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By Kim Ribbink
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ndia is one of the great economic success

stories; the country has enjoyed rapid

growth and development over recent years.
Today, it is the world’s fourth-largest econ-
omy and according to the IMF, the country is
expected to realize 7.5% GDP in 2016-2017.
With 1.2 billion people, India has the sec-
ond-biggest population in the world.

India has undergone some significant
changes in recent years in terms of better
life expectancy, vastly improved literacy and
health conditions, and population shifts. The
urban middle class is growing rapidly and
could account for 41% of the total population
by 2025, says Ash Kuchel, Group President,
EU/APAC, Publicis Healthcare Communica-
tions Group.

A Rosy Industry Picture

India has a fast growing and dynamic
pharmaceutical industry that is represented
by both Indian as well as multinational phar-
maceutical companies, according to Naz Haji,
senior VP and head, India, Quintiles.

Various industry reports indicate that the
pharmaceutical market has been growing be-
tween 13% and 14% over the past five or six
years, a massive increase from the 9% com-
pounded annual growth rate between 2000
and 2005, according to a McKinsey report,
India Pharma 2020: Propelling Access and
Acceptance, Realising True Potential.
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India

Today the Indian pharmaceutical
market is the third largest in terms of
volume and 13th in terms of value, according
to a report from Equity Master. By 2020, the
Indian pharmaceutical market is expected to
grow to $55 billion, according to McKinsey.
The Indian pharmaceutical industry is
being buoyed by a number of factors, Mr.
Kuchel says. These include rising income
levels, an enhanced medical infrastructure,
an increasing burden of chronic diseases, the
development of newer molecules, greater in-
surance coverage, and a rising use of products
in specialty and super-specialty disciplines.
“The development of newer biologics and

India is making inroads to new
regulated markets, such as Japan,and
several initiatives have been
undertaken for engaging Japanese
pharmaceutical companies.

ADAM DION
GlobalData

f.j.
WA

With one of the fastest-growing economies, India is
becoming a pharmaceutical market force both within
the country and beyond.

vaccines would further trigger growth,” he
says.

Market fragmentation is one of the com-
plexities facing the Indian market, say experts
at Sorento Healthcare Communications, a
member of The Bloc’s global network, Indi-
genus.

“The market share by the leading players is
low,” says Swati Sivaram, head of knowledge
planning of Sorento. “For example, Cipla’s
market share at the time it was the mar-

Key regulatory challenges in the
Indian market include patent
protection, lack of regulatory data
protection, and price controls.

ASH KUCHEL
Publicis Healthcare
Communications Group



ket leader — before
consolidation among
the top players —
hovered around 5%,
which is an indication
of the level of market
fragmentation.”

Mr. Haji says
the Indian pharma-
ceutical industry has
reached an interesting
point.

“The  growing
patient population,
increasing public and
private investments
in healthcare and healthcare infra-
structure, wider health insurance
coverage, and rising incomes are driving do-
mestic demand and growth,” he says.

Many pharmaceutical companies that
started as India-based generics manufacturers
are expanding their footprint and becoming
global through partnerships and organic ex-
pansion, says Chitra Lele, Ph.D., chief scien-
tific officer at Sciformix.

One country where Indian pharmaceuti-
cal companies are making inroads is Japan,
says Adam Dion, senior industry analyst at
GlobalData.

“Several initiatives, namely the Brand
India Pharma campaign, have been under-
taken by the industry to engage Japanese
pharmaceutical companies, including contract
manufacturing of advanced intermediates for
drugs under clinical development,” Mr. Dion
says, noting that there has been an upturn
in business development in Japan from In-
dian drug companies. In November 2015,
Sun Pharmaceutical Industries purchased the
Japan-branded portfolio from Novartis for
around $400 million.

Mr. Kuchel says the generics market
reached $100 billion in 2010. Generics growth
is three times higher than the overall growth
of drugs, and India’s share in the generics mar-
ket is almost 35%.

While the generic drug market remains
the fuel that powers the country’s pharmaceu-
tical market, Mr. Dion says manufacturing
issues, lack of oversight of clinical trials, and
compulsory licensing could dampen growth.

Mr. Haji adds that while Indian generic
companies are growing in strength in overseas
markets, a shift in the portfolio mix of In-
dian companies is emerging, with companies
starting to gain a foothold in biosimilars and
to a lesser extent in biologics and patented
products.

