




Competition in the pharmaceutical industry isn’t just 

about which manufacturer discovers the next blockbuster 

pill. National governments and entire geographical 

regions compete fiercely to attract pharma companies 

and the billions of dollars that come with their high-value 

investments. The United Kingdom is the latest country 

to try and step up its game.

Making Britain The “Fastest Place” 
For Pharma R&D Adoption
N E A L  L E A R N E R  Contributing Editor
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he U.K. government in 

June unveiled details of its 

Accelerated Access Review 

(AAR) initiative, which aims 

to make the U.K. nothing less than, 

“the fastest place in the world for the 

design, development, and widespread 

adoption of medical innovations.” 

British manufacturers naturally 

welcome the effort, but contend the 

country has a ways to go in meeting its 

ambitious goals, especially in the 

adoption of new medicines.

“New medicines can play an important 

role in transforming patients’ health, 

but in the U.K., patients are not getting 

access to these medicines,” says Alison 

Clough, acting CEO at the Association 

of the British Pharmaceutical Industry. 

“We lag considerably behind comparable 

countries when it comes to patients 

benefitting from new medicines.”

Indeed, the uptake of innovative 

products launched between 2007 and 

2012 was slower in Britain than in 16 

other industrialized countries, according 

to the U.K. government’s report Life 

Science Competitiveness Indicators. The 

U.K.’s uptake is only 11 percent of the 

average of other developed countries 

after one year, less than a third of the 

average after two years, and still only 

half the average after four years, Clough 

said in a statement regarding the study.

“Not only is this a disadvantage for 

patients in the U.K. who are not able 

to access the newest, most innovative 

medicines when they need them, but we 

can now see that this is a disadvantage 

to the country as a whole impacting our 

global competitiveness,” she said. 

The government’s competitiveness 

report bears this out. The total value 

of goods and services (i.e., gross value 

added) generated by the pharmaceutical 

industry declined from a high of nearly 

$24 billion in 2010 to roughly $20 

billion by 2013, where it remains flat. 

Furthermore, government spending on 

R&D has declined in recent years, as has 

the share of U.K. patients recruited to 

global studies. On the bright side, the 

report found that the number of science 

graduates and employees in Britain’s 

pharmaceutical manufacturing industry 

is gradually rising.

AAR LAYS OUT KEY THEMES FOR REVIEW

To improve the overall picture, the 

AAR initiative will focus on several 

key themes for review. These include 

establishing the need, priorities, and 

principles for innovation; exploring new 

development pathways; aligning national 

funding models to drive innovation; and 

speeding up local adoption and diffusion 

of innovative products.

Leaders associated with the AAR say 

the goal is to better understand the needs 

and demand for innovation, which can 

then be translated into research followed 

by accelerated development of products. 

“We aim to translate the unique features 

of our science and healthcare system 

into meaningful benefits that will 

attract innovators to conduct their R&D 

in the U.K.,” Stuart Dollow, founder of 

Vermilion Life Sciences and a member 

of the AAR expert advisory group, said in 

a late June posting on the government’s 

website.

Dollow and others involved with the 

review aim to finish their initial work 

by the end of the summer and will look 

specifically at making reform recom-

mendations in three areas:

 REGULATION – The goal will be to 

quickly assess safety and efficacy 

of innovative products by better 

exploiting the U.K.’s advantages as 

an integrated healthcare system 

with renowned research medicine 

ethics and infrastructure. 

 REIMBURSEMENT – The AAR 

seeks to adapt systems of health 

economic assessment that reflect 

technological advances in genomics, 

precision medicine, and informatics; 

reduce time and risk from the 

traditional R&D model; and develop 

new models of reimbursement 

for innovative products (such as 

payment by results).
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capabilities and infrastructure; (2) state 

of the clinical environment, from test 

tube to patient; (3) quality and efficiency 

of biomedical manufacturing and 

logistics operations; (4) soundness 

and effectiveness of the biomedical 

regulatory framework; (5) healthcare  

financing; and (6) overall market and 

business conditions.

The U.S.’s score on this BIC survey was 

86.88, the U.K.’s was 82.60, Switzerland’s 

was 82.56 and Ireland’s was 82.17. By 

contrast, China had a score of 57.62 and 

Brazil had a score of 56.57. The top four 

performers all experience challenges in 

certain areas that do not permit their 

overall scores to rise above 90 percent 

of the total score possible, the report 

noted.

In the U.S., the hurdles include a public 

pricing and reimbursement system 

for Medicare and Medicaid that is frag-

mented and sometimes difficult to 

navigate effectively. In the three other 

top countries, pharma executives 

cited fairly stringent price controls on 

both public and private drugs among 

the challenges. Governments in these 

countries, at times, are missing the 

link between investment, research, and 

market access in a timely manner and 

at a fair price, according to the report. 

