
KLICK.COM/MUSE

APPLY TO ATTEND

GET READY FOR AN UNUSUAL EVENING OF INSPIRATION

AT THE INTERSECTION OF ART, SCIENCE & TECHNOLOGY
NEW YORK MARCH 31, 2016

ADVERTISEMENT

MARCH 2016



GET READY FOR AN UNUSUAL EVENING OF INSPIRATION

AT THE INTERSECTION OF ART, SCIENCE & TECHNOLOGY

KLICK.COM/MUSE

NEW YORK MARCH 31, 2016



CEO ROUNDTABLE
BEYOND THE PILL

STRATEGY 2020
FOUR KEYS TO VALUE

CLINICAL TRIALS
THE HUMAN FACTOR

M
A
R

C
H

 2
0

1
6

 
V
a
c
c
in

e
s
 U

p
d
a
te

 
B

e
y
o
n
d
 P

ills
 

2
0

2
0

 V
a
lu

e
 P

la
n
n
in

g
 

M
a
n
a
g
in

g
 C

lin
ic

a
l T

r
ia

ls
 

V
O

L
U

M
E

 3
6

, N
U

M
B

E
R

 3

MARCH 2016

WHERE BUSINESS MEETS POLICY

VOLUME 36, NUMBER 3

WWW.PHARMEXEC.COM



Agile. Insightful. Savvy.

You get results because 

WE GET IT.

You sleep well because

WE GET IT DONE.

Call Susan Flinn Cobian today at 312-274-3573, 

and we’ll show you how we can deliver results 

that deliver your bottom line. www.hychealth.com



3

WWW.PHARMEXEC.COM

From the EditorMARCH 2016 PHARMACEUTICAL EXECUTIVE

WILLIAM LOONEY

Editor-in-Chief

wlooney@advanstar.com
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 @BillPharmExec

Sealing the Error Envelope
FOR BIG PHARMA TODAY, the currency of public trust is its most devalued asset, the 

restoration of which depends on hefty investments in transparency. Progress toward this 

goal can fairly be described as variable and ad hoc. While drug pricing remains almost 

entirely non-transparent, we now have an emerging industry commitment to publicly 

disclose results from research studies and clinical trials, including work that company 

sponsors abandoned for internal reasons, like failing to secure a desired endpoint. You can 

call it a bankable addition to that depleted account of public trust. 

H
owever, in the business of biopharma,  
it always pays to be careful what you 
wish for. Data disclosures designed 
to promote openness in the public eye 

must account for the complexity of today’s 
R&D enterprise. Approximately 800,000 
research articles are being added to US public 
data bases each year—a raw byproduct of 
industry’s $60 billion annual investment in 
developing new medicines for patients. 

This is data dumping on a prodigious scale. 
Disclosure is a worthy goal, but can this by 
itself deliver the larger aim of raising the bar 
on both the value—and credibility—of the 
industry’s published research? 

Two issues come to mind. First, how do you 
control to separate out real insights—the signal 
—from the background noise induced by vol-
umes of disaggregated data that are hard to 
place in the proper context? Second, what addi-
tional steps, beyond disclosure, are needed to 
“de-risk” for errors or misinterpretation of pub-
licly disclosed research that could end up lead-
ing medical practice and public policy in the 
wrong direction?  

This second question is important if indus-
try is to prevail. It’s good to know that, in addi-
tion to the efforts of trade associations like 
PhRMA and EFPIA, a multi-stakeholder initia-
tive is in place to tackle the practical details 
that must undergird any commitment to 
research transparency. The International Soci-
ety for Medical Publication Professionals 
(ISMPP), a non-profit group whose 1,400 mem-
bers are drawn from big Pharma, CROs, com-
munications agencies, and medical journals, 
focuses on making the process by which data 
developed within the R&D industry is compiled 
and published. ISMPP’s goal is to make this 
information accurate, analyzable, and acces-
sible through best practices to address chal-
lenges like publication bias, statistical rigor, 
and reliance on paid ghostwriters.

 A big step in this direction was the agree-
ment last year on a “Guideline on Good Pub-
lication Practice for Communicating Company-

Sponsored Medical Research,” published in the 
Annals of Internal Medicine. With 70% of 
funding for clinical trials coming from private 
industry, parties to the Guidelines know that 
public confidence in the integrity and interpre-
tative value of this research starts with manu-
script development —when data is compiled, 
evaluated, and brought forward to conclusion. 
The Guidelines stress that failures here “may 
result in poorly informed decision-making and 
reduce the efficiency and quality of healthcare.”  

It is also encouraging to see some timely 
moves to address the misuse of statistics that 
drive the analytics behind the research. Pharm 
Exec readers might look with interest at a 
recent commentary in the peer-review journal, 
Clinical Therapeutics (view the abstract here: 
bit.ly/2169GFV). Janet Forrester, an Associate 
Professor at Tufts University Medical School, 
reviewed recent manuscripts submitted to the 
journal to track the frequency of common sta-
tistical errors made by authors and identify 
measures to reduce them, such as recognizing 
the limitations of statistical software and to 
include more statistical experts as part of the 
manuscript review process.  

Forrester notes that “many articles in the 
literature do not explain the statistical analyses 
in detail, leaving the reviewer to trust that the 
analyses are valid.” Her review concludes that 
errors in published works are, in fact, quite 
prevalent. The most basic flaws are using the 
mean where the median is appropriate; not 
measuring variability in summary statistics; not 
accounting for missing or non-independent 
data; and reporting P values on the role of 
chance in a complex table without stating what 
test was used. Each of these errors can result in 
a skewed finding, with significant implications 
for the research as a guide to policy or clinical 
decision-making. 

All this is a reminder to industry that true 
transparency—and the reputational benefits 
that accrue from it—depends on the truthful-
ness of the evidence that binds it. It’s a work in 
progress. Let’s call it hopeful.
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E
conomists and policy-

makers agree that more 

competitive pharmaceu-

tical markets can yield 

lower-cost drugs. FDA approval of 

generics following the loss of pat-

ent protection can send brand 

prices plummeting, particularly 

after multiple copycats gain entry. 

And market approval of additional 

brands can have a similar effect, as 

seen in price cuts on later hepatitis 

C therapies, where additional drug 

options provide ammunition for 

payers and pharmacy benefi t man-

agers (PBMs) to negotiate dis-

counts from manufacturers. 

The question thus is whether 

FDA does enough to facilitate mar-

ket approval of alternative drugs—

or, conversely, if its actions delay 

market entry of potential compet-

itors. Even though generics account 

for 88% of prescription drug sales 

in the US and have saved billions 

for patients and payers, generics 

makers still complain of too-slow 

reviews and burdensome rules. 

Multiple products in a drug 

class also can avoid shortages that 

often lead to price hikes. No one 

wants FDA to ignore quality or 

safety problems with a drug or 

facility, but agency citations can 

prompt a manufacturer to close an 

outmoded plant or exit a low-profi t 

market, limiting competition, par-

ticularly for older sterile injectibles. 

Speeding up approvals

Concerns about generic drug regu-

lation and its relationship to recent 

sharp spikes in drug prices were 

addressed at a January hearing 

before the Senate Health, Educa-

tion, Labor and Pensions (HELP) 

Committee and at a high-profi le 

session in February held by the 

House Oversight and Government 

Investigations Committee. Some 

legislators suggested that FDA’s 

ability to quickly approve a new 

alternative therapy might deter  

drug companies like Turing from 

buying up small fi rms with prod-

ucts amendable to steep price hikes. 

Janet Woodcock, director of the 

Center for Drug Evaluation and 

Research (CDER), testifi ed at both 

sessions, acknowledging that mul-

tiple drugs per innovator may facil-

itate patient access to more afford-

able therapies. 