McKinsey & Company estimates the bi-
ologics market to grow to US$3 billion by
2020 and even further if India can take what it

A few Indian
pharmaceutical

and development.

DR.CHITRA LELE
Sciformix

companies have made
heavy investments in R&D
and have made good
progress in drug discovery
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Another significant in-
dustry trend in India is the
growth of outsourcing to
Indian companies. Dr. Lele
says outsourcing of clinical trial
services to India started in the
early part of the last decade and
included patient recruitment and
all data, analysis, and reporting re-
lated activities for global clinical trials
conducted primarily by large pharma-
ceutical companies. Over the last seven or
eight years, pharmacovigilance outsourcing to
India by all companies, large and small, has
grown very rapidly.

“Over the years, the type of work being
outsourced to India in the above areas has
changed, fluctuated, and evolved,” Dr. Lele
says. “For example, for the past several years,
due to the regulatory environment in the
country, placement of global clinical trials in
India has reduced drastically. But regulatory
writing, programming, and pharmacovigi-
lance are the areas that have seen growth.”

Global Presence

A growing number of multinational phar-
maceutical companies are entering the Indian
market although domestic companies continue
to rule, says Sreedevi Yallamrazu, business
manager of CubeX, a division of Sorento.

This has been achieved through global con-
solidations, acquisitions, and direct presence.

“Companies such as Boehringer Ingelheim
have relaunched brands such as Buscopan and
Dulcolax with local companies, post termina-
tion of licensing agreements,” Ms. Yallamrazu
says.

According to Gauri Pathak, general man-
ager, India, for Kantar Health, global compa-

India at a Glance

The Indian pharmaceutical market is a
branded-generics-driven market dominated
by local companies. Since it's mainly a
self-pay market, it is intensely price-
competitive. While anti-infectives command a
sizeable chunk of the market, chronic
therapies such as oral antidiabetics and
cardiovascular drugs are growing at a fast
pace.

About 80% to 85% of the market is gov-
erned by the highly fragmented retail seg-
ment. Although there are no accurate
estimates, the pharmacy
K 4 number is pegged at

more than 1 million.
While branded
generics will continue to
be a dominant segment,
premium-priced patent-protected
brands are making their presence felt. This
is especially prominent in therapy areas such
as cancer, rheumatic diseases, and certain
other niche areas.

It is also expected that the government
will continue to monitor prices closely and
hence price pressures will continue for most
pharmaceutical products.

Chronic therapy areas will grow faster
than acute because of the growing middle
class with acquired or inherited lifestyle
diseases; better awareness about such
conditions, leading to early detection; and
increased disposable income and the ability
for some to pay for their health for a longer
duration of time.

The hospital segment will grow fast due
to an increase in insurance penetration,
leading to improved affordability and a
willingness to pay, and improved access to
modern diagnostic and treatment options.

Source: Gauri Pathak, general manager, India,

nies have a large opportunity in India, which
has a huge patient pool.

“There is a growing middle class; people
are experiencing wealth and luxuries that pre-
vious generations may not have seen,” she says.
“While there are challenges in terms of pricing
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The single biggest
opportunity for global
companies is the growing
patient population in
India and the changing
pattern of disease.

NAZ HAJI
Quintiles

and access, innovative partnership options
with local players can help global companies
get better access and also address the potential
threat of copying. Besides that, innovative
pricing and access strategies can help make the
product more affordable.”

Sourcing of drugs and active pharmaceu-
tical ingredients from India continues to be a
significant opportunity for global companies,
Dr. Lele says.

“Sourcing of services from India is the
other big opportunity given the vast talent
pool in India with education in science and
technology,” she says.

In terms of which companies are gaining
the biggest foothold in the Indian market,
McKinsey notes that four of the top 10 players
are recent entrants to the market.

Mr. Kuchel says the number of mergers
and acquisitions has been increasing, noting
that in 2014 there was a 44.5% rise in M&A
compared with 2013, as a result of several in-
vestments and joint ventures that have fueled
the growth of multinational giants in India.

“The opportunities for MNCs lie in the
areas of CROs, high-end products, and clin-
ical trials owing to the availability of skilled
doctors and other medical and paramedical
personnel,” he adds.

