










Pharma Business

Botulinum toxin, ricin, tetradotoxinm, conotoxin, and other 

deadly toxins already are present in many private-research labora-

tories. Is the security keeping them from us any more than a key 

to the front door and knowledge of what might be found in the 

fridge? 

And, perhaps most significant, there is an ample supply of per-

sonnel trained to understand bioengineering processes. A 2009 

WHO survey identified 466 biomedical and clinical engineering 

teaching units in 90 of its member states. That comprises a global 

educational infrastructure that has produced engineers, technolo-

gists, technicians, and assistants in the tens of thousands, if not 

more.  There is no lack of talent that, with the right incentive or 

intimidation, could be redirected to harm. 

The industry will never have total control of these risk factors, 

but it can take measures to minimize them. Toward this end, we 

have grouped security risks into “identity” and “security.”

IDENTITY

Establishing a trustworthy framework for information and human 

resources is an essential first step in minimizing, if not preventing, 

the effects of insidious forms of terrorism. 

Cyber-Terrorism

Use of the Internet for global collaboration opens the possibility 

that those we rely on are not who they present themselves to be. 

This possibility of cyber-terrorism masked as false representation 

can compromise drug discovery, development, manufacturing, 

and distribution by allowing the wrong people access to valuable 

intellectual property and other information assets.

Mitigating this risk is possible through the use of standardized 

digital identities. The global SAFE-BioPharma digital identity 

standard was developed by the industry and regulators, such as 

the FDA and EMA (European Medicines Agency), to provide high-

assurance trust between parties engaged in secure Internet trans-

actions. Many companies already are members of the nonprofit 

that manages the standard, and its IT, HR, and security groups can 

utilize its sophisticated cryptographic technology to guard against 

unauthorized access to protected information. 

UPGRADING HR PROCEDURES

As vulnerable as IT may be, human resources is even more exposed. 

Conventional screening techniques are inadequate to reveal bad 

actors intent on infiltrating an organization for the wrong reasons. 
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And how often are existing — especially long-term employees — 

monitored without prejudice because of longevity or internal political 

alliances? History is littered with turncoats who have been denied 

promotion or whose pet projects have been defunded. 

We recommend that HR executives re-examine background-check-

ing protocols, especially in the terrorist-vulnerable areas of labora-

tories, manufacturing, and distribution. The access to technology, 

materials, and equipment should make careful screening of person-

nel staffing in these areas a priority. 

Routine reference checks and in-per-

son interviews should be supplement-

ed with psychological screening for 

personality disorders such as paranoia, 

narcissism, and anger management 

issues. There should be deep online 

searches, including checks for public 

records of instability and/or arrest. And 

CV-enhancing claims of publications, 

patents, speaking engagements, and 

other professional accomplishments should be carefully reviewed for 

plausibility and credibility. 

Also recommended is a policy of ongoing personnel investigation 

and monitoring, especially of staff scientists and engineers with spe-

cialized pharmaceutical skills and purchasing responsibilities. They 

occupy roles that, given the right circumstances, can be turned against 

their employers. Common scenarios include retribution for cancella-

tion of a favored program, a reprimand, refusal of a patent or paper, or 

losing a promotion.  Issues less visible to management, but potentially 

exploitable by a terrorist organization, are alcohol or substance abuse, 

financial and other personal problems, sexual orientation, or family 

members living in high-threat nations. The determined terrorist will 

use blackmail to leverage these situations for access to equipment and 

expertise or to divert materials or to force the unauthorized purchase 

of critical substances. 

SECURITY

Traditional brick-and-mortar security is needed in every industry. 

But new challenges require biopharmaceutical industry secu-

rity executives to embrace a fully integrated approach, combining 

physical protection, access controls, and materials accountability. 

Combined with the information security and personnel screening 

described earlier, these will strengthen the company’s physical 

and cyber perimeters.

We strongly advise biometric devices as part of the protection 

of laboratory and other facilities housing materials and equip-

ment, and servers. We also recommend ongoing inventorying and 

proper chain-of-custody protocols for all terror-prone biologicals, 

chemicals, and equipment outside of access-controlled areas.

PROTECTING THE SUPPLY CHAIN 

FROM ADULTERATION AND COUNTERFEITS    

Economically motivated adulteration (EMA) — the adulteration 

of ingredients — has resulted in widespread misery and loss of life. 