She acknowledged, moreover, 

that innovators often seek to block 

market entry of new competitors, 

as seen in loud complaints from 

generics makers about problems 

obtaining supplies for bioequiva-

lence testing of brand products sub-

ject to risk evaluation and mitiga-

tion strategies (REMS). Woodcock 

said that FDA has advised compa-

nies that REMS don’t warrant 

withholding drugs for research pur-

poses, and that she is open to dis-

cussing how Congressional action 

could help address REMS issues.

But she also stressed that FDA 

does not approve a new drug or 

generic in response to rising prices, 

and that its scientists don’t even 

know what qualifi es as a “price 

spike”—is it doubling a price from 

10 cents to 20 cents? Or raising a 

list price by more than 1000%? 

Woodcock referred the legislators 

to an HHS report on generic drug 

prices that found no link between 

generic pricing and increases in 

outlays for prescription drugs (see 

http://1.usa.gov/1nBcI8I).

Supply concerns

FDA does keep a close eye on sole-

source products and those with 

only one or two competitors as part 

of efforts to anticipate drug short-

ages and supply disruptions. Wood-

cock told the Senate panel that 

Can FDA Control Drug 
Prices?
More generics and biosimilars may generate competition—
but FDA opposes broad compounding

Action on generics
For decades, FDA spent months, 

even years, to review an abbreviated 

new drug application (ANDA), 

creating a huge backlog in pending 

submissions in the process. Now 

the Center for Drug Evaluation 

and Research (CDER) is whittling 

down the backlog, speeding the 

approval of important new generics, 

and expanding timely inspections 

of manufacturing facilities, 

Janet Woodcock, CDER director, 

recently reported to Congressional 

committees. She noted that generic 

drugmakers submitted nearly 2,500 

applications in 2013 and 2014, 

making it diffi cult for the agency to 

process those documents and to 

tackle long-pending submissions, 

while also restructuring and 

expanding its program (see http://1.

usa.gov/1POUpcB). 

Even so, in the last three years, 

CDER was able to “take action” 

on about 85% of some 4,600 

overdue ANDAs and post-approval 

supplements, Woodcock stated, 

making the case for Congress to 

reauthorize the generic drug user 

fee program next year. She promised 

that all the backlog would be gone 

by 2017 and that FDA would meet its 

goal for taking a “fi rst action” within 

10 months on ANDAs submitted this 

year. No applications in the backlog 

are fi rst generics, she stressed, and 

CDER’s “right-the-fi rst-time” policy 

should increase fi rst-cycle approvals.
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while 623 innovator drugs have 

three or more generic competitors, 

there are only one or two alterna-

tives for about 150 products, and 

no approved generics for 125 

brands, despite expired patents. 

Many of these are orphan drugs 

that serve very small patient popula-

tions and don’t attract competitors, 

Woodcock said. And topicals, inhal-

ants, and complex treatments often 

lack well-understood methods for 

testing and documenting bioequiv-

alence, a situation CDER is address-

ing through more research on new 

bioequivalence test methods. 

FDA oversight of drug quality 

and safety also can spur compliance 

actions that whittle down competi-

tion in a drug class. One response, 

said Woodcock, is for manufactur-

ers to adopt more agile “advanced 

manufacturing” systems that can 

ensure product quality.

In certain short supply situa-

tions, FDA has bent the rules to 

permit the import of similar treat-

ments approved overseas and to 

allow pharmacy compounders to 

produce needed drugs. But Wood-

cock strongly opposed any routine 

reliance on drug compounders for 

less costly alternative medicines 

when generics fail to meet demand. 

She emphasized at the Senate hear-

ing that there are “very great risks” 

in such proposals, citing two recent 

examples of compounded drugs 

that sickened dozens of people.

Biosimilars & controls

More competition, though, can arise 

from FDA actions to spur the devel-

opment and approval of biosimilars, 

largely by providing more guidance 

on development and agency 

approval policies. As of January, five 

sponsors had submitted eight appli-

cations for biosimilars. Nearly 60 

biosimilars to 18 different reference 

products are in development, and 

an advisory  panel recently recom-

mended approval of a biosimilar to 

arthritis drug Remicade. 

However, disagreement over 

proposals for naming and labeling 

biosimilars, as well as Medicare 

reimbursement and coding policies, 

threaten to curb market acceptance 

of these therapies. Alternatively, 

competitive drug development 

could accelerate under the Obama 

administration’s proposal to reduce 

the exclusivity period for biologics 

from 12 to seven years, an unac-

ceptable change for innovators. 

Pharma 

Smackdown 

on Capitol Hill

bit.ly/20BTax2
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Sales/Marketing organizations

Presenters:

STEVE FIGMAN, MBA, CSSGB
Chief Strategist,  
Hewlett Packard Enterprise 
Life Science Center of 
Excellence

DR. JANE REED 
Head of Life Science Strategy, 
Linguamatics

Moderator:

MICHAEL CHRISTEL
Content Manager, 
Pharmaceutical Executive

In this session you will learn how to:

■ Maximize your data assets by understanding 

what you have internally and what you’re 

getting ready to acquire 

■ Reduce the time and cost of your clinical trials 

—therefore reducing time to market 

■ Get it right the first time with regulatory 

authorities 

■ Make sure not to impose clinical risk and focus 

on patient safety (understanding EHR data) 

For questions, contact Daniel Graves at  

daniel.graves@advanstar.com

SPEED TO INSIGHT: 
4 strategies you need to maximize the value of your data assets
ON-DEMAND WEBINAR Orignially aired February 23, 2016

Register free at www.pharmexec.com/pe/speed

Sponsored by

Presented by
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REFLECTOR is 

Pharmaceutical 

Executive’s 

correspondent in 

Brussels.

I
n Europe, are we back in 

the territory of the right 

hand not knowing what 

the left hand is doing? A 

scathing attack on abuse of the 

orphan drug scheme from a 

leading European politician has 

coincided with the publication 

of an official European report 

enthusiastically extolling the 

virtues of the scheme, prompt-

ing renewed questions over how 

far the European Union (EU) is 

able to construct coherent 

health pol icies. (View the 

report here: bit.ly/1MBNCMg)

Dueling tones

The criticism came from Dutch 

health minister Edith Schippers 

in an address to the Dutch par-

liament at the end of January, 

in which she lashed out at price 

demands that are “out of pro-

portion to the costs of a drug.” 

She was particularly harsh on 

companies suspected of manip-

ulating of the EU’s orphan drug 

rules. “There is unauthorized 

use,” she said, of instruments 

designed to foster innovation 

but that are being subverted to 

maximize company profits. The 

incentives the scheme offers go 

too far, she argued, threatening 

to “pursue a clearer definition 

of unmet medical need” and to 

raise questions about the intel-

lectual property protection that 

industry enjoys—particularly 

the marketing exclusivity for 

orphans.

Schippers’ views matter, 

because she is currently the 

president of the EU’s health 

council, during the Nether-

lands’ turn in the rotating EU 

chair in the first half of this 

year. She is able to influence the 

agenda for health ministers’ 

discussions of policy—and 

drug pricing is right up at the 

top of the EU agenda at present.

Yet on almost the same day, 

the European Commission pub-

lished a report on its orphan 

drugs scheme that took a very 

different tack. This was an 

inventory of the incentives to 

support research and develop-

ment of orphans since the EU 

scheme was introduced in 

2000, and it was prefaced by an 

extended salute to “impressive 

progress , in par t icular as 

regards to generating signifi-

cant activity by the pharmaceu-

tical industry.”

