggest cases in Denmark and Australia have come from
the UK. The Netherlands has also reported cases.

A similar variant that has emerged in South Africa shares
some of the same mutations, but appears to be unrelated
to this one.

Has this happened before?
Yes.

The virus that was first detected in Wuhan, Chinag, is not
the same one you will find in most corners of the world.

The D614G mutation emerged in Europe in February and
became the globally dominant form of the virus. Another,
called A222V, spread across Europe and was linked to
people's summer holidays in Spain.

What do we know about the new mutations?
An initial analysis of the new variant has been published
and identifies 17 potentially important alterations.

There have been changes to the spike protein - this is the
key the virus uses to unlock the doorway to our body's
cells.

One mutation called N501Y alters the most important
part of the spike, known as the "receptor-binding
domain".

This is where the spike makes first contact with the surface
of our body's cells. Any changes that make it easier for
the virus to get inside are likely to give it an edge.

"It looks and smells like an important adaptation," said
Prof Loman.

The other mutation - a H69/V70 deletion, in which a
small part of the spike is removed - has emerged several
times before, including famously in infected mink.

Work by Prof Ravi Gupta at the University of Cambridge
has suggested this mutation increases infectivity two-fold
in lab experiments.

Studies by the same group suggest the deletion makes
antibodies from the blood of survivors less effective at
attacking the virus.

Prof Gupta told me: "It is rapidly increasing, that's what's
worried government, we are worried, most scientists are
worried."

Where has it come from?

The variant is unusually highly mutated. The most likely
explanation is the variant has emerged in a patient with
a weakened immune system that was unable to beat the
virus. Instead their body became a breeding ground for
the virus to mutate.

Does it make the infection more deadly?
There is no evidence to suggest that it does, although this
will need to be monitored.

However, just increasing transmission would be enough to
cause problems for hospitals. If the new variant means
more people are infected more quickly, that would in turn
lead to more people needing hospital treatment.

Will the vaccines work against the new variant?
Almost certainly yes, or at least for now.

All three leading vaccines develop an immune response
against the existing spike, which is why the question
comes up.

Vaccines train the immune system to attack several

different parts of the virus, so even though part of the
spike has mutated, the vaccines should still work.

"But if we let it add more mutations, then you start
. " .
worrying, said Prof Gupta.

"This virus is potentially on a pathway for vaccine escape,
it has taken the first couple of steps towards that."

Vaccine escape happens when the virus changes so it
dodges the full effect of the vaccine and continues to
infect people.

This may be the most concerning element of what is
happening with the virus.

This variant is just the latest to show the virus is continuing
to adapt as it infects more and more of us.

A presentation by Prof David Robertson, from the
University of Glasgow, concluded: "The virus will
probably be able to generate vaccine escape mutants."
That would put us in a position similar to flu, where the
vaccines need to be regularly updated. Fortunately the
vaccines we have are very easy to tweak.

By James Gallagher Health & Science
Correspondent BBC, News, Dec. 2020
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Sinonasal malignancies are rare
tumours with the incidence of
0.5-1/100,000 per year (0.2-
0.8%) of all malignancies and
3-5% of upper aerodigestive tract
neoplasm. Although rare, these
malignancies are one of the most
challenging malignancies in head
and neck cancer. They produce
few if any signs while the tumor is
in its early stage. Due to relatively
innocous  initial = symptoms
and complex anatomy they are
difficult to detect early and have
late presentation at unresectable
stage. Due to close vicinity to
vital structures such as the orbit,
skull base, brain, optic nerve and
internal carotid artery they pose
significant challenges for their
treatment and may be the source
of significant morbidity to the
patients.

According to WHO classification
there are 44 different histologic
types of sinonasal malignancies
and the vast majority of them
are epithelial origin. Out of them
squamous cell carcinoma is
the commonest type (50-80%)
followed by malignant melanoma,
adenoid cystic carcinoma and
adenocarcinoma. Lymphoma is
the most commonly reported
non-epithelial tumour.

Etiology

Unlike other cancers, in the head
and neck there does not appear
to be any predominant risk
factor. There appears to be some
association with exposure to the
following industrial materials:

¢ Furniture industry, sawmill,
carpentry or other wood
related industries (exposure
to wood dust)

¢ Dusts from textiles (textile

POLYMAX
Iron Hydroxide Polymaltose Complex 100mg
& Folic Acid 1mg Tablets

Prof. Dr. Narmaya Thapa
Head of Department, Dept. of ENT-HINS

Tribhuvan University Teaching Hospital

plants)

¢ Leather dusts (shoe making)

e Flour (baking & flour milling)

¢ Mine workers such as Nickel
and Chromium dust

e Mustard gas (a poison used in
chemical warfare)

¢ Radium (a radioactive
element rarely used today)

e HPV and tobacco smoke

Clinical features

Like other head and neck
malignancies sinonasal
malignancies are more common
in male with mean age of 50-59
years.