While deaths have generally been in the hundreds, sophisticated ter-

rorists infiltrating a production facility and introducing assay-resistant 

toxic ingredients could alter that calculus dramatically.

This is no idle concern. In 2007 and 2008, dozens of U.S. patients 

experienced adverse events from heparin that had been adulterated 

while being manufactured in China. In 2009 a shipment of more than 

125,000 vials of insulin was stolen and stored in unknown conditions 

before being sold to pharmacies and 

patients. And 115 Panamanians died 

from ingesting cough syrup in which 

cheap diethylene glycol had been sub-

stituted for more expensive glycerin. 

Manufacturers need to adopt elec-

tronic pedigree techniques to track 

and trace drug ingredients. They also 

need to advocate more direct action by 

the FDA and other regulatory bodies.

The counterfeit problem is more 

severe. According to the Center for Medicine in the Public Interest, 

sales of counterfeit drugs are around $75 billion and growing 

rapidly.

SECURING THE FUTURE   

It’s said that awareness is the first step toward change. Growing 

numbers of pharmaceutical decision makers are becoming aware 

of the problems discussed in this article. More attention needs 

to be directed to hiring and personnel monitoring practices. 

Scrutinizing online identities needs to be standardized with 

sophisticated cryptographic technologies. Terrorist groups already 

are counterfeiting drugs and distributing them through criminal 

cartels. The industry needs more initiatives to identify bogus drugs 

and to inform pharmacy professionals and consumers of ways to 

avoid and/or detect them. Of greatest concern is the potential for 

terrorist groups to expropriate criminal cartel resources and turn 

them from a source of income to a form of targeted destruction.

The technologies to prevent that doomsday scenario will evolve. 

For now, companies need to be aware of the problem, take practi-

cal action, and remain vigilant. It is a matter of corporate — and 

public — health.   
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Between January 2010 and June 2013, 

the FDA issued 67 warning letters about 

cGMP compliance, affecting some of the 

world’s largest and most reputable com-

panies, including Bausch & Lomb, Bayer, 

Genentech, GSK, J&J, Sandoz, and others. 

During that time, API concerns decreased 

while finished product issues increased, 

according to the recent CPhI Annual 

Industry report. 

After looking at drug recalls, withdraw-

als, and safety alerts, CPhI reported 

178 incidents involving 120 companies. 

According to that data, 27 percent of 

the warning letters concerned undeclared 

ingredients, while 21 percent involved vis-

ible particulates, and another 21 percent 

were triggered by contamination.

LETTERS QUESTION

DATA INTEGRITY

The increase in warning letters may be 

part of the normal political climate, 

notes Jim Stumpff, principal con-

sultant at PAREXEL, a large CRO. 

“The FDA regulatory pendulum 

swings from very aggressive to less 

aggressive stances,” he adds.

Others attribute the increase to the new 

scrutiny of compounding laboratories 

after last spring’s meningitis outbreak. 

Before the outbreak, compounders 

were regulated only by state boards of 

pharmacy. Because they are new to FDA 

regulations, they are experiencing a high 

number of cGMP discrepancies. However, 

the increase began before the outbreak.

Many of the FDA warning letters cite a 

procedural lapse or a lack of data integrity. 

“There are many instances in which there’s 

no known problem, but the FDA is con-

cerned that procedural lapses will lead to 

future problems,” notes Jonathan Berman, 

partner at the law firm Jones Day. Berman, 

who analyzed FDA warning letters last 

spring, found that most of the adulterated 

products worked properly and conformed 

to release specifications. His analysis deter-

mined the FDA cited procedural flaws more 

frequently than actual product failures.  

“Four of the seven most common violations 

relate to failure to establish written proce-

dures,” Berman says. Other common issues 

include a failure to develop written respon-

sibilities for quality control units, failure to 

investigate out-of-specification batches, and 

the use of laboratory controls that have not 

been validated. 