The report stated unambigu-

ously that the development of 

orphan medicines is an impor-

tant consideration for public 

health policymakers seeking to 

address patients’ needs, and its 

enumeration of the incentives 

available under the scheme car-

ries no hint of reservation. It 

almost flaunts the establish-

ment of an expert committee 

within the medicines agency, 

and the free protocol and regu-

latory assistance. It openly 

boasts of the 10 years of market 

exclusivity during which com-

petitors are prevented from 

entering the market with a sim-

ilar product. And it positively 

revels in the access the scheme 

provides to a centralized proce-

dure allowing immediate mar-

keting authorization in all 

member states.

Record to date

The outcome of the scheme to 

date is amply recorded with a 

full list of the dozens of autho-

rizations granted so far—to say 

nothing of the lavish detail 

offered on the scheme’s popu-

larity. Between 2000 and Sep-

tember 2015, the European 

Medicines Agency (EM A) 

received 2,302 applications for 

designation, and 1,544 desig-

nations were granted. Designa-

t ion is an important step, 

because once granted, it gives a 

company access to many of the 

advantages of the scheme—and 

the attraction is enhanced by 

the fact that processing of an 

application for the designation 

incurs no fee for the company.

Not only can a company 

then seek advice from the EMA 

on how to progress its desig-

nated orphan (and this option 

is widely taken up; so far 951 

protocol assistance procedures 

have been completed, of which 

264 involved smaller firms), the 

organization is also better 

equipped to obtain public or 

private funding. Designation is 

a condition to receive funding 

from EU research programs, 

and also acts as an etiquette of 

respectability when approach-

ing other sources of support.

The report lists 117 medi-

cines authorized through the 

scheme to date—notably for 

pulmonary arterial hyperten-

sion, acute myeloid leukaemia, 

c y s t i c  f ib ro s i s ,  mu l t ip l e 

myeloma, and acute or chronic 

lymphoblastic leukaemia. It 

highlights cancer treatments 

such as Glivec (imatinib) for 

Orphans of the Storm
Europe’s contrasting views on rare disease drugs—one 
bashing pricing abuses, the other extolling their public health 
virtues—could ultimately leave these products out in the cold 
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adult and paediatric chronic 

myeloid leukaemia, or Rev-

limid (lenalidomide) for adults 

with previously untreated mul-

tiple myeloma who are not eli-

gible for transplants. And it 

f lags up the importance of 

treatments for rare inborn 

errors of metabolism, such as 

Replagal (agalsidase alfa) or 

Fabrazyme (agalsidase beta) for 

conf i rmed Fabry d isease , 

Vimizim (elosulfase alfa) for 

mucopolysaccharidosis, and  

blood disorder treatments such 

as Exjade (deferasirox) for 

chronic iron overload due to 

frequent blood transfusions in 

beta thalassaemia patients.

The report also makes clear  

the commission’s belief that the 

achievements so far, while use-

ful, are far from sufficient. 

“The number of products 

authorized has grown over the 

years (which is encouraging for 

the future), but remains limited 

bearing in mind the 5,000 to 

8,000 distinct rare diseases,” 

the report states. “We can con-

clude that just 1% of these are 

currently covered by authorized 

medicinal products in the EU. 

The incentives of the orphan 

drug legislation are, therefore, 

essential to facilitate pharma-

ceutical development.”

Firm backing

So the EU support for orphans 

continues. It organizes work-

shops to give companies guid-

ance on key issues for desig-

n a t i n g  a n d  au t ho r i z i n g 

orphans, such as the determi-

nation of disease prevalence, 

significant benefit delivered by 

a treatment, and data collec-

t ion methods and require-

ments. And because many 

companies apply for orphan 

designation in the EU at the 

same time as they apply for it 

elsewhere in the world, the 

EMA has developed interna-

tional liaison on orphans with 

medicines agencies in North 

America and Japan, and holds 

a monthly teleconference with 

the  FDA.

The EU also funds research 

on rare diseases and orphan 

drugs. More than $800 million 

was awarded to 120 research 

projects in this field during the 

seven-year research program 

that is just coming to a close. 

And under the new research 

program, Horizon 2020, the 

EU is committed to funding 

rare disease research at a com-

parable level.

Nowhere does the Commis-

sion report show any concern 

over abuse of the incentives 

offered by the scheme. It deals 

only in passing with issues of 

pricing and reimbursement, 

pointing out that under the 

Treaty, member states are 

responsible for the formulation 

of health policy and the orga-

nization and delivery of health 

services—including regulating 

the prices of medicines and 

their inclusion in health insur-

ance schemes. 

At only one point in the 

report does it acknowledge that 

there is an issue with reim-

bursement and orphans, and 

the approach it takes runs in 

the opposite direction to the 

Dutch health minister.

“The impact of reimburse-

ment on the availability of 

orphan medicinal products may 

be a matter of concern in the 

EU,” the report says. 

But the concern from the 

Commission’s point of view is 

not that orphan drugs are over-

priced, but that national limits 

on reimbursing them may 

impede patient access to them. 

“The budgetary impact of 

orphans is expected to rise due 

to the newly authorized prod-

ucts in the coming years,” 

states the report, without any 

hint that this should be a rea-

son for cutting back on access 

to them. 

Full embrace or       

false hope?

Which way will the argument 

over the orphan drug scheme 

go? Schippers is in charge of the 

EU health council only until the 

end of June, which is too short 

for any legislative action. But 

when push comes to shove, the 

member states have greater 

power than the Commission—

certainly in pricing matters. 

And the concerns over high 

prices for monopoly suppliers, 

including of orphan drugs, con-

tinue to mount. A plausible con-

clusion is that the merits of 

orphan drugs are likely to take 

second place to economics—

and industry and patients 

should start to accept that  

inevitability. 

A plausible conclusion is that the 

merits of orphan drugs are likely to 

take second place to economics —

and industry and patients should start 

to accept that inevitability
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Despite an investigatory remit that spans everything from Zika to the 
seasonal flu to oncology, vaccine development remains an under-
recognized contributor to the vital work of the life sciences industry. 
But a new wave of technologies supported by innovative business 
models is transforming the vaccine landscape—and raising the bar on 
performance. Can small vaccine developers capitalize on their agility to 
tackle niche and population-scale health issues where big Pharma has 
stumbled? As the demand for cures for chronic diseases accelerates, 
and with more global outbreaks of life-threatening infectious diseases a 
virtual certainty, solutions can’t come soon enough.   

By Casey McDonald

T
he Zika virus outbreak has given us the 

photogenic image of the year. Pictures of 

newborns with microcephaly have pro-

voked horrors in the public’s imagination 

in a way that few things outside of tropical jungles 

and insidious targeting of the unborn can.

The jungles of South America remain shadowy 

and treacherous, but the potential for insect-borne 

maladies of rainforest derivation striking urban 

populations, even at non-tropical latitudes, is 

more of a possibility than ever given global trade 

and travel. 

Like the jungle itself, the Zika virus is shrouded 

in mystery. Its method of transmission, level of viru-

lence, and the primer for the long-known virus’ recent 

and epidemic ascent are still unclear. Meanwhile, the 

precise link to birth defects remains speculative while 

researchers search for a causative connection and 

comb for potential secondary factors. What is clear 

is that Zika has grabbed the attention of the popu-

lace. Media and state agencies will continue to report 

Big Bets for Global Threats
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and prey on a frightened public, 

as will conspiracy theorists. And 

with more frightening pictures to 

come, the global 24-hour news 

cycle will keep a close eye on just 

how far the Aedes aegypti and 

Aedes albopictus mosquitoes 

manage to fly this summer.

Need for speed

With the drama of a potential 

global epidemic as background, 

biopharma firms have sprung into 

action. Sanofi’s vaccine division, 

Sanofi Pasteur, announced that it 

would lead the way against Zika. 