Most of the time initial symptoms

will be similar to rhinosinusitis.

Patients usually present with:

e Unilateral blood mixed nasal
discharge

¢ Progressive nasal obstruction

Other symptoms of maxillary

carcinoma can be:

e Loosening or
denture

¢ Numbness of the upper teeth

e Paresthesia or numbness or
pain on the cheek

ill-fitting

Advanced sinonasal tumours may
be present with:

¢ bulging of the hard palate

e cheek swelling

e protrusion of eye

e double or blurred vision

e tearing

Very advanced lesions can be
presented as:

* loss of vision

e craniopathy

Extremely advanced lesions will
be present with:

¢ Inability to open the mouth,

e Hearingloss

e Severe headache

e Earacheand

¢ Changes in the mental status

Touching Lives, Delivering Promises

Though lymph node involvement
is not very common, in advanced
stages enlarged lymph nodes in
the neck can occur.

|
Fig.1 Ca left maxilla with cheek and hard

palate involvement

Investigations

1. Imaging

Contrast enhanced CT (CECT):
Nose and PNS is the investigation
of choice having 85% accuracy. It
helps to detect tumour location
and bone erosion. However, it
cannot differentiate tumour from
inflammation and secretion.

Magnetic Resonance Tomography
(MRI) nose and PNS provides
following information:

e Soft tissue details

e (Cavernous sinus invasion

e Orbital extension

e Intracranial extension

e Skull base invasion

e C(Carotid artery invasion

Fig 2 CECT Scan of Nose & PNS coronal
cut showing mildly enhancing mass right
maxilla with erosion of walls of the sinus

envolving right nasal cavity and ethmoid.




T2 weighted images distinguish
between retained secretions,
mucosal thickening or tumour.

T1 weighted images show hypo
to isointense signal whereas T2
weighted images vary depending
upon cellularity of the tumour.
Mucinous or cartilaginous
tumours show marked hyper
intensity, hyper cellular tumours
show slight hyper intensity,
and tumours with fibrosis,
calcification or flow void show
hypointensity.

Diffusion weighted image
with measurement of ADC will
distinguish between benign and
malignant tumours.

L%
Fig.3 Mesh to repair anterior lateral wall
of Right maxilla

2. Ultrasonography and FNAC:

This investigation will be useful
only in presence of neck nodes to
rule out metastatic neck nodes.

3. Biopsy :
Biopsy is the confirmatory

investigation for tissue diagnosis
which is mandatory.

The treatment modalities vary
depending on the tumour
histological subtype, location, and
extent of the disease. It includes
surgery, radiation, chemotherapy,
or a combination of two or
more of these modalities. For
T1 and T2 stage surgery will be
sufficient whereas for T3 and
T4 multimodality treatment
is necessary. Super selective
intra-arterial Cisplatin infusion
and concomitant radiotherapy
(RADPLAT) have shown
promising result in advanced
sinonasal malignancies. Immune
therapy will be future novel
therapy.

The prognosis of the patients
largely depends on tumor
histology, location, and stage.

Fig. 4 Following Radical maxillectomy

For reference please mail at
mpd@timepharma.com
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As the COVID-19 outbreak continues to evolve, comparisons
have been drawn to influenza. Influenza “the flu” and
COVID-19, the illness caused by the new coronavirus, are
both infectious respiratory illnesses. Although the symptoms
of COVID-19 and the flu can look similar, the two illnesses
are caused by different viruses.

Let us explain how the flu and COVID-19 are similar and how
they are different.

COVID-19 Flu
Symptoms JSEugeee: Symptoms
* Shortness + Cough

= Muscle ache
= Fatigue

= Pneumonia
(fatal case)

breathing
+ Exposure
Runny nose

Touching

Similarities: COVID-19 and the Flu

Transmission

e Both can be spread from person to person through
droplets in the air from an infected person coughing,
sneezing or talking.

e Also can be transmitted via objects or materials which
are likely to carry infection, such as clothes, utensils,
and furniture.