“Data issues range from being unable 

to produce the raw data to support infor-

mation analysis certifications and submis-

sions, to outright falsification of batch 

records, bioequivalency testing, or other 

data,” Stumpff says. “This is an across-the-

board issue. The EMA is talking about it, 

too. The problem could be as simple as 

a single employee who falsifies data.” He 

recommends performing a robust data 

integrity evaluation. For example, “When 

a batch is released, quality assurance often 

sees only the test results. It trusts that the 

data provided by their lab showing sterility, 

pH, compound identity, etc. are accurate 

and that the tests were performed correct-

ly. But, unless you examine the raw data, 

you don’t know whether you have issues.”

REGULATORY COMPLEXITY 

INCREASES RISK

The growing number of regulators, glob-

ally, who have slight variations in their 

requirements contributes to the complexity 

of cGMP issues even within major markets. 

“As companies go after business in newer 

markets that are developing their own 

health authorities and regulations, they 

must serve many masters,” points out Amy 

Flynn, senior consultant at TayganPoint 

Consulting Group. That makes it easy for 

details to be overlooked.

The increase in global regulatory 

noise makes it imperative for regulators 

to express their requirements clearly. 

“Inadequate dissemination of the regula-

tory requirement by the regulator and fre-

quent changes in the requirements contrib-

ute to the increase in FDA warning letters,” 

says Dilip Shah, CEO at Vision Consulting 

Group. Frequent regulatory changes leave 

ig Pharma and small companies alike are 

failing when it comes to cGMP violations. 

The increasing number and complexity 

of global regulations, outsourcing, price 

pressures, and compressed time to mar-

ket all contribute to these failures. Consequently, the 

number of compliance issues is expected to rise.

B
cGMP Issues Are Increasing

Pharma Manufacturing

By Gail Dutton, contributing editor
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Pharma Manufacturing

little time for employees to absorb those changes, he explains. 

“With all the data and information available, really understanding 

it is critical. So many competing regulations are creating complexity 

in the normal business process; they become distracting,” according 

to Pat Horstman, senior consultant at 

TayganPoint Consulting Group. 

Market pressures also contribute 

to the rise in cGMP issues. In addi-

tion to the rush to commercial-

ize a product, there is significant 

pressure from customers to reduce 

products’ sales prices. “Coupled 

with the increasing costs of raw 

materials, solvents, and energy, this can result in internal pressure 

to reduce manufacturing costs,” says Catherine Dick, Ph.D., site 

manufacturing manager at Aesica Pharmaceuticals Ltd. “In this 

situation, the quality systems need to be robust enough to with-

stand that pressure and to ensure that compliance standards are 

maintained.”  She advises insisting upon realistic pricing. “Don’t 

undercut prices just to win business.” She also advocates ensur-

ing that there is full understanding of the need for quality, giving 

realistic timings, and explaining why that extra week or month is 

necessary and not just a luxury.   

SYSTEMATIC VETTING IS NEEDED

The areas of greatest regulatory risks often are the areas outside the 

developer’s immediate control — suppliers or contract service provid-

ers, according to Ian Markwell, VP of quality and “qualified person” 

(his real title) at Almac Pharma Services Business Unit. “It’s not the 

use of the contract service providers, per se, which has fuelled this 

increase in GMP issues, but rather variation in the application of GMP 

standards at the contract service providers, which are then identified 

as significant GMP issues during regulatory inspections and result in 

warning letters or critical deficiencies being raised.”  To combat those 

variations, Markwell says, companies need to develop a systematic 

approach to select contract service providers. This should include 

assessing the provider’s regulatory history and quality standards as 

well as contractual and financial considerations.

Additionally, Dick says, “Companies should have a well-structured 

process for identifying, documenting, and assessing quality risks asso-

ciated with manufacturing activities, facilities, and systems, and have 

an achievable plan to mitigate those risks.” This points to the need for 

risk-based analyses that factor experience with the compound into the 

product’s risk profile.

Dick also points to the rise in aseptic and parenteral therapeutics 

as an area of potential cGMP concern. “Because they have limited 

manufacturing options, there is concern those facilities are being over-

loaded.” Aging facilities and equipment pose another potential risk. 

Assessments should go beyond manufacturing to include a com-

prehensive supply chain risk assessment that fully documents the 

shipping route and handoffs to identify and prioritize potential risks. 

Because materials typically pass through several locations and multiple 

parties before reaching their destination, there is ample opportunity 

for contamination.

API identity testing typically is performed with chemical tests. 