Given its recent successes launch-

ing the dengue fever vaccine 

Dengvaxia, the French giant 

hopes its recent experiences can 

be beneficial to expedite Zika vac-

cine development as rapidly as 

possible. Zika is “dengue-

like,”noted Jim Tartaglia, VP for 

new vaccine development at 

Sanofi Pasteur, so the firm will 

look to leverage its proven vaccine 

technology for dengue, and other 

flaviviruses, toward Zika, and will 

also look to apply what it learned 

developing its dengue vaccine

Big Pharma, along with gov-

ernment agencies and the non-

profit ecosystem that targets dis-

eases in the developing world, 

will bring significant resources to 

bear in the coming months and 

years. But truly accelerated prog-

ress might require more than 

partnerships and funding. The 

World Health Organization 

(WHO) has reported that about 

15 groups and/or companies are 

working on a Zika vaccine, 

though the effort is dispersed and 

in its infancy. The world’s vaccine 

and drug developers, along with 

government agencies, are strug-

gling to answer the needs for 

more responsive capabilities 

when it comes to responding to 

disease outbreaks. Important les-

sons have been learned from the 

response to last year’s Ebola virus 

pandemic as well as how the 

industry and various stakehold-

ers have engaged and aligned 

around HIV, Tartaglia explained.

“I believe there will be rapid 

development of vaccine candi-

dates for Zika,” noted Lynlee 

Burton, director of project deliv-

ery, vaccines, with PRA Health 

Sciences. It remains to be seen 

how strong a response research-

ers can get from early products, 

but based on experience with 

clinical development for Ebola 

treatments, leveraging of data to 

expedite the process and the 

willingness of collaborators and 

regulators to fast track clinical 

steps will be paramount.

With Ebola, the industry saw a 

willingness to move forward with 

successive trials before full data 

analysis from preliminary safety 

studies were completed. Zika 

doesn’t confront researchers with 

the same level of lethality, but the 

mania around it will facilitate a 

similar sense of haste to advance 

development stages before every 

last “i” is dotted or “t” is crossed. 

Additionally, the clinical trial 

industry is notoriously slow—

mired in decades-old technology 

and bottlenecks around steps like 

data transfers. “But our ability to 

get data in-house, cleaned, and in 

place to facilitate decision making 

is greatly improved,” Burton 

explained. Certainly, one can hope 

that modernized and efficient clin-

ical testing practices will be utilized 

fully with modern IT systems; 

waiting for fax machines to trans-

mit will not be accepted practice.

Unfortunately, the fact that 

Zika is generally a mild disease, 

and many infected individuals 

don’t even know they have it, 

makes accurate detection and 

diagnoses essential. Developing a 

vaccine and determining efficacy 

and safety for a disease that moves 

through the human population 

with such stealth will be tough. 

This is not something that’s killing 

adults, and the congenital defects 

are occurring at an unknown per-

centage, added William B. Smith, 

professor of medicine, University 

of Tennessee Medical Center. 

The most prone population  

appears to be pregnant women 

and the unborn fetus; so research-

ers face the difficulties of consider-

ing inoculating this vulnerable 

population, with the consequent 

fear of doing more harm to the 

mother and unborn than good. 

Because of the inherent challenges 

to targeting a disease that until 

recently was seen as rather innoc-

uous, virtually no drug developers 

have had a background of putting 

Zika in their crosshairs. And with 

all the challenges accentuated by 

this newfound urgency, some out-

FAST FOCUS

» Sanofi Pasteur is leading the effort to develop a vaccine against the Zika virus, hoping to build 
off its success in launching a vaccine against another mosquito-borne disease, dengue fever.

    

» More small and nimble companies are emerging with new vaccine technology methods 
that could offer better and more ready approaches. Novel developmental platforms include 
pill-based vaccines, vaccines aimed at the traveler’s market, single-dose oral vaccines for infec-
tions such as cholera, and faster, more reactive manufacturing processes for influenza vaccines. 

          

» Innovative approaches for stimulating an immune response have sparked an upswing in 
interest in vaccine technologies for cancer. Neon Therapeutics, for example, plans to develop 
treatments highly specific to individual patients, as well as vaccines that would target neoanti-
gens shared by patients with similar cancer types.
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side- the-big-Pharma-box think-

ing might be necessary.

Vaccines have historically 

been an area for industry consol-

idation. “We see pressures where 

big Pharma has developed epicen-

ters of expertise for vaccine devel-

opment and manufacturing, said 

Kevin Fitzpatrick of the IMS 

Consulting Group. Manufactur-

ing requires massive facilities for 

growing vaccine products, fill 

and finish, etc. The safety of such 

products that are generally going 

into healthy subjects, often chil-

dren, clearly delineates the need 

for an extreme high bar for safety 

and quality necessitating top-

notch manufacturing. An estab-

lished reputation for supply secu-

rity and ability to leverage 

portfolios commercially—requir-

ing significant up-front invest-

ment—have been factors that 

have made vaccines primarily the 

realm of big pharma, though cer-

tainly exceptions do exist.

That perspective is changing 

along with the profile of disease. 

We are seeing more nimble com-

panies who have new vaccine 

approaches that could offer better, 

more ready, and proactive 

approach, explained IMS’s Nitin 

Mohan. Some of these small com-

panies could capitalize on new 

technologies for better responses 

to massive, constant or recurring 

threats, like the flu, but their plat-

forms may also be valuable in 

approaching pop-up threats like 

Zika.

“We’ve made a vaccine con-

struct based on the consensus 

antigen for targeting the Zika 

virus, and we think in principle, 

our approach could do well in vac-

cinating against the disease,” said 

Wouter Latour CEO of Vaxart, a 

South San Francisco-based bio-

tech firm focused on developing 

recombinant vaccines adminis-

tered by tablet rather than by 

injection. Vaxart’s current pipe-

line is centered on flu, norovirus, 

and respiratory syncytial virus 

(RSV), but Latour believes the 

company’s oral vaccine platform 

is highly suitable to take on Zika. 

Indeed, the potential benefits 

of pill-based vaccines are clear 

for the poorer nations of the 

world and tropical regions, said 

Mohan. Vaxart’s technology has 

some obvious advantages over 

injectables, being easy to trans-

port and are stable without cold 

chain storage, which could be 

essential in outbreaks. Given 

that a pill doesn’t need to be 

injected also takes out the need 

for a healthcare professional to 

be present when the vaccine is 

administered, another major 

benefit in regions with little pub-

lic health infrastructure. 

Incentives right for 

small firms

Another biotech firm with a Cali-

fornia startup address that thinks 

it can leverage its expertise is Red-

wood City-headquartered Pax-

Vax. “Along with many others, 

PaxVax is now in the early stages 

for developing a Zika vaccine,” 

according to CEO Nima Farzan. 

The company has worked on 

dengue and has proprietary tech-

nology targeting that virus, 

which Farzan thinks could also 

be applied to Zika. The company 

hopes to take its early findings 

into animal tests soon, he stated. 

PaxVax’s business model empha-

sizes the pursuit of socially 

responsible strategies to address 

unmet medical need while find-

ing a profit by serving the afflu-

ent  traveler’s vaccine market. 

This will give it both the tools 

and resources to positively  

impact the spread of infectious 

diseases of the developing world.

Zika’s impact on the Brazilian 

healthcare system and tourism 

during the Rio Olympiad will 

certainly be significant. But could 

there be a dampening effect on 

attention in the all-important US 

market, which remains the source 

for much of the research—and 

funding—on infectious diseases. 

Given the uncertainty around the 

virus’ link to the congenic defect, 

it is possible that microcephaly 

will become diminished as a part 

of the story if a solid link isn’t 

found. Additionally, with non-

vaccine approaches like mosquito 

control being emphasized, and as 

summer gives way to winter and 

the mosquitoes dwindle, calls for 

a vaccine solution could dwindle, 

Farzan speculates. Just imagine 

if the disease fails to cross the 

borders in sufficient numbers and 

if the US sees little or no impact. 

