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It is my pleasure and great privilege to present
the current issue of MEDITIME in the beginning
of New Year 2076 as an opportunity to introduce
the “Technical Collaboration of TIME Pharma
ceuticals with SQUARE Pharmaceuticals, a giant
Multi-National Pharma Company”. The current
era is the era of SMART pharmaceuticals with
advancement in the technologies. TIME
Pharmaceuticals recognizing the necessity of
advancement in the technology, has joined hands with SQUARE Pharma
for bringing transformation in research & development for the
betterment in the quality of products.

Technological changes play a key role in overall economic and industrial
growth. The objective of technology transfer is to increase the output,
upgrade the skill of technical manpower and accelerate the process of
industrialization through the adoption, adaptation & absorption of
imported technologies. The acquisition of the imported technologies
is one of the important strategies of TIME pharmaceuticals to penetrate
more in domestic market as well as to improve the competitiveness in
international market by complying international standards of quality.
We believe that upgrading technological capabilities by importing &
adopting foreign technology will definitely increase the support of our
valued doctors & well wishers. TIME Pharma, the domestic company
who is trying to meet the international standards through technology
transfer, always seeks the support and suggestion from our valued
doctors for its development. We hope this initiation of TIME Pharma
will also help in the economic development of the nation which is not
possible with the support of our valued doctors and well wishers.

This issue is very important issue for us as it is dedicated for the
introduction of Technology transfer and we feel happy to share the
information with our valued readers. Beside this, we are happy to share
information related to diabetes, lung cancer, hormonal contraceptives
& its impact and may more articles. I thankfully acknowledge all medical
fraternities for your continuous support for our MEDITIME and wish
similar support with valuable feedback and suggestion for improvement.

At last, I also take this opportunity to wish Happy New Year 2076. May

this new year brings lots of joy, happiness, good health and indeed
wealth.

With Best Regards,

Sudarsha‘f; al Shrestha
Editor in Chief

e-bulletin can also be viewed in www.timepharma.com
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To halt malaria transmission,more
research focused on human behavior
needed

25 April, World Malaria Day

Wherever possible, researchers should not just focus
on mosquito behavior when working to eliminate
malaria, but must also consider how humans behave
at night when the risk of being bitten by an infected
mosquito is highest, new findings from the Johns
Hopkins Center for Communication Programs (CCP)
suggest.

A CCP-led review article published in Malaria Journal
finds that while there is substantial research into
when malaria mosquitoes bite, when they are most
active and which species are most likely to spread
disease, there is very little that considers the other
side of the equation: People.

"The neglected piece has really been human
behavior," says April Monroe, senior program officer
at CCP who led the research. "There's been a big
focus on mosquito behavior. But you have to look at
mosquitoes and people together to really understand
what is going on and how to reduce malaria risk."

Insecticide-treated bed nets are the leading reason
why there has been a significant reduction in malaria
over the past 15 years, with a 41% decrease in
malaria rates and a 62% decrease in malaria deaths.
But bed nets only work when people sleep under
them.

While studies have shown that most people who have
nets use them, there are times when malaria
mosquitoes are biting when it may not be possible
to use a net. These include while doing household
chores and socializing in the evening before bed, as
well as during outdoor night-shift jobs, such as
providing security or fishing, and while attending
community events such as funerals, weddings or
religious events which can last throughout the night.

"Insecticide-treated nets are our best tool for
preventing malaria right now, but we also know that
nets alone won't be sufficient to bring the number of
malaria cases to zero," Monroe says. "While nets
will remain crucial for years to come, we must also
provide appropriate solutions to people that protect
them where and when they need it."

For their review, the researchers screened nearly
3,000 peer-reviewed journal articles and analyzed
26 that provided information on when and where
people are exposed to malaria-transmitting
mosquitoes and what nighttime activities are occurring
during the hours when mosquitoes are most active.

After conducting the review, Monroe and her
colleagues recommend that researchers use a
standardized approach to measuring both human
and mosquito behavior across time and settings. This
information, is essential for targeting existing tools,
social and behavior change interventions and the
development and deployment of prevention tools to
complement bed nets and indoor spraying.

"People are still getting malaria, even in places
where there is broad use of bed nets," Monroe says.
"We need to fill these research gaps and make
decisions on how to better protect people. A greater
understanding of human behavior and the interaction
of humans and mosquitoes is crucial if we are going
to eliminate malaria."