In addition, both the U.K. and Ireland 

experience gaps in how they translate 

and commercialize research into new 

products. Market access incentives also 

are undermined by heavy use of parallel 

importing of medicines.

Despite the challenges, local U.K. exec-

utives still view the U.K. as a top global 

destination for biomedical investment. 

Survey respondents point to a 2014 

initiative that offers companies favorable 

taxes on income earned from intellec-

tual property generated in the U.K. Since 

implementing the new tax incentive, the 

economy has reported a surge in biotech 

investment, the report said.

Leaders of the AAR also are taking an 

optimistic view that the U.K. can position 

itself to become even more welcoming 

for pharmaceutical investment. “With 

our strong science and national health-

care system, there is untapped potential 

for greater research involvement and 

global influence to be translated into 

improved health,” says Dollow. L

more evidence is brought to light on the 

safety and efficacy of the products.

“The [AAR] review should be about 

improving access to the latest treatments 

with a view to improving long-term 

health outcomes,” AZ’s spokesperson 

says. “The U.K. has a poor record with 

regards to access as demonstrated by 

the government’s own life sciences 

competitiveness indicators.”

U.K.’S COMPETITIVE 

POSITION STILL STRONG 

But not everyone sees the U.K. falling 

behind in the race to attract pharma-

ceutical activity. A June report com-

missioned by PhRMA finds the U.K. 

second only to the U.S. among 16 

markets on overall attractiveness 

for biomedical investment. The U.S., U.K., 

Switzerland, and Ireland, respectively, 

have the highest overall scores, and 

their biomedical environments fall into 

the category of “strongly competitive” 

relative to the other sampled economies, 

says the report released in late June. 

“All four boast excellent and effective 

scientific research systems, regulatory 

frameworks that meet the highest 

international standards, pricing and 

reimbursement systems that provide 

comparatively better opportunities for 

market access, and generally positive 

market conditions,” it added.

PhRMA’s 2015 Biopharmaceutical 

Investment & Competitiveness (BIC) 

survey noted that while the U.S. and 

U.K. particularly excel in the quality, 

scope, and effectiveness of their scien-

tific research systems as well as clinical 

research capabilities, Ireland and 

Switzerland lead the pack in manu-

facturing capacity. “The U.S. and 

Switzerland dominate the charts in 

terms of providing effective intellectual 

property protections,” the report notes. 

“It also is worth mentioning that, not 

surprisingly, these economies have 

reached these levels of success predomi-

nantly through the use of market-based 

pro-innovation policies and initiatives, 

including policies aimed at biomedical 

products.”

The BIC survey examines the overall 

ecosystem in which biomedical innova-

tions take place by looking at several key 

areas: (1) ability to leverage scientific 

 UPTAKE – The plan is to ensure 

that the National Health Service 

(NHS) can better support and drive 

medical innovation.

Clough says the industry has urged 

the British government to take a com-

prehensive approach to drug discovery, 

development, regulation pricing, value 

assessment, and usage. This includes 

better aligning recommendations of 

coverage made by the National 

Institute for Health and Care Excellence 

(NICE) with the approvals granted 

by the NHS England. “A key change 

needs to be the formation of a holis-

tic research and health system, 

which supports both the development of 

research in parallel with faster patient 

access to modern medicines,” says Clough.

LOOKING FOR EARLY APPROVALS

U.K. drug giant AstraZeneca (AZ) agrees 

the country could do more to speed up 

delivering products to British patients. 

An AZ spokesperson tells Life Science 

Leader that the manufacturer would 

like to see NICE’s value-assessment 

framework for new pharmaceuticals bet-

ter aligned with the European regulator’s 

approach, which has sought to accelerate 

approvals for medicines in disease 

areas with limited treatment options. 

Unfortunately, today, the system consists 

of a disjointed patchwork of regulatory 

and value-assessment bodies, which 

ultimately delays access for patients.

According to AZ, the formation of a 

system that lets patients access newly 

licensed medicines that have been 

approved on the basis of early trial 

data would be extremely welcome. 

“This would enable U.K. patients to 

gain early benefit from new specialized 

treatments, particularly where there is 

unmet medical need,” the spokesperson 

explains. “The advent of personalized 

healthcare and targeted treatments 

requires innovation in trial design and 

development pathways — regional regu-

lators must be prepared for medicines 

of the future being developed now.”

Other national oversight bodies, 

including the FDA and the European 

Medicines Agency (EMA), already are 

piloting initiatives in which drugs may 

be approved on a graduated basis as 

http://LIFESCIENCELEADER.COM
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What To Know When Implementing 
A Compassionate Use Program

F R E D  O L D S  Contributing Writer

isk. In the age of social media, 

biopharma companies have to 

be more careful than ever before 

about approving or denying 

compassionate use of investigational drugs. 