How strong will the resolve be to 

go forward with an expensive 

Zika vaccine development pro-

gram? 

PaxVax’s business model is 

built to target disease outbreaks 

in emerging nations, so its incen-

tive structure could keep the firm 

on track where others might put 

it on the backburner, should  

Zika’s popular prominence lessen. 

The company’s US-marketed 

product, Vivotif, an orally admin-

istered, live-attenuated typhoid 

With all the challenges accentuated by Zika’s 

newfound urgency, some outside-the-big-Pharma-

box thinking might be necessary
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fever vaccine, illustrates its designs 

around infectious diseases typi-

cally non-endemic to the US or 

other developed regions, which 

are rarely the subject of conversa-

tion or  major headlines.

Another example of PaxVax’s 

approach is its single-dose oral 

cholera vaccine Vaxchora, for 

which it has an action date for 

approval with the FDA on June 15. 

The firm has attracted investors, 

raising a solid $105 million, which 

it announced in December would 

go in part to support the launch. 

PaxVax also hopes the vaccine will 

warrant a priority review voucher 

(PRV) from the FDA, a designa-

tion that has become an increas-

ingly valuable asset in the industry.

There are existing vaccines 

available in Europe and India for 

cholera, but these products are 

offered in a two-dose format. Pax-

Vax’s product can be given in a 

single dose, ideal for travelers and 

thus a US market, but in addition, 

the impact of a single dose product 

for outbreaks and natural disaster 

settings could be substantial. The 

company’s model, incentivized 

partially by FDA’s PRV system for 

which Farzan says PaxVax is a 

“poster child,” lays out a clear 

path from profitable drug and/or 

vaccine development to impacting 

populations and emerging nations 

positively. “This is a good exam-

ple of the PRV system working,” 

said Farzan. PaxVax’s approach 

with the PRV incentive in mind 

proved a major motivator for the 

company, he said. 

Of note, PaxVax’s clinical 

testing in cholera included a chal-

lenge study in which 120 subjects 

were given the disease and moni-

tored at US university medical 

centers. The challenge testing was 

necessary to show the vaccine’s 

efficacy in a population that is 

generations removed from chol-

era’s ills and thus would never 

have been exposed to the sick-

ness. Giving 120 volunteers a 

dose containing cholera is, on the 

surface, a rather risky strategy, 

with potential for extremely neg-

ative headlines and liability fall-

outs. It only stands to reason that 

a big Pharma firm, with huge 

assets at stake, would feel averse 

to the consequences. 

Zika could also be an area for 

aggressive clinical development. 

And it’s not just Zika. Given glo-

balization, expanding world travel 

and global warming, the potential 

for outbreaks is constantly 

expanding. PaxVax believes small 

companies with proper incentives 

may have the mindset to take on 

risks where others can’t.

Influenza: Bigger 

incentives

Incentives to develop improved 

vaccine treatments for influenza 

are more obvious for big and small 

vaccine makers, given the diseases 

seasonal impact in the massive 

markets of the developed world, 

not to mention its economic impact 

with missed work days and ER vis-

its. The disease also remains lethal 

in vulnerable populations like the 

elderly. Sanofi Pasteur’s strategy to 

protect its Fluzone franchise 

through life cycle management, 

along with efforts to develop an 

offering with more broad protec-

tion, makes influenza seem like the 

realm of industry giants only.

But new approaches and the 

need for faster, more reactive man-

ufacturing processes have innova-

tors making waves. BiondVax 

Pharmaceuticals, another small 

vaccine developer, with its sights 

set on a universal flu candidate 

M-001, can manufacture its prod-

uct in six to eight weeks, with the 

recombinant product fermenting 

in E. coli overnight. BiondVax has 

government support and hopes to 

overcome the challenges in the 

current flu vaccine set up of 

requiring vaccination yearly. 

Vaxart’s oral approach, target-

ing the gut immune system, and 

delivering via a convenient room 

temperature-stable tablet, has dis-

played promising results so far. 

Moreover, where existing vaccines 

have stumbled to predict and pro-

tect, leading to bad flu years, Vax-

art thinks it can be more reactive 

and better prepared with a model 

protecting against different flu 

subtypes. Rather than attempting 

to prognosticate the prominent 

strains and manufacture doses 

months ahead of time, Vaxart’s 

pills could be manufactured closer 

to flu season and the appropriate 

pill cocktail can be distributed 

based on a given year’s predomi-

nant strains. 

Vaxart began enrollment of a 

Phase I trial testing its influenza B 

tablet vaccine in December. This 

trial builds on momentum from 

its earlier Phase I look at its influ-

enza A treatment, which displayed 

cellular and mucosal response on 

top of the standard outcome, hem-

agglutinin inhibition.
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Vaxart’s lead programs are tar-

geting norovirus and RSV, for 

which its tablet vaccines and broad 

immune responses would offer 

important potential advantages. 

The company is on track to initiate 

Phase I clinical studies for both 

indications by the middle of 2016. 

A company with building 

excitement for a RSV vaccine 

candidate is Novavax, which was 

the first to ever demonstrate effi-

cacy in any clinical trial in any 

population for the disease. The 

company’s senior vice president 

of research and development, 

Gregory Glenn, MD, noted that 

its recombinant protein nanopar-

ticle is grown using insect cell 

lines, which fold and modify the 

RSV F protein in unique way. The 

technology may enable priming 

of the immune system to create 

the first vaccine for RSV after 

over 50 years of failure.

The appetite for a solution in 

RSV, which strikes infants and 

elderly, was made abundantly 

clear when Novavax announced 

that it had completed enrollment 

of 11,850 older adults at 60 US 

sites in December for its Resolve 

trial, after just five weeks. The 

company expects top-line results 

from Resolve in the second half of 

2016. Novavax also initiated a 

Phase III trial, the Prepare study, 

that will enroll over 5,000 preg-

nant women. It will  take two to 

four years to complete. Enrolling 

healthy pregnant women with 

much tighter criteria will be a dif-

ferent task than targeting an 

essentially “all comers” popula-

tion of elderly trial subjects.

The next wave: 

Therapeutics

Perhaps the most exciting—and 

medically revolutionary—work 

on vaccine is on the therapeutic 

side for chronic, non-infectious 

conditions. Vaccines have a sor-

did history in oncology, but new 

and improving understanding of 

the immune system may help 

overcome past failures. 

Innovative methods for stim-

ulating an immune response 

means that oncology is seeing an 

upsurge in interest in vaccine 

technologies that carry signifi-

cant  potential.

One company, Neon Thera-

peutics, launched with a $55 

million Series A in October and 

an impressive list of founders 

including Eric Lander Jim Alli-

son, Ton Schumacher, and Bob 

Schreiber. Neon will build its 

treatments around the new biol-

ogy of neoantigens. Cary Pfeffer 

of Third Rock Ventures, Neon’s 

interim CEO, explained that 

ongoing developments in 

immune oncology like check-

point inhibitors have broken 

open the neoantigen space. 

Novel antigens that arise due to 

accumulating mutations in 

tumors are inherently non-self 

inducing and would be expected 

to be highly immunogenic. 

Neon plans to develop treat-

ments highly specific to individ-

ual patients, as well as vaccines 

that would target neoantigens 

shared by patients with similar 

cancer types. The company 

intends to file an investigational 

new drug applications (IND) to 

start a trial by the third quarter 

of this year. Along with its sup-

port and impressive pedigree of 

scientific minds, Neon has inked 

a collaboration with Bristol-

Myers Squibb to combine its vac-

cine technology with the PD-1 

checkpoint inhibitor Opdivo in a 

Phase I look at melanoma, smok-

ing-associated non-small cell 

lung cancer, and bladder cancer.  