LIPL

New blood pressure guideline could prevent 3 million
cardiovascular events over 10 years

17 MAY, World Hypertension day

In 2017, the American College of Cardiology and the American Heart Association
released new blood pressure guidelines, lowering hypertension threshold to
130/80mmHg from the previous 140/90mmHg. A new study predicts that
achieving and maintaining the 2017 guideline blood pressure goals could prevent
more than 3 million cardiovascular disease events over 10 years.

"Treating high blood pressure is a major public health opportunity to protect
health and quality of life for tens of millions of Americans," said the study's lead
author Adam Bress, Pharm. D., M.S., Assistant Professor in Population Health
Sciences at University of Utah Health. "Achieving these lower goals will be
challenging."

Bress and his team wanted to explore the impact of achieving and maintaining
the lower guideline-recommendations on the public compared to earlier blood
pressure and treatment levels, as well as patients' ability to achieve and maintain
earlier guideline recommendations.

The team predicted the number of cardiovascular events averted in middle-age
adults based on the blood pressure goals of the 2017 blood pressure guidelines
(< 130/80mmHg), the seventh Joint National Committee (JNC7) guidelines
(< 140/90mmHg) and the eighth Joint National Committee (JNC8) guidelines
(140/90mgHg for patients younger than 60 and 150/90mmHg for patients
older than 60).

Their analysis projects 3.3 million fewer cardiovascular disease events after
achieving and maintaining the 2017 blood pressure goals compared to current
blood pressure levels. They also found that achieving and maintaining the JNC7
and JNC8 recommended blood pressure goals would prevent 2.6 and 1.6 million
cardiovascular disease events, respectively.

This study made these predictions using several contemporary, population-based
databases. The NHANES (National Health & Nutrition Examination Survey)
dataset is a national representative survey of the U.S. adult population and
provides population sizes of hypertension treatment groups by blood pressure
levels and chronic conditions. The REGARDS (Reasons for Geographic & Racial
Difference in Stroke) database provides a source for the risk of fatal and nonfatal
cardiovascular events. A recent meta-analysis of 42 randomized blood pressure-
lowering clinical trials, consisting of more than 140,000 participants, provides
the risk reduction predictions for cardiovascular events based on achieving and
maintaining different blood pressure treatment targets.

The majority of cardiovascular disease events prevented came from those with
current blood pressure levels above 140/90mmHg. Models assumed that patients
achieved and maintained blood pressure goals over the course of the simulation.

Previous studies suggest the initial upfront investment for treating more adults
for hypertension leads to health gains and cost savings over the lifetime of
treatment. But change does not always come easily.

"A change in longstanding clinical guidelines is disruptive to patients and providers
who are accustomed to clinical practice patterns that integrate the earlier
guidelines," said Andrew Moran, associate professor of Medicine at the Columbia
University Irving Medical Center and senior author on the paper. "It is important
to project and quantify the range of potential benefits and risks expected if we
make these fundamental changes to the way health care providers practice."

Treating more patients to achieve lower blood pressure goals does have risks.
Bress notes that medications often come with side effects, which need to be
monitored and managed.

"The number of medication-related adverse events was roughly equivalent to
the number of cardiovascular disease events prevented," Moran said. "But the
adverse events tend to be minor and transient, while the avoided cardiovascular
events can lead to serious life time health problems and are sometimes even
fatal."

The results are based on a database that is not representative of the diversity
in the country, including information for only white and black patients that are
at least 45 years old. It also does not directly account for future changes in
blood pressure or changes in antihypertensive medications through time.

"A conversation and shared decision making between provider and patient about
benefits and risks of increasing the dose of a medication or adding a new
medication to achieve a lower target are important," Bress said. "Benefits to
reduce the risk of heart attacks, stroke and heart failure are clear and may
often outweigh risk of minor, transient side-effects."
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Technology is a new variable in the equation of
economic relations. Traditional theories of
international business assumes that all nations
have equal access to technology and therefore
that there is no need to transfer technology from
one country to another. Recent research findings
have invalidated this assumption. Rather they
point to technological differences as primary
cause of international inequalities in economic
achievements.Inorder to reduce the inequalities,
technological capabilities of the backward nations
must be strengthened. The easiest and quickest
way to do so is to transfer technology from the
developed to developing nations.