In terms of commercial potential of the
market, India still lags behind some other
emerging market countries, Dr. Lele says.
But due to its large population, India is an
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important market for global
companies from a sales and
marketing perspective.

Opportunities
for R&D

The spending pattern
of Indian pharmaceutical
companies has changed and
today it is estimated that
the industry spends around
18% of revenue on R&D.

“As innovation assumes
more importance across do-
mestic companies, as well
as multinational companies,
investment in R&D is likely
to be sustained or may even
grow much higher,” Ms.
Yallamrazu says.

Initiatives aimed at
strengthening R&D in
pharmaceuticals have been
introduced by the Indian
government, including fis-
cal incentives for in-house
R&D units, streamlining of
procedures for the develop-
ment of new drug molecules, clinical research,
and new drug delivery systems and more re-
cently tax incentives for patent development
and registration in India, Mr. Haji says.

Recently the government proposed cuts to
the weighted tax reduction on R&D expenses
from 200% to 150%, which disappointed
many pharma companies.

At the same time, however, the govern-
ment did announce other tax incentives, such
asa 10% rate of tax on income from worldwide
exploitation of patents developed and regis-
tered in India.

Patient Dynamics

India has the largest disease burden in
the world, Mr. Haji says, and faces what the
government calls the triple burden of dis-
eases, which include communicable diseases,
emerging non-communicable diseases related
to lifestyle, and emerging infectious diseases.

“The growth in lifestyle and non-commu-
nicable diseases also means that our disease
burden is aligned with the new drug develop-
ment focus of global biopharma companies,”
he says, adding that another big opportunity
for global companies is vaccines.

It is estimated that more than 65% of the
Indian population does not have access to qual-
ity healthcare, Ms. Sivaram says.

In order to increase access to essential med-
icines, the government introduced a policy to

provide generic drugs free in all public health-
care facilities, Mr. Dion says.

“The provisions of the policy state that 348
essential drugs and their various formulations
will be offered to all patients in public hospi-
tals,” he says. “It is expected to provide free
medicine to 52% of the population by the end
of 2017, for which, expenditure will amount
to about $5.4 billion.”

M:r. Kuchel notes, however, that more in-
terventions are needed to reach those in rural
areas. This need is underscored by a recent
study that found the availability of essential
medicines in two North Indian states to be
51.1% (Haryana) and 45.2% (Punjab).

A study by IMS Health has claimed that
access has not improved despite the price cuts,
though the government claims that consumers
have benefited to the extent of US$440 mil-
lion, Ms. Sivaram says.

At the same time there is a growing
population of patients older than 60 due to
affluence, better health facilities, and general
health awareness.

“An aging population will need support
for chronic therapies, fostering adherence and
compliance,” Mr. Kuchel says. “There is also a
steady rise of serious diseases, such as diabetes
and heart disease, which provide opportunities
for marketers to introduce new health solu-
tions into the market.”

As with other markets, Indian consumers
are taking an increasing interest in their own
health, Mr. Kuchel notes, which creates an
opportunity for global companies to come in
and reinforce patient-centric care.

According to Ms. Yallamrazu, pharma
companies are beginning to actively consider
consumer-focused marketing to drive volumes.

“Glenmark and Cipla are some of the new
entrants into the Indian OTC market,” she
says. “Cipla has even hived off its consumer
division into a separate subsidiary with a fi-
nancial partner on board, hiring talent with
consumer marketing experience to ensure that
its second attempt at consumer marketing is
robust, operationally as well as financially.”

Ms. Yallamrazu says Cipla had initially
entered the consumer domain in 2007 with
i-pill, creating the market for emergency con-
traceptive pills. Cipla later exited by selling
i-pill to Piramal in 2010 as it wanted to focus
on prescription drugs.

The Clinical Environment

For many years, the Indian clinical trials
market enjoyed tremendous growth thanks to
large and accessible patient pools, and low-cost
labor and R&D, Mr. Dion says.

The clinical trial industry faced a major
drawback in 2013 when the Supreme Court



revoked the right of the Central Drugs Stan-
dard Control Organization (CDSCO), the na-
tional regulatory body for Indian pharmaceu-
ticals and medical devices, to approve clinical
trials in the country, Dr. Lele notes.

This was enacted due to the increasing
number of patient deaths during clinical trials
in the country, she says, noting that around
2,644 individuals who had signed up for the
trials of 475 new drugs died between 2005
and 2012.