No respect?

While personalized cancer vac-

cines aren’t likely to carry small 

price tags, the value of potential 

cancer cures will be seen as worth 

the effort. The current Obama 

Administration “cancer moon-

shot” strategy for fast tracking 

these solutions display the popu-

lar desire to accept the risks and 

make the effort. Likewise, vac-

cines for infectious diseases are 

already seen as highly cost-effec-

tive in terms of overall  popula-

tion health, though they do not 

always get the political credit 

they deserve. 

Given the social consensus 

around vaccines’ return on invest-

ment, greater recognition is due 

whether it is for the prevention of 

persistent, nagging diseases that 

afflict the many but make few 

headlines or for the sudden out-

breaks of smaller, episodic infec-

tions that dominate the headlines 

by terrifying the public. 

The public health payoff from 

investment in vaccines stands in 

stark contrast to that of the 

industry’s modest expectations in 

terms of profit and earnings, 

which is why vaccines seldom get 

top billing as the fodder for con-

versation in investment circles. 

But small vaccine developers with 

biotech-like disruptive technolo-

gies are garnering respect on the 

investment circuit and hoping for 

significant gains in the clinic. 

Watch this space—carefully. 

CASEY MCDONALD 

is Pharm Exec’s 

Senior Editor. He can 

be reached at 

cmcdonald@

advanstar.com

Vaccines have a checkered history in oncology, but 

scientists’ improving understanding of the human 

immune system may help overcome past failures
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Can novel drug delivery technologies offering options beyond the 
traditional tablet or syringe transform the therapeutic experience for 
patients?  

By William Looney

O
ne of the more exciting trends in sci-

ence today is the innovation taking 

place in the way medicines are admin-

istered, absorbed, and tolerated in the 

human body. It’s no longer just about the pill or 

syringe—new testing and delivery platforms, from 

the 3D printing of molecules to ingestible minia-

turized “nanobots” targeting pathogens directly 

through the bloodstream—promise more precise 

therapeutic outcomes as well as the standard ben-

efits from increased utilization and higher rates of 

adherence. 

To assess prospects for this neglected branch 

of the medicines discovery tree, Pharm Exec 

recently convened a Roundtable with top execu-

tives from four start-up companies committed to 

scoring big in this emerging field. The consensus? 

There is both promise to patients and profits to 

producers in stretching what is feasible in the pro-

cess of drug delivery. 

More than the Pill

FAST FOCUS

» The trend toward process technology innovation—driven by progress in 
the understanding of molecular biology and genomics and more cross-
over technology between drugs and devices—is one of great interest to 
investors, who are keen on backing novel products. The abundance of new 
science, however, does make it difficult to assess all the opportunities, and 
also raises the prospect of a misallocation of capital.    

» Conflicting national standards related to approval of novel drug delivery 
platforms have been a business constraint for start-up companies. Inter-
acting closely with specialized disease groups at regulatory agencies, dem-
onstrating how the product works from a physical context, and eliciting 
support from disease advocates are three ways to improve this process.                

» The increased demand for personalized healthcare will likely force 
biopharmas to adjust their operating models—as there will be much more 
consumer “pull” on the drug delivery system, rather than the existing 
“push” from suppliers today. 
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PE: Innovation in the way that med-

icines are administered and 

absorbed in humans is emerging as 

an important driver of industry R&D. 

Can you explain your company’s 

contribution to these new technolo-

gies focused on platform process 

improvements to drug delivery? 

ROBERT CLARKE, CEO, Pulma-

trix Inc.: Pulmatrix is a pulmonary 

drug delivery company with a 

novel inhalable dry powder tech-

nology, iSPERSE, invented in-

house. Our platform allows us to 

deliver most classes of drugs, from 

small molecules to biologics, to 

patients in a manner that is both 

tolerable and efficacious. Compli-

ance is also very important because 

our delivery platform ensures that 

patients will get the prescribed dos-

age, even on their worst day. Our 

lead investigatory program is an 

inhaled anti-fungal drug for cystic 

fibrosis, which will represent a 

therapeutic advance against the 

current oral anti-fungal regimen, 

administered at a high dose, and 

with lower tolerability due to side-

effects. We are also testing the 

technology for inhalation treat-

ment of idiopathic pulmonary 

fibrosis, a relatively rare condition 

with few options for patients.

PE: How does administering the 

drug directly to the lung work better 

than a pill or injection?

CLARKE: Fungal infection 

occurs in the airways; reliance on 

a pill or syringe is a secondary 

pathway to the pathogen. Air-

borne fungal spores harbor the 

infection and deposit in the air-

ways after inhalation. The nice 

thing about our inhalable technol-

ogy is that you can match the drug 

to the size of the fungal spore and 

attack the condition directly at 

source. This potentially enhances 

its efficacy as a treatment, with a 

higher prospect of achieving the 

intended therapeutic outcome due 

to the higher lung tissue levels. 

YUVAL COHEN, CEO, Corbus 

Pharmaceuticals: Corbus is a new 

company—we were founded in 

the spring of 2014. Our mission is 

directed toward orphan diseases 

originating from deficiencies in 

the human immune system. These 

deficiencies can result in an 

inflammatory response that can 

damage human tissues, with 

severe morbidity and high mortal-

ity. The approach we are taking is 

different than current clinical 

research efforts that focus on 

blocking or suppressing inflam-

mation. 

Instead, we are studying how 

to “reprogram” the immune 

response by activating an endog-

enous process known as “resolu-

tion of inflammation.” This is the 

process by which an activated 

immune system returns to homeo-

stasis. This occurs routinely in 

healthy individuals via a cascade 

of signaling molecules, triggered 

by endocannabinoids. The point 

here is our therapeutic aim is not 

to suppress the immune response 

itself but to nudge it back to nor-

mal before it can cause more dam-

age through inflammation. 

We are testing our lead drug 

candidate, resunab, for treatment 

of cystic fibrosis (CF). Resunab 

has received fast-track status and 

orphan-drug designation from the 

FDA. It has demonstrated efficacy 

in preclinical models for inflam-

mation and fibrosis and is now 

undergoing a Phase II study for 

treatment of CF with $5 million 

in financial support from the CF 

Foundation. We expect to share 

the results of this study by the end 

of 2016. We are also studying the 

efficacy of this compound in two 

additional autoimmune condi-

tions—systemic sclerosis and der-

matomyositis. 

ANDREW WRIGHT, Vice Presi-

dent, Digital Medicine, Otsuka 

America Pharmaceutical Inc.:  In 

2012, Otsuka signed an agreement 

with California-based Proteus Dig-

ital Health Inc. to develop a digital 

medicine drug/device combination 

tablet that measures medication-

taking patterns. With the patient’s 

consent, our drug/device is able to 

share personalized health informa-

tion with their authorized health-

care professionals and caregivers. 

A key component is an ingestible 

sensor which communicates with 

a wearable sensor that measures 

medication ingestion and certain 

physiological responses. The 

accompanying software is installed 

and used across various mobile 

devices and personal computers as 

a secure, web-based application. 

This information provides objec-

tive data to physicians and may 

contribute to better healthcare 

delivery for patients.  

If approved by the FDA, the 

drug/device combination will 

measure adherence to Otsuka’s 

Abilify (aripiprazole), which is 

indicated for treatment of schizo-

phrenia, manic/mixed episodes of 

bipolar disorder and as an adjunc-

tive treatment of major depressive 

disorder. Many people with these 

diagnoses face challenges in tak-

ing their medication as prescribed, 

which can lead to disease relapse 

and recurrence. But this device 

Roundtable Participants

Robert Clarke, CEO, Pulmatrix Inc.