Technology transfer, also called transfer of
technology (TOT), is the process of transferring
(disseminating) technology from the places and
in groups of its origination to wider distribution
among more people and places. It is the
movement of technologies from one area to
another, it also can involve appropriate
technology, not necessarily high-tech or
expensive, that is better disseminated, yielding
robustness and independence of systems.

Ashesh Bhandary
Pharmacist

Factory Operation Director
TIME Pharmaceuticals

Technology transfer holds great potential to
improve the health and livelihoods of people
living in poorer countries like Nepal. The creation
or absorption of new technology has become a
vital component for companies to improve or
maintain their competitive position in the market
place. Companies operating in pharmaceutical
sectors of Nepal where competition takes place
on the basis of price or molecule or dosage from,
may rely on new technologies to improve their

Transfer of process development
at the research and development

Transfer of product knowledge

Technology Transfer

Transfer of product knowledge

Transfer of manufacturing process from factory site of Square Pharmaceuticals,
Bangladesh to factory site of TIME Pharmaceuticals

Transfer of method development
at Quality Control
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efficiency in their productive processes or acquiring new machinery
and equipment or robust formulation and analytical technologies.
They may also use new technology to better commercialize their
products or to improve their management structure, control and
communication.

TIME Pharmaceuticals has been looking to acquire the transfer
of technologies from foreign partner who can aid in creating a
new industry standard, can be a tool for the future technology
development and ultimately can turn into a potential source of
revenue.

About SQUARE Pharmaceuticals, Bangladesh

SQUARE Pharmaceuticals Limited is the largest pharmaceutical
company in Bangladesh and it has been continuously in the 1st
position among all national and multinational companies in
Bangladesh since 1985. It was established in 1958, converted
into a public limited company in 1991 and listed with stock
exchanges in 1995. The turnover of Square Pharma was US$ 540
million with about 16.95% market share having a growth rate of
about 8.52% (July 2017- June 2018). It pioneered exports of
medicines from Bangladesh in 1987 and has been exporting
antibiotics and other pharmaceutical products. Present export
market covers 42 countries. This extension in business and services
has manifested the credibility of Square Pharmaceuticals Limited.

Agreement between TIME Pharmaceuticals and SQUARE
Pharmaceuticals Bangladesh

A MOU has been signed between TIME Pharmaceuticals (P) Ltd.,
Gaindakot-10, Nepal and SQUARE Pharmaceuticals Bangladesh
for manufacturing of mutually selected SQUARE products by
means of technology transfer comprising process development

%a/woﬁ/i/n/g/ %i/w@&, @e@bwevim/g/ Pramises

at the research and
development, method
development at the Quality
control, manufacturing
processes from Factory site of
SQUARE Pharmaceuticals
Bangladesh to Factory Site of
TIME Pharmaceuticals during
the commercial production
phase. The goal of technology
transfer activities is to transfer
product and process knowledge
between development and
manufacturing, and within or
between manufacturing sites to
achieve product realization.

As per this agreement, several
products of different therapeutic
category of Square
Pharmaceuticals are developed
in the Research and
development lab of TIME
Pharmaceuticals based on the
technology developed by
Square Pharmaceuticals and are
stabilized as per the norms of
National GMP. These products
will be manufactured and
marketed by TIME
Pharmaceuticals after the maket
authorization certificate by the
end of April 2019.

1st Phase Products:

Time Pharmaceuticals and
Square Pharmaceuticals have
mutually agreed to manufacture
the following products under
the technical transfer agreement
in the premises of TIME
Pharmaceuticals in the first
phase:

1. Tolterodine Tartrate 2 mg
Tablets
2. Adapalene 0.1% w/w Cream

3. Calcium Carbonate 500mg
+ Vitamin D3 200 IU Tablets

4. Trimetazidine 35 mg
Modified Release Tablets

5. Duloxetine 30 mg Delayed
Release Capsules

6. Duloxetine 60 mg Delayed
Release Capsules

7. Tiemonium Methylsulphate
50mg Tablets.

8. Risedronate Sodium 35mg
Tablets

9. Roflumilast 0.5mg Tablets




TIME Pharmaceuticals @

in Technical Collaboration with
Pharma Giant of Bangladesh,
SQUARE Pharmaceuticals presents