There is no safe “in or out” option. Denying 

compassionate use can result in a social 

media crisis, and providing it runs the risk 

of damage to research and valuation. Either 

choice opens the company to a crisis of 

reputation. Thus, effectively managing the 

risk associated with compassionate use is 

not only essential, but tricky.     

Patients who have exhausted all current 

therapies to treat a serious or life-threatening 

disease seek hope through compassionate 

use of investigational drugs or what the 

FDA officially defines as expanded use. 

Patient organizations, state governments, 

and the FDA are all currently taking 

actions to expedite access to these drugs. 

And that easier access could conceivably 

mean hundreds or thousands of requests.

Ultimately, the final decision falls on the 

company to provide the drug. The FDA 

approves 99 percent of applications for 

expanded use. No law or agency can force 

a company to allow the use of a drug. To 

those outside the industry, the choice 

may seem an easy ethical and humanitar-

ian one. But you know it’s not that simple.

“The decision for approval or denial puts 

companies in a difficult bind,” says Jason 

Byron, manager, medical ethics at UPMC 

Presbyterian Shadyside Medical Center.  

“Obviously everyone wants to help 

desperate patients, but the company has 

no ethical duty or obligation to provide 

compassionate use. The ethical duty is to 

provide safe and effective care. We’re not 

sure these products are safe and effective 

until they go through the entire approval 

process.” 

If a company decides to provide compas-

sionate use drugs, Byron says there is an 

ethical obligation to be fair in allocating 

the drugs. J&J’s Janssen is trying to achieve 

that level of fairness by partnering with a 

third party. The company is piloting a 

collaboration with a committee formed 

by Dr. Art Caplan at NYU that includes 

physicians, bioethicists, and patients to 

review requests for compassionate use of 

Janssen Pharmaceuticals. 

QUESTIONS TO ASK BEFORE EMBARKING 

ON A COMPASSIONATE USE PROGRAM

With no ethical or legal imperative to 

provide expanded use, the choice may 

come down to what’s best for the “many.” 

Does helping the “one” now delay research 

that will help the “many” later?

Leadership has to carefully analyze each 

request. Asking questions such as the 

following can help when making decisions 

related to compassionate use:

 Is there a reasonable scientific theory 

for use in this patient? 

 Is there enough of the drug to supply 

patients outside clinical trials? 

 Can the company afford distributing an 

expensive preapproved drug? 

 How close is the company to 

submission? 

 What are the liability risks? 

 How will the company end the 

program?

 If a request is denied, will a social 

media campaign damage a company’s 

reputation and result in a public or 

investor relations disaster? 

 If approved, will clinical trials be 

delayed by adverse events, causing the 

FDA to require additional research? 

WILL OUR FINAL APPROVAL BE DELAYED?

Richard Mosciki, M.D., FDA deputy direc-

tor for science reporting, recognizes that 

research companies have a real concern 

about the possibility that adverse events 

occurring with expanded use may delay 

final approval. He says, “It’s [a delay in 

the FDA’s approval] a rare event, but not 

zero.” Mosciki said that searching the 

memories of his colleagues spanning 

nearly four decades of drug approvals 

and reviews, very few situations came to 

mind.  In fact, he said in a recent review 

of 5,000 expanded-access INDs (investi-

R
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Communications, a marketing and PR 

firm that has worked with various pharma 

and life sciences companies. “As much 

as 50 percent of a company’s value can 

be tied to its reputation.” Braithwaite 

suggests establishing an SOP in advance 

to prepare for unexpected situations. 

The first step is to lower the threshold 

for what a company defines as a crisis. 

Braithwaite says any challenge to a com-

pany’s reputation should be considered 

a potential crisis. Then define the 

foundation, the guiding principle, by 

which leadership will make decisions so 

emotions won’t cloud considerations in 

the heat of the moment. 

Take a cross-functional approach to 

assess risk. Have each company function 

predict risks associated with potential 

threats to the company, e.g., a social media 

campaign arising out of a drug denial. 

Using the established guiding principle, 

test responses to each of those risks, and 

ask, “Would we do this if we cared about 

our reputation?”

There are three steps to crisis manage-

ment: 

1 Validate the concern.

2 Show action.

3 Control the narrative.

Instinctively, validating the concern 

seems difficult because leadership wants 

to support its position. Even if a company 

is clinically, legally, and scientifically 

correct, the public may still disagree. “If 

1,000 people online think it’s a problem, 

then it’s a problem,” says Braithwaite. 

Restraint in responding is critical. He 

warns it’s very easy for a company to 

make a public statement showing sincere 

compassion and understanding and, in 

the same sentence, invalidate its concern 

with the word “but.” Do not follow a 

statement of compassion with a defense 

of the company position. Just outline the 

actions the company will take.

“You have to do something, so do any-

thing that says you care,” says Brathwaite. 

If the company decides not to provide 

expanded use, it may be able to set up 

additional research or find alternative 

studies for which the patient may qualify. 