Treatment
e Neither of viruses is treatable with antibiotics, which
only work on bacterial infections.

e Both may be treated by addressing symptoms, such as
reducing fever. Severe cases may require hospitalization
and support such as mechanical ventilation.

Prevention

Both may be prevented by frequent, thorough hand
washing, covering nose and mouth with masks, staying
home when sick and limiting contact with people who are
infected.

ring Promises EG
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higher than that of most strains of the flu.

As of now, there are currently more than 50 COVID-19 vaccine candidates in
trials. In light of this fact, some preventive measures i.e.: avoiding close contacts,
using masks and sanitizers frequently appears to be the best path available so far

to take to keep these viruses at bay.

Dr. Anil Kr. Yadav
Pediatrician, Lahan Saptrishi Hospital
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Differences : COVID-19 and the Flu

The COVID-19 situation is changing rapidly, with recently new strain has been
found in UK. Since this is a new virus, people do not have immunity to it, and
vaccine for all may be many months away. Doctors and scientists are working
on estimating the mortality rate of COVID-19, but at present, it is thought to be

COVID-19 Flu COVID-19 Flu
Cause Novel 2019 Several types and strains of Infections More than 90 million  Estimated 1 billion cases
coronavirus or SARS-  influenza viruses cases worldwide (Jan  worldwide.
CoV-2 11, 2021)
Incubation 1-14 days, may goup  1-4 days Deaths More than 19 million 291,000 to 646,000 deaths
to 24 days deaths reported worldwide
Antiviral Currently being Can address symptoms and prelliicelUanRtl
o . 2020)
Medications tested sometimes shorten the
duration of the illness Recovery 2 weeks (mild cases); 1 week (mild cases); 2 weeks
Vaccine More than 50 Vaccine is available and 2 ARG (R esaie )

vaccines in clinical
trial, WHO approved:
BioNTech-Pfizer
COVID vaccine

effective to prevent or to
reduce the severity of the flu.
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cases)

Reference: Johns Hopkins Medicine, The New York Times,

compoundchem.com, msn.com, WHO, Centers for Disease Control & Prevention
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A Cardio Protective Statin
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Rosuvastatin 5, 10 & 20 mg Tablets w ﬁu e imans

CARPRO-20
: HH-70

Highest Efficacy Minimal Hepatic Metabolism

Sustained Enzyme Inhibition Increased Insulin Sensitivity Q’
Enhanced Pleiotropic Effect )= iCJ
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Calcium Carbonate 500 mg + Vit D3 200 IU Tablets

Calcium carbonate with Vitamin D3 has
synergistic effect on bone growth as well
as in Osteoporosis and fracture prevention.

"Novel Formulation with Blend of TECHNOLOGY"
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Bacterial RTI - Epidemiology,

Diagnosis, Treatment & Market rrenu-*\;

National Institute of Health and Care Excellence defines Respiratory
Tract Infection (RTI) as any infectious disease of the upper or lower
respiratory tract. Upper Respiratory Tract Infections (URTIs) include
the common cold, laryngitis, pharyngitis/tonsillitis, acute rhinitis,
acute rhinosinusitis and acute otitis media. Lower respiratory
tract infections (LRTIs) include acute bronchitis, bronchiolitis,
pneumonia and tracheitis.

Epidemiology

Respiratory conditions impose enormous burden on society.
Reports indicated that the top five respiratory diseases accounted
for 17.4% of all deaths and 13.3% of all Disability- Adjusted Life
Years (DALYs). Also, out of total acute respiratory disease, 20-24%
of deaths are accounted for by Lower Respiratory Tract Infection
(LRTI). During antibiotic therapy, emergence of resistant strains
may occur, which is one of the contributing factors for the increase
in the frequency of LRTI in recent years in the adult population of
Nepal as well. (Journal of Institute of Medicine Nepal, 2006)

Unlike respiratory infections with a viral cause, infections of
bacterial origin, while frequent, affect a smaller group of the
population, given their characteristics in terms of pathogenicity,
transmissibility, and preventive measures such as use of specific
vaccines.