URODINE | OROSIS-D | DAPLIN

Tolterodine 2mg Tablets Calcium Carbonate 500mg Adapalene 0.1% w/w Cream
+ Vit D3 200 IU Tablets

LINTAB

Linagliptin 5mg Tablets
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Nepal (2017)

Total adult Population : 1,65,42,000

Prevalence of Diabetes in Adults : 4.0%
Total cases of Diabetes in Adults : 6,57,200
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General Practice and Emergency Medicine
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9) Oral Hypoglycemic Drugs (T Teb!):
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Sitagliptin & Metformin 50/500 mg, 50/850mg, 50/1000 mg
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Glimepiride 1/2/3/4mg Tablets
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Laboratory Diagnosis for

Identification and

Assesment of Complications

of Diabetes Mellitus

Dr. Saguna Laxmi Tandukar Shrestha
Consultant Endocrinologist

Gosaikunda Diabetes

Thyroid & Kidney Home Pvt. Ltd.

Who should be monitored & tested for DM?

A. Symptomatic patients with

i) Excessive thirst

ii) Weight loss

iii) Excessive eating or desire for eating
iv) Excessive urination

Asymptomatic patients with

i) Family history of diabetes

ii) Obesity (BMI > 27 in men &> 25 in women)

iii) Central obesity (waist hip ratio> 0.9 for men, > 0.8
for women)

iv) Hyperlipidemia

v) Pulmonary tuberculosis (PTB) or atypical sites

vi) Non healing wounds &ulcers

vii) Recurrent infections

viii) Women with bad obstetrical history

ix) Persons taking diabetogenic drugs

x) Persons over the age of 40 years.

Lab Diagnosis

A. Role of sugar in urine
i) Urinary sugar shouldn't be used as confirmatory
test to diagnose DM.

ii) Rural communities (community Hospitals) still using
strips as per it is specific and convenient but it has
disadvantage in the form of colour change being
difficult to distinguish & inhibition of colours by
ketones.

Apart from these, hyperglycaemia can occur without
glucose in urine. However negative test doesn't distingush
hypoglycemia, euglycaemia or hyperglycaemia. Therefore,
urine glucose monitoring and periodic blood glucose
monitoring should go side by side for proper assessement.

B. Blood glucose estimation

For blood glucose, normally carried out tests are fasting
blood glucose (FBG) Post prandial blood glucose (PPG) and
random blood glucose (RBG). These tests only indicate the
level of control of blood glucose at times of measurement
but these are not accurate tests for assessment of diabetic
state.

Factors influencing glucose level in blood include age, sex,
physical activity, fracture, stress, pregnancy and drugs.
Beside these, techincal factors responsible for alteration
include time of the day, sampling site, type of blood
samples, preservation of samples and methods of analysis.

C. Glucose measurement by strips (dextrostix, glucostix)
These strips use principles of glucose oxidase method.
Results are 10-20% higher than venous blood glucose.
Timing, good compliance are essential for these to avoid
errors.

D. Glucose tolerance test (G.T.T.)

Patients with impaired G.T.T. develop DM and other
complications such as hypertension (HTN), hyperlipidemias
and obesity.

%wwoﬁbmgx (Egi/u/e&, @@l’xbw@vim/g/ Promises
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Normal glycaemic levels as per

DIETISN Diabetes

Normal fasting
Impaired fasting

Impaired glucose tolerance
Diabetes

AlC

E. Self monitoring of blood gluose (SMBG)

Though SMBG is indicated in widely fluctuating DM and
though it is convenient and rapid yet this process is
handicapped by its cost and erroneous results.

Parameters used to judge long term control of DM

1. Glycated haemoglobin (HbA1c)
Glycated haemoglobin gives idea about glucose control
over period of 8-12 weeks.

2. Serum Fructosamine
It gives idea of blood glucose control over period of 2
weeks.

However, both gives false positive results in fructose rich
diet, hyperlipidemia, uremia, raised temperature and raised
pH.

Assessement of Control & Complications of DM

For type Il DM

Fasting blood sugar and post prandial level assessment
should be done at regular intervals with proper monitoring
of BMI and glycated haemoglobin at least twice a year
with periodic testing of blood urea and creatinine.