Leadership also can make public appear-

ances with patients and patient groups.

gational new drugs), only two instances 

of a drug being delayed were identified.

“Our reviewers are very aware that 

these populations are at a higher risk for 

adverse events,” says Mosciki. “They rec-

ognize that the disease itself often causes 

what appear to be adverse events. The 

circumstances surrounding an adverse 

event in expanded use are different from 

those in the carefully selected population 

of a clinical trial. Reviewers understand 

this, and they make that distinction.”

LIABILITY IS ANOTHER CONCERN

We all know that patient outcomes affect 

stock prices and, ultimately, a company’s 

valuation. Furthermore, considering there 

are unbudgeted costs (e.g., monitoring, 

personnel, time) involved with running 

a compassionate use program, inves-

tors may question leadership’s decision 

to offer it. That’s why Dan Brettler, life 

science practice leader at Conner Strong 

and Buckelew (an insurance, risk 

management, and employee benefits 

brokerage and consulting firm), says 

liability is another concern companies 

should have regarding compassionate 

use programs. “If a company develops a 

strategy against offering compassionate 

use, it will have to be prepared to defend 

that position against negative social 

media publicity,” says Brettler. “An 

investor may sue not only for what they 

think is a bad decision, but for actions 

management took that harm the reputation 

of the company. It only takes a reasonable 

dip in the value of stock to draw plaintiff 

firms out of the woodwork on just about 

any low-hanging litigation issue.”

Insuring against these risks can be very 

difficult, since many are new and not 

well-defined. “You deal with investor loss 

by protecting directors and officers with 

liability insurance,” says Brettler. “But there 

are only certain risks you can transfer to 

insurance.” Leadership has to review poli-

cies for each known or potential risk to 

determine if it is covered. Not all policies 

cover compassionate use.

DEVELOP A PROACTIVE 

COMMUNICATION PLAN

“Reputation has a financial value,” says 

Hugh Braithwaite, CEO of Braithwaite 

Controlling the narrative is the most 

difficult of the tactics. “Consumers can 

deploy faster than a company by a factor 

of 10 times,” says Braithwaite. Consumers 

have the same communication resources 

as industry and can use them to affect 

their community actions within hours 

or a day. Companies are slowed by board 

actions, approvals, and their sheer size.

This emphasizes the need for preplan-

ning. “You can control the narrative by 

preemptive action,” says Braithwaite. 

“For instance, many of the statements 

and comments you’ll need in a crisis 

can be written in advance.” It’s good 

practice to become involved with 

patient organizations that may benefit 

from your products. The company can 

provide information and assistance to the 

group, stay abreast of issues, and possibly 

control conversation contemporaneously. 

Braithwaite says, “If you’re involved with 

the community, you’ll see trends as they 

develop and be able to head off problems 

before they occur.”

A COMPANY PLAN FOR HUMANITARIAN 

AND BUSINESS CONSIDERATIONS

When developing a compassionate use 

plan for its investigational drug SAGE-547, 

Sage Therapeutics reviewed its resources 

and analyzed future needs. The plan is a 

response to the humanitarian requests 

of patients and a way to develop future 

clinical research sites. 

SAGE-547 treats the orphan disease 

status epilepticus, which affects about 

150,000 patients each year. Patients suffer 

unremitting seizures and are placed 

in ICU in a medically induced coma. 

Mortality and morbidity are 66 percent. 

Sage received individual expanded-use 

requests early in the research phase. 

Leadership assessed it had sufficient 

resources and began training ICU staffs to 

run the 547 trial protocol. As more patient 

requests were received, Sage united 

existing protocols into one expanded-use 

protocol, which allowed new patients 

faster entry. This presented an opportuni-

ty for the company. Because Sage trained 

personnel in those ICUs to use the clinical 

trial protocol, it expects some of those 

ICUs to join the Phase 3 trial as clinical 

test sites. L
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Law as well as its heavy investments in 

streamlining processes, especially when 

it comes to innovation and unmet needs. 

As Engen points out, “The regulatory 

environment in Japan has improved sig-

nificantly over the past few years. It is 

entirely feasible to carry out regulatory 

consultations and clinical studies in 

Japan without a partner. For innovative 

products that fall under the new 

Regenerative Medicine law, it is now 

possible for a company to file for condi-

tional approval in Japan with confirmed 

safety and a modest amount of Phase 

2 data. The new Sakigake system also 

offers the opportunity for expedited 

review timelines.” This moves Japan 

ahead of many Western countries when 

it comes to the environment for inno-

vation. Claar says, “Approval times are 

continuing to improve in Japan, and the 

PMDA [Pharmaceutical and Medical 

Devices Agency] is transparent and 

predictable regarding clinical design.” 

Additionally, the government added 

more reviewers to the PMDA, helping to 

reduce review times. 