Yuval Cohen, CEO, Pharmaceutical Holdings

Les Funtleyder, Portfolio Manager, 
E Squared Asset Management 

Anthony Giovinazzo, President and CEO, 
Cynapsus Therapeutics 

William Looney, Pharm Exec (moderator)

Andrew Wright, Principal, Vice President, 

Digital Medicines, Otsuka Pharmaceuticals 
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and related technology may 

encourage patient engagement by 

allowing individuals to gain 

insights about their medication 

ingestion and biophysical activity, 

helping them become informed 

consumers of care rather than a 

passive beneficiary. Our filing 

with the FDA for the drug/device 

is examining human factor studies 

to examine patients’ ability to use 

the technology.   

ANTHONY GIOVINAZZO, Presi-

dent and CEO, Cynapsus Thera-

peutics: We are a specialty CNS 

pharmaceutical company based in 

Toronto, Canada. Our current 

objective is to commercialize a 

fast-acting and easy-to-use sublin-

gual thin-film for the management 

of debilitating OFF episodes asso-

ciated with Parkinson’s disease. 

OFF episodes, where symptoms of 

Parkinson’s disease reemerge after 

regular use of conventional drug 

therapy, are very frequent and add 

to uncertainty and quality-of-life 

issues for patients. 

Our lead drug candidate, APL-

130277, is a reformulation of an 

already registered product, apo-

morphine, a dopamine agonist 

(not a narcotic). We are developing 

it to give Parkinson’s patients with 

OFF episodes an easy-to-use, on-

demand product that can be 

applied quickly to address this 

condition immediately, as it 

occurs. We think apomorphine, 

delivered with our film strip taken 

orally, is far more convenient than 

the current standard of treatment, 

an injectable drug that is often not 

available when needed, can be 

painful to administer, and can 

result in adverse injection site 

reactions. 

Prospects for our therapy rests 

on a strong foundation, with an 

experienced management team, 

extensive IP and trade secret pro-

tection, an abbreviated Section 

505 [B] [2] regulatory pathway, 

and solid financing, with a fresh 

injection of funds received in 2015 

at the time of our Nasdaq IPO.

PE: I’d like to ask Les Funtleyder, 

Pharm Exec’s Editorial Advisory 

Board member and in-house invest-

ment analyst, to comment on the 

trend toward process technology 

innovation as exemplified by the 

portfolios of these three companies. 

LES FUNTLEYDER, E Squared 

Asset Management: These are 

companies with early stage prod-

ucts or pipelines with a small cap 

investment tag. They conform to 

our desire to look for novel prod-

ucts developed by transforma-

tional companies. The risk inves-

tors take is so high that we seek a 

reward that exceeds what we 

could obtain by investing in a big 

company like Pfizer. The differ-

ence is stark: whereas we might 

expect a 7% return on our invest-

ment in Pfizer, that return might 

have to reach the 700% range or 

above in the case of a privately-

held start up. 

However, it is a great time to be 

an investor. The science behind 

these products is very interesting, 

driven by progress in our under-

standing of molecular biology and 

genomics. There is a lot of cross-

over technology between drugs 

and devices; integration of the two 

product streams is a trend that will 

accelerate in the next few years.  

 The down side from the abun-

dance of new science is the diffi-

culty of assessing all the opportuni-

ties. It also raises the prospect of a 

misallocation of capital, as evi-

denced by the fantastically high 

valuations of some start-up biotech 

companies and healthcare in gen-

eral. The higher the valuation of an 

asset, the more capital you require 

to play in that space. The risk of 

financial exposure grows in tan-

dem, which is one reason we are 

starting to see a pullback in avail-

able capital along with some cau-

tion about investing in the sector. 

Companies here today are also 

aware of the risks involved in 

securing market access for their 

novel technologies. Regardless of 

their clinical merits, if the compa-

nies don’t nail down a commit-

ment to payer reimbursement, 

they risk being left behind. It’s 

almost like presenting a legal case, 

and the prep work must begin very 

early in the product cycle. This 

can be a diversion—a costly one 

for a smaller start-up operation. 

PE: Have you assessed the merits of 

digital health as a high potential mar-

ket segment? 

FUNTLEYDER: We have taken 

a stake in two digital health enter-

prises. You can say we are voting 

with our checkbook—an indica-

tion we think the trend toward 

digital is real. One is Otsuka’s 

health engine, which allows 

“There is a lot of crossover 
technology between drugs 
and devices; integration of 
the two product streams 
is a trend that will 

accelerate in the next few years.” 
—LES FUNTLEYDER
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patients to comparison shop for 

different types of provider ser-

vices. The other is TextPro Ana-

lytics, which works with account-

able care organizations (ACOs) to 

manage their spending and cost 

exposures. The challenge is that 

much of the activity around digi-

tal health is aspirational. A lot of 

money has been put forward, with 

relatively little return. We have not 

yet seen digital health becoming 

essential to those real-life interac-

tions in medicine.

PE: In a larger context, have informa-

tion and related analytics shaped 

decisions on your product offering 

and value proposition to regulators, 

payers, and patients?

COHEN: Not a great deal. One 

example I can cite from our expe-

rience is the work of the Cystic 

Fibrosis Foundation in developing 

a patient registry, which now 

includes data from 95% of CF 

patients in the US. The registry 

covers, among other things, the 

type of gene mutation associated 

with the patient’s condition as well 

as patient participation in clinical 

trials. No other patient advocacy 

group in the rare disease space 

comes close to this level of detail. 

The registry is useful to our 

research and clinical trial work. 

Vertex Pharmaceuticals used the 

registry to get 1,000 CF patients 

enrolled in its Phase III Combi 

study in only three months. The 

speed in which the trial was 

enrolled would not have been pos-

sible without access to the registry.

WRIGHT: Our data shows that 

spending on digital health is grow-

ing very fast, with investments 

focused on six categories: wear-

ables and biosensing; big data 

analytics; consumer health 

engagement; telemedicine; elec-

tronic health records; and eClini-

cal applications. US Federal 

Reserve Bank policies are making 

it easier to push investments into 

this segment through mechanisms 

like Series A bonds. But it is still 

taking time to realize the neces-

sary convergence between high 

tech and biotech so that investors 

see the potential from these two 

streams of product innovation. 

 Ultimately, what the value of 

digital medicine will be depends 

on how it helps manufacturers evi-

dence outcomes that are meaning-

ful to payers. At present, there is 

an absence of clarity on what a 

higher level of adherence to drug 

therapy means in dollar and cent 

terms to payers.  Resolving that 

question will ultimately win the 

argument for digital medicine.  

COHEN: If we can offer a 

sophisticated, evidence-based 

argument on how medicines cre-

ate savings for the health system 

by keeping patients healthy or 

alleviating their symptoms, then 

we will have a sustainable busi-

ness model in biopharma. If our 

industry cannot do that, then we 

will be in trouble. 

GIOVINAZZO: Our objective is 

simple. We plan to align ourselves 

with the current standard of care 

product costs for Parkinson’s dis-

ease patients vs. setting a price that 

is [many] multiples beyond  the 

pricing of the current competitor. 

PE: The new drug delivery technolo-

gies you are developing often require 

a different approach to securing reg-

ulatory approval. How receptive is 

the FDA and other national approval 

authorities to advancing your com-

mercialization objective? Where are 

the gaps that should be filled to help 

the approval system work better for 

your business? 

CLARKE: The essential task is 

to stay on top of how the FDA 

works, day to day. In our case, 

that requires staying in close touch 

with the FDA pulmonary branch 

as well as other branches with 

whom the pulmonary staff con-

sults, including the rare disease 

and infectious disease groups. 

Each branch has its own areas of 

focus and specific approach that 

we’ll need to navigate. For exam-

ple, views on clinical trial design 

issues might differ. Understanding 

that the therapeutic experts are 

ultimately the ones driving the bus 

will avoid potential pitfalls. 