“The Supreme Court also banned clinical
trials on 162 drugs in India and asked the
authorities to strengthen approvals and mon-
itoring for clinical trials in India,” she says.

M:r. Dion says India’s Ministry of Health
is pushing the requirement of studies being
conducted in a GMP-compliant facility that is
on file with regulators and subject to random
inspections, along with patients testifying to
their informed consent via video camera before
undergoing treatment.

“Indian regulators have now adopted a
consultative approach, and are committed to
creating a more robust regulatory environment
for clinical trials in India with patient safety
at its core,” Mr. Haji says. “Investments are
also being made to strengthen the regulatory
infrastructure, including training of regulatory
personnel, leading to shorter timelines for
clinical trial approvals. Balanced compensation
guidelines are also in place. We now anticipate
acceleration on the remaining regulatory im-
provements, which will instill more confidence
in global companies wanting to do business
in India.”

However, while Dr. Lele agrees that recent
policies and actions have improved the overall
outlook for the clinical trial industry, she says
it will take some time before there is a marked
increase in the number of clinical trials recruit-
ing in India since most sponsors would like
to wait and watch for some time before they
consider investigator sites in India.

Mr. Kuchel notes that today India carries
out a mere 1.4% of global clinical research.

Mr. Dion adds that pharmaceutical com-
panies have often complained about the slow
pace of application approvals, and now with
the loss of patent protection for some of their
biggest blockbuster drugs, pharma companies
have already moved to other countries, such as
China, for conducting their trials cheaper and
quicker.

Dr. Lele adds that numerous factors make
India an attractive destination for global clin-
ical trials: English-speaking healthcare profes-
sionals; expert clinicians, including returning,
Western-trained physicians; economic growth;
access to world-class technologies; information
technology and data management infrastruc-
ture; access to large, treatment-naive and
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ethnically diverse patient populations with
diseases of public health relevance; compet-
itive operational costs; and internationally
harmonized regulations. (See Bonus Content
in Digital Edition for more information.)

Regulatory Challenges

Recent policy and actions have improved
the outlook for the industry, Dr. Lele says,
pointing to guidelines on compensation for
patients; the push for IT-enabled systems for
clinical trial approval, enforcement, and mon-
itoring; and ensuring the patient is aware of
all of the side effects of the trial before giving
written consent.

In recent years, regulatory authorities have
dealt a series of blows to the Indian pharma-
ceutical industry, including expanding the
list of essential medicines, price caps, and the
more recent ban on fixed dose combinations,
Ms. Sivaram says.

According to Mr. Kuchel, the regulatory
challenges in the Indian market include patent
protection, lack of regulatory data protection
and government price controls.

“On top of these, there exist some major
shortcomings in the administrative structure
of the regulatory mechanisms in India, such as
limited qualified resources and infrastructure,
such as laboratories,” he says.

Pricing controls are another challenge,
according to Ms. Pathak, who notes that the
National Pharmaceutical Pricing Authority,
which monitors prices of medicines in the
country, has proposed changes to the existing
Drug Price Control Order, seeking provisions
to impose a fine on those violating pricing
norms.

“The regulator is of the view that there is
need for tougher laws on pricing of pharma-
ceutical products,” she says.

Mzr. Dion singles out the new intellectual
property (IP) rules in the European Union as
an issue facing Indian pharmaceutical com-
panies. The EU has adopted new regulations
that empower EU countries to impound Indi-
an-made drugs that are shipped via the EU to

Global companies have a
huge opportunity in India,
where the patient pool for
most disease areas is massive
— sometimes bigger than
the population of some small
countries.

GAURI PATHAK
Kantar Health

developing countries, such as those in Africa,
ultimately negatively impacting drug exports,
he says.

The new regulations were the result of
several EU nations seizing and suspending
the sale of 700 generic drugs tested by GVK
Biosciences because of quality control worries.
GVK Biosciences is an Indian-based contrac-
tor found to have manipulated bio-equivalency
data, back in 2015.

“This event caused India and the EU to
break off trade discussions that are only now
getting back on track with the GVK issue re-
solved,” Mr. Dion says. “However, EU nations
are maintaining their stance on stricter regu-
lations which, has Indian drugmakers worried
about potential impact on sales.”