To that,  Stumpff adds, “Consider 

additional tests, such as checking the 

specific packaging format used for the 

API and the use of numbered security 

seals on drums, which help confirm 

the API has not been tampered with 

prior to receipt.”

“Regulators don’t spend much time 

evaluating clinical batches,” Stumpff 

continues. “Clinical batches tend to fly under the radar. Therefore, 

process issues may slip through to manufacturing. Humidity control is 

an example. A company may make a product for clinical trials without 

realizing they need humidity controls until they are making commer-

cial batches, and the validation batch fails for lack of potency.”

ATTITUDE CHANGES NEEDED

According to Dick, manufacturers need to accept that investing in both 

people and facilities will have long term benefits for all stakeholders. 

Shah expressed that sentiment in the CPhI report, writing, “The grow-

ing trend toward zero tolerance will necessitate changes in attitude 

and culture across an organization.” In an interview for this article, 

he added, “What is needed is not more controls. Regulators can no 

longer be just inspectors or forensic auditors.”

Instead, he advocates expanding regulators’ advisory roles, using 

them as guides to train managers, who then train workers who are 

“engaged, directly or indirectly, in manufacturing and testing products 

for export to the U.S. The industry puts more emphasis on process 

and hardware compliance than on explaining the issues to employees 

and ensuring they understand their rationale.” 

Unless employees understand the rationale for specific procedures, 

asking them to follow those procedures may not produce the best 

results in compliance. Horstman advises writing clear standard operat-

ing procedures that are heavy on visuals — for local as well as inter-

national facilities. Often regulatory specialists write the SOPs from a 

technical perspective, making them hard for workers to understand. 

To compound the matter, the SOPs may not address the rationale 

for the procedures. Explaining the reasons for certain procedures 

provides context and allows employees to think critically. “Think from 

the user’s perspective,” Horstman says. “The best solutions often are 

the simplest.”

Many Big Pharma companies are outsourcing manufacturing, 

regulatory compliance, and other functions as they downsize. That 

means there are fewer people in-house to focus on any given area, 

Flynn points out. “The most successful companies face the chal-

lenges head on,” she says. “They bring their knowledge and expe-

rience as a large company to bear, partnering with their CMOs, 

working as a team.” 

Between January 2010 and 
June 2013, the FDA issued 
67 warning letters about 

cGMP compliance.
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The biotech industry experienced tre-

mendous growth in 2013, and amid this 

robust period, BDO studied the most 

recent 10-K filings of publicly trad-

ed companies listed on the NASDAQ 

Biotechnology Index to examine common 

trends. The 2013 st udy split the compa-

nies into two categories: small biotechs 

with revenues under $50 million and 

large biotechs with revenues over $50 

million. Companies reporting more than 

$300 million in revenue were excluded to 

ensure findings are representative of the 

vast majority of companies included in the 

NASDAQ index. 

Our analysis found that biotech compa-

nies overall are increasing their number of 

employees, delivering strong shareholder 

return, and continuing to remain com-

mitted to R&D efforts, which reinforces 

the biotech boom we are currently expe-

riencing.   

BIOTECH INDUSTRY SPURS 

JOB GROWTH

Notwithstanding the current eco-

nomic environment, the number 

of employees at biotechs increased 13 

percent from 2011 to 2012. According 

to EP Vantage’s recent report, some 

companies reported staff increases 

of over 60 percent between 2007 

and 2010. Compared to a 2.9 per-

cent decline in overall U.S. private-sector 

jobs, U.S. employment in the biotech 

sector grew by 6.4 percent, or more than 

96,000 jobs between 2001 and 2010, cites 

the Battelle/BIO State Bioscience Industry 

Development report. Of the companies 

on the biotech index, large biotechs were 

the big job creators in 2012, with overall 

headcount up a notable 23 percent and a 

7 percent growth in R&D professionals. 

In 2014, we expect to see R&D spend-

ing and employment levels remain in an 

upward trend in the biotech industry. 

With a strong pipeline of products in 

development and M&A activity continuing 

throughout the industry, the need for and 

ability to identify talent will remain.         

 

BIOTECH IPO MARKET THRIVES

Biotech companies reported very strong 

total shareholder return (TSR) in 2012. 