So we can conclude that the regulatory 

environment here is not the problem it 

once was. Coupled with this, support 

from the relevant KOL community is 

likely to be very high, because “foreigners 

are welcomed with open arms, and in 

fact, it can be easier for foreign firms, 

compared with local companies, to 

develop meaningful relationships with 

KOLs, who will want to work with you,” 

Claar says.

Turning to market access and pricing, 

it’s well-known that the Japanese 

government reviews long-listed prices 

downward every two years. However, 

according to Claar, “You can get premi-

um pricing in Japan for innovative prod-

ucts, often based on the undiscounted 

list price in overseas markets, which is a 

speaking Japanese professionals here.

So I decided to investigate some of 

the common objections (i.e., myths) 

biopharma companies have regarding 

setting up and doing business in Japan. 

To help me, I interviewed two non-

Japanese businessmen — Steve Engen 

and Robert Claar — who have both 

successfully helped companies establish 

locations in Japan. Engen runs his own 

consultancy, Renegen LLC, and has 

previously set up and run three phar-

maceutical companies in Japan (two 

subsidiaries and one local company). 

He’s also a Japan advisor to Locust 

Walk Partners. Claar is the founder and 

CEO of Vorpal Technologies, a firm that 

helps companies develop their products 

in Japan and build a local footprint 

before making a decision about how 

to commercialize. For personnel issues, 

I draw on my own experiences and 

those of my colleagues at Morunda KK, 

a Tokyo-based executive search firm 

focusing on the pharmaceutical market 

in Japan and Asia.

First, let’s look at the drug approval 

process, perceived as prohibitively 

slow. Many firms would be surprised 

by the Japanese government’s recent 

reviews of the Pharmaceutical Affairs 

Investigating The Myths About 
Opening A Subsidiary In Japan
A D A M  K E N N E D Y

was perplexed. 

Here I was speaking with several 

biotech executives at the BIO Asia 

International conference in Tokyo, 

and none of them had any plans to 

establish a presence in Japan. 

Why not, I wondered. After all, Japan 

is home to approximately 127 million 

rapidly aging people. It is the second-

largest pharmaceuticals market and the 

most prosperous country in the region 

(per head). It has a national health 

insurance system and some of the best 

doctors and specialists in the world. 

There’s no doubt that sufficient patients 

exist in Japan for a subsidiary to be not 

just viable, but also profitable. 

Yet, for many pharma companies, Japan 

remains an enigma, a great unknown, 

where products take forever to get 

approved; pricing is, at best, opaque; the 

sales channels are impossible to com-

prehend; English is barely spoken; and 

it costs a fortune to do anything. “You’re 

probably better off out-licensing to a 

local partner. Right?” commented one 

of those execs at the BIO conference. 

Perhaps I’m biased; I have been working 

in this market since 2002. I know what 

the country has to offer, and I know there 

are a significant number of English-

I
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with the information flow and transpar-

ency in their local partner relationships. 

Building into these agreements some 

ability to have a local presence, including 

comarketing, could make a big differ-

ence,” he explains.

“There is no substitute for having your 

own feet on the ground in Japan,” Claar 

adds, echoing a feeling of helplessness 

that many companies share when they 

sign away their prized assets only to see 

disappointing returns. Also remember 

that the pipelines of potential suitors 

here will likely be far from robust, so 

it is in their own interests to make 

Japan seem as impregnable and unique 

in order to dissuade you from selling 

your own products here under your own 

strategy. 

So, how does a company decide to 

expand into Japan? Engen feels this 

should be a board-level decision rather 

than one made only by senior manage-

ment. Accordingly, it is important to 

understand the priorities and interests 

of the board with respect to Japan. Being 

successful in your core markets is no 

guarantee of success here, and there is 

a danger that Japan may prove to be a 

distraction for your senior management 

— an expensive distraction. Indeed, 

there are a good number of companies in 

many industries (that I certainly could 

not name here, but they will know who 

they are) whose Japanese subsidiaries 

are or were considered failures. 

Japan may not work for every company, 

despite the potential rewards. But many 

U.S. biotech companies (e.g., Celgene, 

Biogen, Shire, Gilead) have successfully 

started Japan operations, and some 

smaller companies (e.g., Aegerion, 

Synageva, Biomarin, NPS) have done so, 

too, Engen adds. L

exist. In fact, for a Japanese candidate to 

be promoted from manager to director 

with a foreign-capitalized company, 

they have to be able to communicate 

with global colleagues. 