For type |

Fasting, PP, HbA1lc at least thrice a year with monitoring
of blood glucose at home. Regular eye check up including
renal assessment is mandatory.

Rough maintenance of blood glucose

FBS PP Results
<100 < 140 Good
110 160 Fair
>110 > 160 Poor

Clinical assessment of complications include

1. Metabolic 2. Renal

3. Cardiac 4. Autonomic

5. Visual

These five complications need to be assessed to give global
care to patient. Treatment of diabetes is not only controlling
blood sugar but it should go beyond hyperglycaemia.

Recharge the
Degenerated Nerve

eCcons

Mecobalamin 500mcg, 1500mcg Tablets
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Enrich Life with Iron Supplement

Polymax

Iron Hydroxide Polymaltose
Complex 100mg and Folic acid 1mg Tablets

L

VOMISET
Ondansetron 4/8mg Tablets & Syrup
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Brand Name: MOXICARE

Generic Name: Moxifloxacin
Strength: 0.5% Eye Drops
Therapeutic Category: Quinolones (4th
Generation)

Pharmacology

Mechanism of Action

Moxifloxacin inhibits DNA gyrase
(topoisomerase Il) and topoisomerase
IV, essential enzymes that are involved
in bacterial DNA replication,
transcription, repair and
recombination.

Pharmacokinetics

Moxifloxacin was absorbed into the
systemic circulation following bilateral
topical ocular administration of
moxifloxacin 0.5% ophthalmic solution
three times daily for 4 days in 21
subjects.Moxifloxacin has an estimated
plasma half-life of 13 hrs.

The pyrrolo-pyridine base of
moxifloxacin makes it more lipophilic
than other fluoroquinolones,
potentially explaining its good
penetration into ocular tissues. Indeed,
topical ocular administration of
moxifloxacin 0.5% ophthalmic solution
achieved good conjunctival penetration
in healthy volunteers.

Moxifloxacin had a mean residence
time in conjunctival tissue of 3.0 hours
following administration of a single
dose of moxifloxacin 0.5%

MOXICARE

MOXICARE

+ Conjunctivitis
¢ Keratitis
¢ Prophylaxis in Ocular Surgery

One drop instilled in the affected
eye(s) three times daily for 7 days

Missed Dose: If a dose is missed, the
missed dose should be administered
as soon as possible. Treatment should
then be continued with the next dose
as planned

Overdose: No information is available
on overdose of moxifloxacin
ophthalmic solution in humans. A
topical overdose of may be flushed
from the eye(s) with warm tap water.

Side effect

The most frequently reported
treatment-related adverse drug
reactions were transient eye irritation

(burning and/or stinging) and eye
pruritus, tearing occurring in
approximately 1-6% of patients

Contraindication

Hypersensitivity to moxifloxacin or to
any ingredient in the formulation or
component of the container and
Hypersensitivity to other quinolones.

Drug Interaction

Specific drug-drug pharmacokinetic
interaction studies were not
conducted with moxifloxacin
ophthalmic solution. Given the low
systemic exposure observed for
moxifloxacin after topical ocular
administration of moxifloxacin
ophthalmic solution, clinically relevant
drug-drug interactions through
protein binding, renal elimination or
hepatic metabolism are unlikely.

Take Eye Infections Seriously

ptoms can include:

O

RED MESS DISCHARGE

Moxifloxacin 0.5% w/v eye drop

Indications
Bacterial
Conjunctivitis
Prophylaxis in
Ocular Surgery

Bacterial
Keratitis

For Ocular Necessities

IS
s
2
=
O
NV
>
2
<
-~
)
N

S
=
S
S
S
S
b
N~
S
.8
S

IMCHING

-~

QOO0 Vo

LIGHT

SENSITIVITY SWELLING

Dr. Jeevan Khanal
DM Cardiology, LMC, Tansen

Dr. Nirmal Lamichhane
Psychiatric, GMC, PKR

Dr. Milan Khadka
IM, Sumeru Hospital, KTM

Dr. Dev Raj Neupane
Dental Surgeon, BZH, NPJ

Dr. Sudarshan Subedi
IM, PKR

Dr. Dinesh Bhandari
Orthopedist, KTM

Dr. Deepa Yadav
MD Gynae, Rajbiraj

Dr. Utsav Sharma
Dermatologist, KTM
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TRAMINO
Tramadol 37.5mg/Acetaminophen 325mg Tablets
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Lung Cancer Symptoms