Average TSR for all companies in BDO’s 

study was 39 percent with smaller bio-

techs generating even larger increas-

es. Positive returns have continued in 

2013, contributing to significant inter-

est among investors and a notable rise 

in initial public offerings. According 

to Forbes, the biotech sector saw over 

30 new biotech offerings this year and 

more than $2.5 billion raised, making 

2013 the best IPO market since 2000. 

One important factor contributing to 

this growth is the enactment of the JOBs 

Act on April 5, 2012. Many small biotechs 

took advantage of the JOBs Act’s reduced 

reporting requirements and found suc-

cess and capital in the public markets. 

According to Biotech Now, a total of 34 

domestic biotech companies have gone 

public in the 16 months since the act was 

signed into law, constituting a 79 percent 

increase in the number of biotech IPOs 

since the JOBs Act took effect. 

While the increase of offerings is a great 

sign for companies, newly listed public 

companies have a challenging road ahead 

as they work to navigate clinical trials, 

FDA approvals, and increased demand fol-

lowing healthcare reform — all under the 

watchful eye of investors.

BIOTECHS REMAIN 

COMMITTED TO R&D  

Although pharmaceutical companies have 

held off and sometimes even cut R&D 

spending for years, biotechs are commit-

ted to R&D efforts, spending an average 

of $54 million in 2012. Smaller biotechs 

led the charge despite seeing a decline 

in revenue last year. Small companies 

saw a 9 percent increase in average R&D 

spending overall and spent more on 

R&D per employee. In 2012, they spent 

$342,000 per employee, 42 percent 

more than the overall average in the 

he U.S. economy has been unstable for 

many years now, and this year, the U.S. 

experienced the first government shut-

down since late 1995, causing many inves-

tors to become wary of the market. In 

spite of economic uncertainty over the budget deficit, 

biotechs remained a “safe haven,” according to CNBC. 

T

Despite Challenging 
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study, and 90 percent more than larger companies spent per 

employee in 2012.

The results of this increased R&D effort were recently 

identified in a report from the Pharmaceutical Research and 

Manufacturers of America (PhRMA), which noted that U.S. 

biopharmaceutical research companies are currently develop-

ing 452 new medicines and vaccines for the treatment of rare 

diseases, all of which are now in human clinical trials or under 

review by the FDA.  

As biotechs continue to prioritize prudent cash management, 

companies reported $134 million in liquid assets in 2012, up 

7 percent from 2011. This allowed biotechs to hold on average 

an equivalent of 2.49 years of R&D spending in 2012. 

This September, the NASDAQ Biotechnology Index hit a 

record high, up over 46 percent. Big biotechs are attracting 

more investors in light of new drug approvals, positive data, 

and growth in sales and earnings. Heavy merger and acquisi-

tion activity continues, but at some point the increase in valu-

ations may slow down the pace of M&A activity. As we enter 

2014, we expect investor appetite for the biotech sector will 

remain very strong and companies will continue to pursue the 

public markets as a vehicle for obtaining the capital needed to 

continue product development. The challenge for these new 

public companies will now include meeting the expectations of 

their new investors and operating under the scrutiny of public 

markets. 
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plan to sponsor in the part of the world 

that is widely regarded as having the 

greatest potential for economic growth 

for the pharmaceutical industry.

By sharing resources and expertise, 

Merck, AstraZeneca, Novartis, Pfizer, 

and the other multinational ATC mem-

ber companies are n ot only cutting their 

costs for training workers but also are 

standardizing the knowledge and skill-

set required for clinical trial associates, 

clinical project managers, and clinical 

research managers in Asia.

The collaboration extends from 

the design of the curricula to teach-

ing the courses. In Shanghai, China, a 

recent ATC class on the Foundations 

of Clinical Project Management was 

attended by Astellas Pharma employees, 

taught by a Merck trainer and held at a 

Novartis facility. 

Frequently the attendees at an ATC 

class represent multiple companies. 

This nonproprietary approach to 

training achieves the economies 

of scale that reduce each com-

pany’s training cost per employee, 

said John Constantine, chairman of 

the board of ATC and executive direc-

tor & dean of the Merck Polytechnic 

Institute, the pharmaceutical compa-

ny’s training and development pro-

gram for R&D staff.

The ATC was founded in 2012 because 

Constantine and his counterparts at 

other major pharmaceutical companies 

and multinational CROs had something 

in common: each was paying 20 times 

more for training a new employee in 

Asia than for training a new recruit in 

North America and Western Europe. 