Among LRTI, Community Acquired Pneumonia (CAP) is one of the
major causes of death and morbidity with an incidence of 20% to
30% in developing countries and 3% to 4% in developed countries.
It is projected that Nepal, India, Bangladesh accounts for 40% of
global acute respiratory infections. The recent study, which is being
carried out at Patan Hospital, Kanti Children's Hospital, Mission
Hospital in Palpa, Bheri Hospital in Nepalgunj and BP Koirala
Institute of Health Sciences, shows that, pneumonia caused by
bacteria is deadlier than that one caused by viruses, and children
under-five and people above 65 years of age are highly vulnerable
to the disease. (The kathmandu Post, 2019)

The main bacterial causes of pneumonia were Streptococcus
pneumoniae and Haemophilus influenzae type b (Hib). These
numbers demonstrate the burden that CAP represents for society

and for economic healthcare resources. (Nepal Journal of Medical
Sciences, 2012)

Streptococcus pneumoniae, or pneumococcus, is a Gram-positive,
spherical bacteria, that resides asymptomatically in healthy carriers
typically colonizing the respiratory tract, sinuses, and nasal cavity
causing pneumococcal infections. They present throughout the
world most commonly during the winter and early spring months.

Although S. pneumoniae can occur in all populations, it is more
common in patients older than 65 years, younger than 2 years,
those who smoke, abuse alcohol, have asthma or COPD, or are
asplenic. In recent study of S. pneumoniae Carriage Prevalence
in Nepal, 1101 children were enrolled into the study: 574 in the
urban group and 527 in the rural group. There was concordance
of detection of pneumococcus in 67% of samples. Using the
Silica Desiccant Packages (SDP) method, pneumococcal carriage
prevalence was higher in the rural population (69.2%) compared
to the urban population (40.9%). (Streptococcus pneumoniae Carriage
Prevalence in Nepal, 2014). WHO estimated 1.6 million deaths in 2005
including 1 million children less than 5 years of age, occurred
due to S. pneumoniae. It is a common co-infection in influenza
patients and affects the morbidity and mortality in such patients.
(Streptococcus Pneumoniae, 2020)
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Haemophilus influenzae are pleomorphic gram-negative rods that
commonly colonize and infect the human respiratory tract. The
H. influenzae species is divided into typeable (encapsulated) and
nontypeable (unencapsulated) strains. Among typeable strains,
H. influenzae serotype b (Hib) is the most virulent. In areas of the
world where Hib vaccination is not widespread, Hib is a leading
of cause of meningitis and epiglottitis in children and pneumonia
in adults. By contrast, in areas where vaccination is routine,
the prevalence of Hib has declined, and the ecologic niche for
nontypeable H. influenzae has grown. Nontypeable strains tend
to be most commonly causing infections along the respiratory
mucosa, including otitis media, acute rhinosinusitis, acute
bronchitis, acute exacerbations of chronic obstructive pulmonary
disease, and pneumonia. (Epidemiology, clinical manifestations, diagnosis,
and treatment of Haemophilus influenzae, 2020)

Nontypeable H. influenzae now causes the majority of invasive
H. influenzae disease in all age groups which causes 30% to 52% of
episodes of acute otitis media and sinusitis in children. It can be a
common cause of recurrent otitis media. (Centers for Disease Control and
Prevention, 2020)

Acute respiratory infection is an infection that may interfere with
normal breathing. Several potential bacterial pathogens belong
to, or are frequently associated with, upper respiratory tract
normal microflora. This explains the difficulties in establishing
an aetiological role for microorganisms isolated from samples
which are expected to be originated in the lower respiratory tract,
but which are frequently contaminated by bacteria from higher
anatomical areas.

In a respiratory exam, the doctor focuses on breathing. They check
for fluid and inflammation in the lungs by listening for abnormal
sounds in the lungs during breathe. The doctor may peer into
patient’s nose and ears, and check throat. If doctor believes the
infection is in the lower respiratory tract, an X-ray or CT scan may
be necessary to check the condition of the lungs.

Lung function tests have been useful as diagnostic tools. Pulse
oximetry, also known as pulse ox, can check how much oxygen gets
into the lungs. A doctor may also take a swab from nose or mouth,
or ask to cough up a sample of sputum to check for the type of
virus or bacteria causing the disease.

In recent years, new technologies have been applied to solve these
problems, including detection of microbial specific fragments (for
instance, DNA or RNA sequences, and protein or polysaccharide
antigens), or combining these detection methods with markers of
local inflammatory response (Clinical Microbiology and Infection, 1996). CAP
was diagnosed by the presence of acute pulmonary infiltration in a
posteroanterior (PA) chest x-ray with at least two of the following
symptoms: fever, cough, and purulent sputum. (cureus, 2019) .