In addition, pharmaceutical companies
selling drugs in India see compulsory licens-
ing as a hindrance to their patented products,
M. Dion adds.

“The government granted a license to
Natco Pharma for manufacturing and selling
a low-cost generic version of sorafenib — a
patented drug manufactured by Bayer,” he
says. “Natco was given the license because
Bayer was restricting accessibility to the
drug. Drug companies are concerned if
compulsory licensing continues, it will drive
business to other markets that honor patent/
IP exclusivity.”
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EXPLORING

By Kim Ribbink

In an exclusive interview with PharmaVOICE, Suneela Thatte, President
of the Indian Society for Clinical Research (ISCR), spoke of regulatory
developments aimed at safeguarding the clinical trial environment.

he clinical trial fraternity in India ex-

perienced two very challenging years

in 2013 and 2014. An unpredict-
able regulatory environment, combined with
media sensationalism and negative activism,
caused uncertainty and skepticism among
all stakeholders of clinical research in the
country. However, post late 2014 by way of
amendments and new orders, the regulatory
authorities have sought to address some of
the major concerns of stakeholders, which also
indicates a commitment to ensuring that clin-
ical research is brought back on track in the
country so that patients can benefit. In fact, in
his 2015 New Year message, the DCGI (Drug
Controller General of India) highlighted that
“2015 would be the year for streamlining of
regulatory procedures without compromising
on patient safety.”

Amendment in Rules for
Compensation for Clinical Trial
Related Injury

On Jan. 30, 2013, the Ministry of Health
& Family Welfare published new compensa-
tion rules via a Gazette of India notification
(Rule 122 DAB), which placed increased
liability on clinical trial sponsors and CROs.
These rules were open ended and hence open
to misuse and litigation, outlined a specific
procedure to be followed in reporting serious
adverse events occurring during clinical trials
and procedures for payment of compensation.

In December 2014, amendments were
made to the Indian compensation guidelines
by the regulators via a Gazette Notification
No. GSR 889 (E), which became effective in
June 2015. Many of the contentious clauses
of the Rule 122 DAB of the Drugs and
Cosmetics Act (released in January 2013) on
compensation were addressed, making the reg-
ulation balanced and less prone to misuse and
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litigation. The revised guidelines rationalized
compensation and medical management for
injuries caused during and due to participation
in clinical research, thereby balancing the in-
terests of the patients and innovators, while at
the same time bringing clarity in the process.

What is also noteworthy is that for the
first time in the world, a formula has been
introduced by the regulators for calculating
the financial compensation based on no-fault
principle.

This not only provides ease of implemen-
tation and consistency but also helps the spon-
sor of the trial to understand the maximum
possible liability and plan appropriately while
protecting the patient well-being.

One of the other bottlenecks was unpre-
dictable approval timelines for new drugs and
clinical trials but we have seen a lot of efforts

Clinical research in our country is a
health imperative and important to
the progress of the health of our
people and the economy.

SUNEELATHATTE
ISCR

by regulators to get these to predictable and
acceptable norms.

In January 2015, 12 Subject Expert Com-
mittees (SECs), which were responsible for the
scientific review of clinical trials and new drug
applications have been expanded to 25 expert
panels. In strengthening the SECs, the minis-
try has sought to address an industry concern
that the SECs have not run as efficiently as
envisaged. Feedback from the industry is that
this has resulted in reduced approval time-
lines, which are averaging six to seven months
from submission to final approval.

Governance Over Clinical Research
Conduct at Sites

The mandated registration of Ethics Com-
mittees (EC) with the CDSCO has been an
important step toward providing oversight of
the site by the ECs. The routine and for-cause
inspection drives by the CDSCO has led to a
clear indication that there is intent to improve
quality and vigilance.

Although the purpose, process, and the
outcome reporting of these inspection drives
has been much discussed and debated, from
2014 onward most companies and clinical trial
sites have recognized the fact that there needs
to be a culture of “inspection readiness at all
times,” which certainly is a step in bolstering
stakeholder confidence.

The proposed accreditation of Clinical Re-
search Sites, Investigators and Ethics Commit-
tees is another step that will lead to improved
governance over the conduct of clinical re-
search in the country.

The Ministry of Health and Family Wel-
fare and CDSCO are working closely with the
Quality Council of India (QCI) and National
Accreditation Board for Hospitals (NABH)
to ensure implementation takes place at the
earliest time.