Because the companies viewed their 

curricula as proprietary, they had to pay 

the total cost for each class, from the 

trainer’s salary to the rental of the class-

room and audiovisual equipment. “Even 

if the company had only five employees 

to train, it was paying the same amount 

of money that it would have spent if the 

classroom was full with 25 people,” said 

Constantine.

GOAL: REDUCE TRAINING COSTS

The excessive costs of training Asian 

employees clashed with the belt-tight-

ening occurring industrywide. To avoid 

less than optimal class sizes, some of 

the companies were infrequently hold-

ing training classes. As a result, some 

employees were not quickly trained to 

work in clinical trial management.

When Merck, other companies, and 

CROs began to establish footholds in 

China and other Asian countries, they 

soon found that the region, unlike 

North America and Western Europe, did 

not have a large cadre of professionals 

experienced in clinical trial manage-

ment.

“The basic skills of clinical trial man-

agement are not taught at universities 

in Asia,” said Constantine. “Most of the 

people whom we are hiring in Asia are 

straight out of university. They are very 

eager to learn, very education-oriented, 

and ambitious. But they don’t know 

basic good clinical practice (GCP).”

Constantine helped establish ATC 

after joining Merck in 2008 to head 

the company’s then new R&D staff 

training institute. “Soon after I arrived, 

Merck announced it would focus its 

growth in clinical trials primarily in 

the Asian market,” he said. As a result, 

Constantine changed his focus from 

North America and Western Europe 

to China, India, Indonesia, Japan, 

Malaysia, the Philippines, South Korea, 

Singapore, Thailand, and Vietnam.

During his first trip to China, whose 

large population has made it the prima-

ry market in Asia for the pharmaceutical 

industry, Constantine discovered that 

the CROs and other pharma companies 

that also were building a presence in 

the region shared Merck’s lack of econo-

mies of scale in the training of Chinese 

workers to help manage clinical trials. 

Constantine took advantage of the 

ompeting pharmaceutical companies typi-

cally don’t share with each other. An 

exception is the Asia Training Consortium 

(ATC), whose members share their best 

practices in employee training to address 

a common challenge: preparing their Asian work-

ers to manage the clinical trials that the companies
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then upcoming IBC-Asia 3rd Annual Partnerships in Clinical 

Trials Asia Conference in Shanghai to invite his counterparts at 

pharma companies and CROs to a two-day meeting to discuss 

common training chal-

lenges in Asia. The result 

was the incorporation 

of ATC in Singapore as a 

legal entity in June 2012. 

ATC subsequently won the 

endorsement of the China 

Council for International 

Investment Promotion.

At the Shanghai con-

ference and subsequent 

meetings, Constantine and 

his industry colleagues 

decided that the consor-

tium should address not 

only employee training 

but also their shared goal 

of ensuring that clinical 

research conducted in Asia 

meets the highest stan-

dards of quality.

CLASSES TAUGHT 

IN ENGLISH AND 

MANDARIN

At its first meeting, the ATC board identified clinical trial 

investigators and clinical trial management staff as the target 

audiences for training. However, the priority would be clinical 

trial associates, clinical project managers, and clinical research 

managers.

To design the curricula for ATC’s courses, the board appoint-

ed a committee whose members shared nonproprietary train-

ing guides, content outlines, scripts, and related materials. 

“We found that the curricula of the various member companies 

were very similar,” said Constantine.

Thus far, 900 days of ATC courses have been taught in class-

rooms throughout Asia. The ATC’s Foundations of Clinical 

Project Management class now occurs quarterly in Shanghai. 

The course is available online in both English and Mandarin. 

ATC plans to create online versions of the other courses, which 

include Principles of GCP, Presentation and Assertiveness 

Workshops, Building Performance Teams, and Leading 

Without Authority.

Today ATC members total 17 companies, each of which 

annually pays $2,500 to participate in the consortium. “We 

decided to keep the entry fee as low as possible,” Constantine 

said. In addition to pharma companies and CROs, ATC mem-

bers include specialists in 

designing and packaging 

course content for the 

classroom and online. 