In my opinion, the cultural divide in 

Japan is often overstated and sometimes 

can be used as an excuse to cover other 

problems companies entering this 

market may have. Just as there are 

companies that have made wrong 

leadership decisions and subsequently 

found life difficult here, there are 

numerous examples of firms that have 

been able to bridge this cultural gap 

to be successful. The biggest danger is 

that you choose someone who does not 

fully engage with your headquarters 

and allows your subsidiary to drift. If a 

company is considering setting up an 

operation in Japan, one option would 

be to send someone over from HQ to 

set up and run the business here for, 

say, three to five years. Although likely 

having no experience in Japan, this indi-

vidual would understand the corporate 

culture and communicate with HQ dur-

ing the critical initial years. However, in 

this scenario, it has been our experience 

that hiring a local executive in a COO-

type role can be beneficial. They would 

work directly under the local president, 

giving the company both Japanese and 

HQ acumen and setting up a potential 

succession plan once the corporate HQ 

staff departs Japan. Engen says another 

option would be to hire a candidate who 

has a successful track record of estab-

lishing and operating pharmaceutical 

companies in Japan. Of course, there 

are relatively few of these individuals in 

Japan, though.

IS OUT-LICENSING THE ANSWER?

Engen says that while establishing a 

Japanese subsidiary to advance the 

development of your pipeline should 

add significantly to the value of the 

company, you have to remember that 

in doing so, you could lose control 

over your products and strategy if not 

managed correctly. “Often, companies 

that out-license in Japan are frustrated 

significant incentive.” He adds that 

there could be lower hurdles to market 

access for innovative drugs in Japan as 

compared with some overseas markets. 

“Once the senior clinician is keen to 

prescribe the drug, having it added 

to the formulary can be relatively 

straightforward,” he explains. 

HIRING LOCAL MANAGEMENT 

HAS ITS ADVANTAGES

There’s no doubt it can be expensive 

to set up in Japan. But it can be done 

in steps, allowing you to build your 

presence in line with your launch 

plans. Claar suggests working with a 

trusted local partner that acts as an 

in-country caretaker that will develop 

your products and act as your mar-

ket authorization holder (MAH — you 

will not be able to sell your products 

in Japan without an MAH) here until 

an agreed-upon stage when you might 

opt to buy your license back (at a prear-

ranged price, rather than being at the 

mercy of your local licensee or CRO). 

The actual structure of this could be 

tailored around each company’s needs, 

but it might enable you to concentrate 

your efforts on building your com-

mercial and medical teams’ activities. 

Having this kind of partnership also 

can help you select and manage a local 

CRO, offering you peace of mind. 

Organizations such as JETRO (Japan 

External Trade Organization) offer a lot of 

practical help to companies establishing 

an office here, including use of an office 

for three months as you set up. 

Engen notes that costs of hiring local 

leadership are very comparable to other 

markets. “If you have the right people 

with the right mindset, you can succeed 

in Japan,” he says. “The challenge is 

whether you can manage cross-culturally 

in this market.” It’s well documented 

that English-speaking talent in Japan is 

comparatively limited, and competition 

for it is fierce. But a cursory glance at the 

leadership of the vast majority of suc-

cessfully run multinational corporations 

in any industry reveals the presence 

of bilingual Japanese executives. They do 

 Adam Kennedy is a director with 

Morunda KK, an executive search 

f rm focusing on the pharmaceutical 

sector in Japan and Asia. Originally from the U.K., Adam 

has been active in this market since 2002, after several 

years in f nance and operational management in the 

National Health Service. 
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scale-up without aggregating. An 

organization obviously wants to avoid 

aggregation in a phase separation 

column that costs over $1 million to 

pack. Better understanding of the design 

space through the use of in silico tools 

enables scientists to modify the biologic 

to reduce aggregation prior to scaled-up 

production. The cost and time-to-market 

benefits can be immense.

COMPLEXITY IN LIVING SYSTEMS AS A 

DRIVER FOR QUALITY IN RESEARCH

Biologics are often produced in cell lines. 

Cells themselves are complex entities. 

Even heterogeneous populations are 

susceptible to such things as somatic 

mutations and environmental stimula-

tion, leading to changes in such things 

as methylation states and subsequently 

expression. Cell-line developers in 

discovery now may have responsibility 

to ensure that they have the necessary 

traceability, documentation, and security 

in place to support handoff to process 

development. For example, a cell-line 

developer in discovery may need to 

prove to the FDA that the biologic came 

from a single (mono) clonal cell line. Life 

sciences research companies have been 

submitting plate-based images as proof 

of monoclonality along the discovery 

and development continuum. The 

development of standard operating 

procedures around functional assays 

(for example, studies and cell-based 

assays) can often be optimized in early 

research, saving both time and money in 

later stages of development.

It is in the industry’s best interest 

to focus on QbD early in discovery 

research. Applying quality results from 

early research and preclinical studies in 

safety and efficacy can not only enhance 

the predictive models on developabil-

ity but also reduce variability, produce 

more effective therapeutics, and reduce 

late-stage costs and failures. Quality, 

after all, is a business as well as a techni-

cal imperative. L

cannot be inspected into products, 

but rather is created by processes, has 

become an increasing focus for com-

panies committed to designing and 

developing successful therapeutic 

candidates.