PharmalLinx LLC. Rights do not include promotional use.

12th Pediatric Clinical Trials

Optimizing Pediatric Clinical Trials through
Strengthened Trial Design and Recruitment
while Meeting Global Regulations

June 22-23, 2016
Philadelphia, PA

More Registration Details. Click Here!

Pre-Conference Workshops: June 21, 2016

Workshop A: Developing a Comprehensive Trial Design to Ensure Clinical
Trial Success with Bayer

Workshop B: Overcoming Pediatric Clinical Trial Recruitment Challenges
to Ensure Clinical Trial Success with Eli Lilly and Company

ttending This Premier marcus evans
qflonference will Enable You to:

Ensure compliance with global regulatory standards to promote
patient safety
Increase patient participation through comprehensive trial design
Develop a global clinical trial strategy to improve drug
development capabilities
Improve pediatric drug formulation utilizing Pharmacokinetic
and Pharmacodynamic (PKPD) studies
Collaborate with patient advocacy groups to increase recruitment
@) and optimize trial design

Optimize modeling and simulation to bridge data for efficient
drug development
Extrapolate relevant data from adult clinical trials to improve
pediatric clinical design

pharmavoic

—
+—\Who Should Attend:
arcus evans invites Heads, VPs, Directors, Managers and Scientists
ith specialties in:
Pediatric Clinical Trials
Pediatric Drug Development
e Clinical Research
(I) Clinical Operations
_c Regulatory Affairs
% Medical Affairs
‘e Recruitment & Retention
Trial Optimization
Clinical Pharmacology
Clinical Project Management
Medical Directors
Clinical Scientists
Pharmacology

G

Iver Sponsor:

ERTARAO

bufjph or.printi

rdﬁl

marcus

Design and Deploy Robust
Global Pediatric Clinical Trials
to Mlaximize Trial Success

Advocating for pediatric patients through comprehensive ethical and compliant

processes that achieve global regulatory standards.

marcusevans

Featuring Case Studying from Leading Pediatric Clinical Trial Experts Including:

Raafat Bishai, M.D., MSc, DCH
Senior Director, Clinical Development
AstraZeneca

Cheryl Pikora, M.D. Ph.D., MPH, FAAP
Medical Director, Dengue Vaccine Program
Takeda Vaccines

Lori Ellen Heath, MSc
Senior Clinical Research Scientist
Eli Lilly and Company

Malaz A. AbuTarif, B.Pharm, PhD, MBA
Group Director, Clinical Pharmacology
and Pharmacometrics - Exploratory,
Clinical and Translational Research (ECTR)
Genetically Defined Diseases and Fibrosis
Bristol-Myers Squibb

Steve Reams, M.A.
Advisor, Clinical Project Management
Eli Lilly and Company

Robb Kahn, M.D.

Senior Safety Science Leader, Global Pediatric
Oncology Drug Development, Formerly with
Genentech/Roche

Donna Palumbo, Ph.D
Medical Director, US Brands ADHD Portfolio
Pfizer, Inc.

Jian Wang

Senior Clinical Pharmacologist Center
for Drug Evaluation and Research

U.S. Food and Drug Administration

conferences

Deborah Lee, M.D., Ph.D.
Vice President, Clinical Development
Insys Therapeutics, Inc.

Xiang Gao, Ph.D.

Senior Director, Head of Pharmocometrics

and Physiologically based PKPD M&S Translational
Clinical Sciences

Alexion

Hazel Wohlfahrt, M.S.

Sr. GCPM, Global Clinical Manager
for the Xarelto Pediatric Program
Bayer

Sabine Chlosta
Senior Medical Director
Merck

Chuke E. Nwachuku, MA, MPH, DrPH
Senior Director
Daiichi Sankyo Pharma Development

Blythe Thomson, M.D.
Senior Medical Director, Clinical Research
ARIAD Pharmaceuticals, Inc.

Lisha Cole, MSc, MBA

Director /Cluster Lead Global Established Products
Regulatory Affairs

Pfizer Inc.

Dr. Alice Ke
Consultant and Senior Advisor
Simcyp, a Certara company

For More Information,
Please Contact: Jen Jordan
T: 1312894 6347
jenj@marcusevansch.com