Constantine invites other 

pharma companies as well 

as CROs to join ATC when 

he speaks about the con-

sortium at life sciences 

conferences in the U.S., 

Europe, and Asia. “The 

more members we have, 

the more we can do,” he 

said. 

The ATC model for clini-

cal trial management staff 

could be adapted to the 

training of pharmaceutical 

manufacturing and other 

workers in Asia, he added. 

The government of China 

expects that the global 

pharmaceutical industry’s 

foothold in the country 

must include more than 

the sale and marketing of drugs. As a result, the multinational 

companies are establishing R&D and manufacturing facilities in 

China as well as conducting clinical trials there.

Latin America and Africa are the new emerging markets for 

the global pharmaceutical and CRO industries. Versions of ATC 

may be created for those areas, Constantine said.

ATC benefits not only its member companies but also the stu-

dents trained in the consortium’s courses. Because the courses 

follow standardized curricula, Asian workers who earn ATC 

certifications by completing the classes likely will be highly 

employable in the region, Constantine said. “If they are hired by 

another pharmaceutical company or CRO that is an ATC mem-

ber, their new employer likely will not have to re-train them.”

Asia is already proving to be a major engine of econom-

ic growth for the life sciences industry. According to the 

Economist magazine’s intelligence unit, pharmaceutical sales 

in Asia almost doubled in the first decade of this century, and 

by 2016, the average annual growth rate in pharmaceutical 

sales will be over 13 percent.
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The Asia Training Consortium was designed to prepare Asian pharma company workers to 
manage the clinical trials in the area of the world that is widely regarded as having the great-
est potential for economic growth for the pharmaceutical industry.
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he underlying 

r e l a t i o n s h i p 

between insulin 

resistance and 

dementia has 

compelled some 

researchers to 

label Alzheimer’s 

disease (AD) as “diabetes of the 

brain.” Although this characterization 

isn’t widely recognized in the general 

public, the concept of “type 3” diabetes 

isn’t new — it’s been around for several 

years and is supported by some genetic 

and molecular research.

Several studies have shown that 

people with type 2 diabetes are at 

a higher risk of developing AD, and 

plausible genetic links have been 

discovered. As research stones are 

overturned, growing potential for 

therapeutic development rises to the 

surface.

EXPLORING THE RESEARCH

In July 2013, results were presented 

to the Alzheimer’s Association 

International Conference showing that 

insulin detemir (a long-acting human 

insulin analogue for maintaining the 

basal level of insulin) was associated 

with improved working memory. 

The study involved 20 people 

with Alzheimer’s and 38 with mild 

cognitive impairment, all of whom 

were given the intervention (Hanson, 

A. et al. AAIC July 13-18, Boston, 2013, 

Abst P3-276). In 2009, liraglutide, a 

commonly prescribed GLP-1 agonist 

for diabetics, was found to rescue 

memory loss and decrease the build-

up of brain plaques in a mouse 

model of AD (McClean, P.L. et al. 

Neuropharmacology 2013, advanced 

publication). Results from the study 

conducted at Lancaster University 

suggest that liraglutide may be able 

to reverse some of the damage caused 

by AD in patients in the later stages of 

the condition. 

There’s more. In 2013, researchers 

reported that the long-lasting 

glucose-dependent insulinotropic 

polypeptide (GIP) analogue D-Ala2-

GIP demonstrated effects on memory 

and synaptic neurotransmission in 

mice; when further evaluated in the 

APP/PS1 mouse model, it was able to 

rescue synapse numbers and decrease 

beta-amyloid plaque buildup in the 

cortex (Faivre, E. et al. Alzheimers Res 

Ther 2013, 5(2): 20). 

These and other recent results have 

prompted pharmaceutical developers 

to examine — or, in some cases, 

reexamine — the potential of approved 

and investigational antidiabetic drugs 

for treating Alzheimer’s disease. 