The cost of adhering to quality pro-

cesses in late-stage development can 

often be drastically reduced by adhering 

to and understanding quality methods 

early in the discovery process and then 

adhering to those processes in devel-

opment and manufacturing. Done well, 

QbD works like a lever, enhancing good 

scientific practices and encouraging 

scientists to take the long view and 

not cut quality corners on the road 

to releasing an approved therapeutic 

product; as such, QbD can confer 

significant competitive advantages.

ASPECTS OF REGULATORY GUIDELINES

The industry is facing increased regu-

latory requirements for documenting 

the use of predictive analytics on vast 

data sets, combining knowledge from 

early-stage research, historical data 

from the public domain, preclinical 

experimentation, clinical trials data, 

and even postmarket analysis data. 

Many of the regulations imposed during 

biologics development and manufac-

turing to produce reports on processes 

such as biophysical characterization, 

post-translational modifications, 

aggregation propensity, and other 

developability properties can be tested 

early in the product development life 

cycle. Additionally, regulatory agencies 

require comparability studies from 

preclinical to clinical product develop-

ment samples. 

Preventing aggregation in solution 

provides an interesting example of how 

the research stage can contribute to QbD 

in biologic entity development. Two 

challenges arise: first, how to get the 

biologic to a therapeutic concentration 

without unwanted aggregation and, 

second, how to get the biologic through 

Quality In The Biologics Discovery 
And Development Continuum
T I M  M O R A N 

ith biologics filling the 

pipelines of life sciences 

companies more than 

ever, the industry needs 

to rethink its view toward quality. 

Once primarily considered a focus in 

downstream drug development and 

manufacturing, the issue of quality 

now demands attention in upstream 

discovery research as well. In fact, the 

line between discovery and development 

in biologics looks more like the inter-

section of a Venn diagram than a line 

at all, with discovery and development 

sharing space in the drug development 

quality continuum. 

WHAT IS DRIVING THE NEED FOR 

QUALITY EARLIER IN THE PROCESS?

The need to focus on quality early on in 

biologics results, in part, simply from the 

complexity of biologics, as well as the 

increased regulatory scrutiny required 

when working with living organisms 

as source materials from early research 

through production of biologics. Added 

complexity in the development and 

manufacturing processes can often 

be mitigated by instituting quality 

processes in the early stages of biologics 

discovery. The concept of Quality by 

Design (QbD), postulating that quality 

 Tim Moran is product manager, life science research, 

at Dassault Systèmes BIOVIA. Tim’s early research in the 

industry focused on immunomodulation and imaging to 

study effects on T-cell lymphocyte homing. He has held 

several product management roles in image informatics.
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the supply chain and touches 

various points (e.g., distributors, 

3PLs, warehouses, pharmacies), 

greater visibility of product 

movements will become apparent, 

which enables smarter sales 

forecasting. 

 Serialization will greatly reduce — 

and maybe even eliminate — product 

diversion incidents whereby genuine 

product is fraudulently diverted to 

be sold in a different market than it 

was intended.

 You will experience improved 

inventory management of both 

finished goods and consumables 

(e.g., inks, wrapping materials, 

cardboard, pallets). 

PLAN AHEAD WITH YOUR TEAM

There are several teams that should 

be considered part of any serialization 

plan. At a site and packaging level, per-

sonnel from supply chain, production, 

automation, engineering, IT, quality, and 

regulatory affairs will all be impacted by 

the introduction of serialization. Before 

implementing your serialization strat-

egy, talk with the employees in these 

departments, and seek to understand 

their perspectives on how their jobs may 

be affected or what suggestions they may 

have for process improvements. And 

keep that dialogue going throughout 

the implementation process. 

The greater automation and data man-

agement associated with serialization 

equipment allows companies to use this 

information to save time on line change-

overs as opposed to having to perform 

manual counts. Many companies have 

utilized this additional focus on their 

packaging function to implement 5S 

and other lean tools, as it provides an 

opportunity to take a holistic view of 

your production area and implement 

improvements. L

Typically when introducing a serializa-

tion program, there will be an increased 

focus on in-process checks at a packaging 

level, ensuring that defect levels are 

reduced. When validating the printing 

and vision equipment associated with 

serialization, you likely will be faced 

with challenges related to print quality, 

readability/legibility, testing of 2D code 

quality, and similarity testing — where 

the vision system is challenged to detect 

between similar numbers and letters 

(e.g., 6 and 8; 8 and 9; a, c, and o; f and t). 

If a product does have to be recalled, 

with a serialized system in place, you 

will be able to respond more quickly. 

Doing so not only helps protect the 

patient, it demonstrates to regulators 

the control you have over your supply 

chain and quality management system 

procedures, and ultimately it limits the 

damage to your company’s reputation. 

THE BENEFITS OF SERIALIZATION 

ON YOUR SUPPLY CHAIN 

The following are some of the benefits 

serialization offers to your supply chain:

 Improved visibility of products as 

they move through the supply chain 

will consequently reduce product 

shrinkages and losses. 