Persistent Cough Coughing up

Blood
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A Reliance for Asthma
Patients

Asmarex

Salbutamol 2mg/5ml Syrup

PULMARIN

(Dextromethorphan 15mg + Chlorpheniramine

Maleate 2mg + Phenylephrine 5mg)/5ml Cough Syrup

Persistent
Breathlessness

Ache or Pain
Chest

Unexplained
Tiredness

Weight Loss
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RISK FACTORS
SMOKING
CIGARETTES

@ PRIOR
RADIATION
in the chest area

@ OTHER LUNG @5
DISEASES

GENETICS
in a first-degree relative

ENVIRONMENTAL
TOBACCO EXPOSURE

ASBESTOS
a toxic chemical

RADON
a radinactive gas found in soil
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Varicose Veins &
Ways to Avoid It

Dr. Sandeep Raj Pandey
MBBS, MS, FVES , EVES, FACP
Endovascular Specialist
Annapurna/Norvic Hospital

Do you have unsightly veins that make you feel embarrassed |

to wear shorts? It might be Varicose veins which should not be
ignored .They usually occurs because one or more of the valves
inside the vein, whose job is to direct blood toward the heart,
have failed. As a result, the veins swell & become uncomfortable.
Varicose veins can cause swelling, aching, burning, itching,
throbbing & restless legs. It can also leads to ulceration. It also
predispose to phlebltls (where superficial veins become inflamed,
red & painful) &, in some cases, even blood clots. Potential
causes are pregnancy, menopause, age over 50, standing for
long periods of time, obesity, family history of varicose veins,
etc. Gold standard diagnosis is done by duplex ultrasound.

% Lifestyle changes : Avoid standing for extended periods
of time, or maintain a healthy weight. Exercise to improve
your circulation, Use compression socks or stockings

%+ Surgery : Vein ligation and stripping is a surgical treatment.
They are less commonly performed because newer, less
invasive options are available.

» Sclerotherapy, using a liquid or foam chemical injection to
block off a larger vein.

¢ Microsclero therapy, using a liquid chemical injection to
block off smaller veins.

¢ Laser surgery, using light energy to block off a vein.

* Endovenous ablation therapy, using heat and
radiofrequency waves to block off a vein.

+* MOCA: Mechanic-o-chemical ablation.

Par Excellent Cardio Protector

Llplow

Atorvastatin 5mg, 10mg, 20mg Tablets
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Fexofenadine 120/180mg Tablet & Syrup
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) MEDITIME CROSS-WORD

Across

1. A disorder where the body does not produce insulin
or does not use it efficiently

2. Highly potent Antiemetic

3. Folic acid Tablet

Down

1. Cadiofriendly statin

2. Newly launched quinolone eye drop

3. One of the leading cause of lung cancer

Lueﬁy winngr will Ges
Surprise Gift From
TIME Pharmaceuticals
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Dr. Yogesh Bhatta Dr. Shree Krishna Shrestha Dr. R.P. Mandal Dr: Pramod Jha

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

Last date of "Cross Word" answers Submission : 15" Ashad 2076 (1°' July 2019)

Name :

Speciality :

Contact No. :

Birthday : Anniversary Day:

Comments :

Clinical Address :

Email Address :

RESPONSE

Please send this form to:

TIME PHARMACEUTICALS

Office: Bakhundole 03, Lalitpur, Nepal | Phone: 01-5526905
E-mail: marketing@timepharma.com, Website: www.timepharma.com

CEFIME

Cefpodoxime Proxetil 50/100mg Dry Syrup,
200mg Tablets
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CLARITH

Clarithromycin 500mg Tablets
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for more details, please visit www.timepharma.com

TIME PHARMACEUTICALS (P.) Ltd.

Corporate Office : Gaindakot-04, Nawalpur, Ph.: +977-78-502004, Fax.: +977-78-503131, Email: info@timepharma.com
Factory: Gaindakot-10, Nawalpur, Ph.: +977-78-402004, Email: factory@timepharma.com
Marketing: Bakhundole-03, Lalitpur, Ph.: +977-1-5526905, Email: marketing@timepharma.com
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