EXAMINING

THE CLINICAL TRIALS 

However, is this renewed interest 

reflected in the clinical arena? What 

does the current clinical development 

landscape look like for this so-called 

“type 3” diabetes? In screening Cortellis 

Clinical Trials Intelligence for instances 

including antidiabetic agents in AD 

subjects, 10 active clinical trials involving 

more than 900 overall subjects were 

found. The trials are mostly Phase 2 

studies initiated in the last 12 months 

that are recruiting subjects with probable 

diagnosis of AD and subjects with mild 

AD. The most common endpoints under 

assessment are: global and functional 

assessment of cognition, PET, and MRI 

findings, as well as regional cerebral 

glucose metabolic rates. There are several 

different interventions under evaluation: 

insulin, exenatide, bexarotene, 

tesofensine, DSP-8658 (a novel PPARα/γ 

agonist that penetrates the brain better 

than thiazolidinediones), and the 

aforementioned liraglutide. Liraglutide 

will be evaluated in the ELAD study, 

a randomized, double-blind, placebo-

controlled Phase 2 trial that is about to 

initiate recruitment. This clinical trial 

is led by Dr. Paul Edison of Imperial 

College London and is partly funded by 

the U.K. (United Kingdom) Alzheimer’s 

Society. 

As more progress is made in 

understanding the link between diabetes 

and AD, and more light shed on whether 

these interventions mediate their efficacy 

by modulating brain glucose homeostasis 

or via anti-inflammatory mechanisms, it 

will be exciting to follow the outcomes 

of the trials. The research community 

can then reassess whether there 

is an actual therapeutic advantage in 

exploiting the AD-diabetes link. Long-

sought disease-modifying AD therapies 

may come through the repositioning of 

some of these drug approaches or via 

novel therapeutics targeting repurposed 

pathways exposed by epidemiologic, 

experimental, or computational evidence. 

The lessons learned from these 

trials could potentially be applied to 

other therapeutic areas, providing a 

wealth of new information for the 

pharmaceutical industry. 

Alvaro Arjona
Arjona is the editorial director for drug develop-

ment at Thomson Reuters. He has authored 

several book chapters and over 25 peer-reviewed 

articles.
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Tim Moore is an accomplished author and speaker. At Generational Insights, Moore 

is part of a team that has become the leading voice on the impact of generational 

differences in the workplace. 

 

Good leaders know weÕre all more comfortable working with people of our own age and background. 

Generational peers are likely to Òspeak the same language.Ó  Sending the wrong generational signals 

creates a generation gap. Today there are four major generations in the workplace: Matures  

(born before 1946), Baby Boomers (born between 1946 and 1964), Generation X (born between 1965 

and 1979), and Millennials (born between 1980 and 19 97).

Connecting With Matures
Duty and sacrifice are at the heart of the Mature mindset. Matures usually do not have inflated egos or a 

sense of self-importance, and they donÕt expect special treatment, but they do believe they have earned 

a certain amount of deference and respect for all that they have accomplished.

¥ Clearly communicate to Matures what is needed from them and their teammates. 

¥ Matures prefer to communicate face-to-face, by telephone, and by mail. 

¥ Matures prefer to read documents on paper not on a screen.

Connecting With Baby Boomers
Boomers have a work ethic measured in face time. Commitment to ÒteamÓ is paramount, and face-

to-face skills are critical to success. The Boomers tend to be optimists. Boomers have two opinions on 

technology; they recognize technology is now ubiquitous, but a good number arenÕt convinced it has 

made things better. 

¥ Face to face or phone call are the preferred ways to communicate.

¥ Focus on team goals Ñ work in individual recognition.

¥ Assume that even older Boomers think of themselves as young, fit, and active. 

Connecting With Generation X
Gen Xers have learned to be skeptical of just about everything. Address their innate cynicism with back-

up plans for the inevitable time when a problem arises. Gen Xers dislike hierarchy, prefer transparent 

communication, and value efficiency. They embrace technology and use it in most aspects of their lives.

¥ Get straight to the point.

¥ They probably will prefer email updates.

¥ They are likely to let your calls go to voice mail.

¥ They dislike face-to-face communication. They will not want to make hard decisions face-to-face.

Connecting With Millennials
Build rapport with Millennials by recognizing their individuality and accomplishments. They live in a 

digital world Ð texting, email, and social media are musts. This generation regards personal information 

much differently than older generations. They share info more freely and may know the details of friendsÕ 

and business associatesÕ lives. 

¥ Be authentic Ð donÕt try to fake youth or be cool.

¥ Recognize individuality and uniqueness. 

¥ Texting is OK. Preferred! Do it.

Effective Leaders Need

Differing Methods Of Communicating 
By Tim Moore

To comment on this article, send an email to rob.wright@lifescienceconnect.com.
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