 Your expiration date-management 

system will become more efficient. 

Regular stock controls such as 

cycle counts can be performed with 

greater efficiency by using system-

generated data. That data can be 

reviewed with greater ease and at 

a frequency that suits the business, 

thus minimizing stock write-offs. 

(Traditionally this may have been 

performed by manually counting 

stock.)

 While serialization will not provide 

companies with any specific sales 

data, as the product moves through 

How Serialization Can Help 
Your Pharma Brand
Y V O N N E  S A R G E N T 

y now you probably know 

that serialization is your 

best option for combatting 

counterfeit pharmaceuticals. 

Unfortunately, you probably also under-

stand that developing and implementing 

a serialization plan is no simple task. 

Your packaging, warehousing, and supply 

chain processes all will be altered, which 

involves a lot of change management 

for any organization. The primary goal, 

of course, is safe and secure drugs for 

patients, and yes, regulatory compliance 

is part of the equation. But many 

people underestimate the additional 

positive effect serialization can have on a 

company’s brand. 

DISCOVER PACKAGING ERRORS EARLY 

Serialization can significantly reduce 

the risk of product recalls by making 

it more likely that you will uncover a 

packaging/printing error while the 

product is still under your control. For 

example, packaging errors are typically 

related to component artwork, the 

printing of variable data (e.g., lot number, 

expiry date, manufacturing dates), and 

component quality (carton and ink), 

which affect the legibility of the code as 

it moves through the supply chain.

 Yvonne Sargent is a packaging and serialization 

consultant at ESP (Enterprise System Partners), a global 

consulting and project engineering company that has 

supported manufacturing IT solutions for the life sciences 

industry since 2003. She has worked for leading global 

companies in areas such as project management, 

process development, packaging validation, operations 

management, serialization, and lean Six Sigma. 
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illie Shoemaker is 

probably one of the 

best-known jockeys 

who ever lived. He 

once said, “I keep the lightest touch 

on the horse’s reins. The horse never 

knows I’m there, until he needs me.”

The person who is a leader also 

needs that “light touch.” A leader 

must remember that their role is to 

create a vision and then surround 

themselves with the best people who 

can accomplish that goal. The leader 

can show what needs to be done, but 

then the leader must step aside and 

let people do their jobs. 

However, often that is not the 

approach of many leaders who feel 

that they have to be a part of every 

decision — no matter how trivial. 

By constantly micromanaging every 

decision, a leader transforms into a 

“boss” revealing not only a lack of 

trust for employees, but also, possibly, 

some control issues. 

LET THE PEOPLE YOU 

HIRED DO THEIR JOBS

Employees were hired — and still have 

a job — because they are experts at 

what they do. They have skills and 

talents that need to be unleashed and 

nourished, not bridled and suffocated. 

A leader gets out of the way and lets 

the experts do their jobs, while a boss 

feels the need to control. If every 

decision needs to have the “green 

light” from the boss, be prepared for 

major bottlenecks in productivity 

and stifled creativity, as well as 

decreased morale, teamwork, and 

communication. 

Micromanaging is just one issue a 

boss does that a leader doesn’t. A few 

more were famously provided by the 

controversial, yet one-time successful 

retail magnate Harry Selfridge. He 

stated, “The boss drives people; the 

W

leader coaches them. The boss depends 

on authority; the leader on goodwill. 

The boss inspires fear; the leader 

inspires enthusiasm. The boss says, ‘I’; 

the leader says, ‘We.’ The boss fixes the 

blame for the breakdown; the leader 

fixes the breakdown. The boss says, 

‘Go’; the leader says, ‘Let’s go!’”

CREATE AN ENVIRONMENT 

WHERE MISTAKES AREN’T 

ALWAYS CONSIDERED BAD

With that said, a possible downside 

to being a leader versus a boss is that, 

with more freedom and latitude to “do 

their jobs,” there is the possibility that 

employees may make more mistakes 

than those who have less autonomy. 

But, as the “Wizard of Westwood,” the 

late UCLA coach John Wooden once 

said, “If you’re not making mistakes, 

then you’re not doing anything. I’m 

positive that a doer makes mistakes.” 

And that is what any leader really 

wants — a team of doers. And doers 

do when they are led by a leader 

and not a boss. Doers do when they 

are led by a leader who believes in 

them and encourages them. Doers do 

when they are led by a leader who, 

just like Willie, keeps a light touch on 

the reins and lets employees know they 

are always there … if needed. L
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 Bob Garner is a successful entrepreneur, author, and 

funny motivational speaker with clients worldwide. 

Read his amazing story at www.bobgarneronline.com. 

Boss

Leader
Or A

Are You A

The Light Touch:

 A leader gets out of the 

way and lets the experts 

do their jobs. 
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