The actual antibiotic choice for bacterial LRTIs depends upon the
likely organism; however, it is recognized that distinguishing viral
from bacterial infections, both in CAP and in acute exacerbations
of COPD, and recognizing non-infective COPD exacerbations are
not always clear-cut processes.

Antibiotics are the mainstay of therapy for CAP, and the initial
antibiotic treatment needs to be empiric, as the causative

SETRA
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organism or organisms are unknown at the time of presentation.
The most appropriate choice of initial empiric antibiotic treatment
in the different settings: outpatient, inpatient, and intensive care
unit (ICU).

Antibiotics are used in two instances in COPD: in order to treat an
infection associated with an acute exacerbation of COPD (AECOPD)
and for prophylaxis. The most common bacterial organismsisolated
in AECOPD remain Haemophilus influenzae and S. pneumoniae;
however, Moraxella catarrhalis and the atypical organisms may
also be seen. Viral infections may predispose patients to bacterial
infections, and the specific bacteria isolated depend on factors
such as: age of more than 65 years, steroid use, comorbid
iliness such as cardiac disease, structural lung disease, or more
severe COPD (Global Initiative for Chronic Obstructive Lung Disease (GOLD))
and previous antibiotic use in the past 3 months. The dosing of
each antibiotic should be according to pharmacokinetic principles.
The beta-lactams are time-dependent agents; as such, the target
should be to exceed the minimum inhibitory concentration by as
much time as possible, both to limit resistance and to improve
outcome (F1000Research, 2018).

Market Trend:

Many studies and prevailing practices have suggested oral
cephalosporins like: cefixime, cefpodoxime and some penicillins
like: amoxicillin, amoxi-clav as one of the first line therapies for
the management of bacterial infections. In recent 2020 study of
“Drug Utilization Evaluation”, in medicine ward of a tertiary care
teaching hospital, Nepal, the usage of cephalosporin was found to
be indicated highest in the respiratory system (46.04%). The use
of cephalosporin in highest number in the respiratory system may
be associated with their potential activity against Streptococcus
pneumoniae, Haemophilus influenzae and E.coli. (World Journal of
Pharmacy and Pharmaceutical Sciences, 2020)

But recent trend on the adopting preference on rising pattern
of antimicrobial resistance especially in case of pandemics
like: COVID-19; for superior gram+ve and gram-ve activity
among specific microbs and diseases, alternative and specific
cephalosporins treatment breakthrough is a major concern. This
could be a sign that the market of newer cephalosporins in RTI
specific like: Cefdinir to be practiced. Current market acceptance of

cephalosporins, rise in microbial resistance, prevalance of bacterial
penumonia cases in COVID-19 now have provide an urge for the
practice of adult dose of Cefdinir 300 mg in the Nepali market.

Cefdinir; a 3™ generation cephalosporin, has benefits of superior
activity and stability among specific beta lactamase resistant
microbes. Cefdinir as a drug of choice against RTI, Otic and SSTI has
benefits of superior activity as compare to common penicillin and
cephalosporins against S. pyogenes induced URTIs, Methicillin-
susceptible strains of S. aureus (MSSA) including B-lactamase
strains in SSTIs and E. Feacalis. Also, Cefdinir has superior stability
against elevated rates of B-lactamases production in Haemophilus
influenzae, Haemophilus parainfluenzae, Moraxella catarrhalis in
various RTIs. Since, Cefdinir has no clinical significant effect of food
on its bioavailabilty, it can be also be taken without regard to food.
Furthermore, Cefdinir is renally eliminated as parent drug with not
significant metabolism changes, hence no dosage adjustment
is required in the population with hepatic disease. Thus, with
benefits of superiority of Cefdinir; being superior to almost all of
the cephalosporins in specific pathogens and currently with the
rise of bacteria resistance & RTI cases, Cefdinir could be the next
specific molecule to be clinically practiced in the Nepali market.
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1) To conserve non-renewable energy, Use
perpetual energy like Solar
To avoid allergic rhinitis & urticaria,
Use

One horn Rhino is worldwide Rare
To get rid of Alzhimer, Use
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Dr. K.B. Shrestha Dr. Naveen Kumar Karna Dr. PK. Sultania
ENT, Butwal Orthopedics, Biratnagar General Physician, Kathmandu

-
Dr. Anil Kumar Yadav
Paediatrician, Lahan

Dr. ShekhrRajbhandari

Cardiologist, Kathmandu Medical Officer, Lahan

TIME Pharmaceuticals (P.) Ltd. welcomes your comments/suggestions/inputs for coming issue of this bulletin.
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