 Another point to emphasize is 

our device has a tangible physical 

outcome, where you put a capsule 

in, close it, and then inhale, with 

dosing cues for the patient based 

on the sound created by the cap-

sule spinning. Demonstrating how 

it works from a physical context 

allows us to take some of the 

“At present, there is an 
absence of clarity on what 
a higher level of adherence 
to drug therapy means in 
dollar and cent terms to 
payers. Resolving that 

question will ultimately win the 

argument for digital medicine.” 
—ANDREW WRIGHT
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safety and efficacy issues—that 

often create problems for a com-

plex biologic drug—off the table. 

Third, engaging productively 

with the FDA is accentuated when 

you can count on support from 

disease advocates—in our case, 

the Cystic Fibrosis Foundation. 

Having the Foundation in our 

court and relaying their feedback 

helps us in our work with the FDA. 

Finally, one other issue is the 

different standards on registration 

between the US and the EU, which 

are the two critical gatekeepers if 

you want to market your product 

globally. From our work on inhal-

able devices, we find the European 

Medicines Agency (EMA) is far 

more accommodating regarding 

the rules of engagement. One of our 

other development programs is a 

copy of a bronchodilator that opens 

the airways for chronic obstructive 

pulmonary disease (COPD) 

patients. Under EMA rules, we can 

seek approval based on pharmaco-

kinetic bioequivalence. That option 

is not yet permitted by the FDA, 

which complicates the global mar-

ket potential for our innovations. 

Understanding such differences in 

expectations and the rules between 

geographies is vital to our develop-

ment programs. 

COHEN: Conflicting national 

standards relating to approval are 

an efficiency constraint. In Europe, 

we have clinical trials on CF under-

way in five countries. We must 

obtain approvals and process our 

trial work in each country, which 

can become a major headache in 

terms of duplication of effort. 

WRIGHT: We are dealing with 

multiple divisions of the FDA in the 

pursuit of our mobile medical app 

and drug/device combination. 

There is a positive element here 

because what we do will help facil-

itate an agency consensus on how 

to handle these emerging technolo-

gies in the future. On the other 

hand, you need substantial 

resources to help move the process 

forward, which is lacking in many 

start-ups and small cap companies. 

CLARKE: I think we all agree 

that regulatory agencies must put 

safety first—no exceptions. If that 

commitment requires a longer pro-

cess and more paperwork, it’s our 

default position not to criticize the 

desire to err on the side of caution.  

GIOVINAZZO: The challenge is 

how to think outside the box to 

generate innovative solutions. First, 

Cynapsus is using the 505[B][2] 

pathway to seek FDA authoriza-

tion of our product. It is fortunate 

that the active ingredient we are 

using is an already approved prod-

uct, which gives us the opportunity 

to rely on previously conducted 

studies required for the original 

new drug application (NDA) 

approval. This provides a faster, 

less expensive route to approval 

compared to the traditional path. 

More such creativity in navigating 

the regulatory process in diseases 

with significant unmet needs 

would improve prospects for other 

companies in the life sciences.  

Second, regulators must be 

supportive and encouraging of 

partnerships between companies. 

We think the future business 

model will consist of new break-

through technologies developed 

by smaller, nimbler companies, 

funded through partnering with 

larger firms or organizations. 

PE: How important is a FDA designa-

tion of fast track, breakthrough, and 

orphan drug status to the ultimate 

commercial potential of your tech-

nology? 

COHEN: It is important, espe-

cially in attracting the attention 

and support of potential investors 

and market observers. Designation 

also gives you a more attentive 

hearing from FDA reviewers. We 

view it as a big de-risker overall.

PE: Many of the new platform deliv-

ery devices rely on software pack-

ages and other digital technologies 

—enhanced information-gathering 

capabilities is an important aspect 

of their appeal to the market. Is the 

regulatory climate supportive of this 

trend? 

WRIGHT: We have not men-

tioned the emergence of individual 

privacy and cyber-security as a 

regulatory issue in the health 

information space. There are sig-

nificant time and cost consider-

ations that are now being 

acknowledged as a factor in 

assessing the business potential. 

Our experience at Otsuka under-

scores the importance of retaining 

security specialists and legal 

experts at an early stage in the 

design of a mobile app or device.

  

PE: We have spoken about the 

importance of engaging patients in 

developing new delivery platform 

technologies, largely through joint 

consultations with the major disease 

advocacy organizations like the CFF. 

What about the more unstructured 

interactions like those that take 

place with individual patients? How 

is the social media space influencing 

your approach to product develop-

ment and commercialization? 

CLARKE: We interact directly 

with individual patients, who are 

focused on finding out from us just 

when our new delivery therapy will 

be available to them. It is a question 

that is always hard to answer, par-

ticularly as we have no way of eval-

uating the individual’s condition or 

state of health. And because we are 

repurposing an existing drug, there 

is the issue of patients who want to 

take the existing oral version with-

out a proper assessment of side-

effects. Regarding patients with 
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COPD who approach us, there is 

an understandable sense of 

urgency. COPD is a progressive, 

debilitating disease usually caused 

by years of heavy smoking, which 

creates a special stigma among its 

victims. Nevertheless, we extend 

our sympathies to this disease 

cohort because there has been 

nothing new in COPD therapy for 

decades. Patients with COPD are 

suffering. They need new 

approaches that rely on targeted, 

effective delivery innovations. We 

hope to be able to provide that. 

COHEN: Social media can be 

both a help and a hindrance. It 

allows us to ally our efforts with 

the understandable yearning of 

patients for much needed therapy. 

Our researchers feed on their 

enthusiasm. But, from a legal and 

regulatory perspective, social 

media creates risk; you have to be 

cautious in approaching the patient 

community. These are compounds 

that are still experimental. Addi-

tionally, there are privacy concerns 

in how you respond on social 

media. A balance must be struck: 

between over promising to patients 

and creating awareness that our 

work provides a measure of hope 

to those who are sick. We experi-

ence this directly in clinical trials 

for our compound. Publicizing the 

trial, letting patients see the proto-

col, and facilitating enrollment 

helps us significantly. But you must 

temper that with responsibility.

 PE: Is there an absolute “never 

do” in the liaison with patients? 

COHEN: You mustn’t over-

promise the merits of the com-

pound you are developing. Ethi-

cally it’s repugnant, but it’s also 

just stupid. Adding patients to a 

clinical study outside the FDA 

guidelines for enrollment is 

another big mistake. It’s a disser-

vice for everyone, including the 

patient, because it often leads to 

disqualification of the trial itself. 

GIOVINAZZO: The most critical 

element in working with patient 

communities is to listen. Failure to 

do so will create all sorts of prob-

lems that can diminish the value 

proposition around your brand.

 

PE: How does the financing picture 

look like today for your development 

programs? Is it getting harder to 

raise money from investors now that 

the capital markets in life sciences 

are showing signs of fatigue? 

FUNTLEYDER: We are seeing 

more convergence in the financing 

market. Public investors are mov-

ing downstream to the private 

arena, while many private venture 

funds are moving upstream and 

taking stakes in public companies. 

It’s a very fluid situation. Google 

has its own venture capital busi-

ness for the life sciences, Verily. 

PayPal is building a fertility app 

for women. Uber is adding a new 

service specifically targeted at 

healthcare, for patients with spe-

cial health needs. And UPS, Fed 

Ex, and Lonza are launching new 

business units on medicines logis-

tics. Healthcare is a $3 trillion 

industry—everyone wants in. This 

makes for some interesting bedfel-

lows. Ultimately, however, I think 

this expanded field of players is a 

positive trend. It keeps the health-

care market competitive when you 

have different perspectives vying 

for consumer endorsement. 

One drag on the market poten-

tial of healthcare is the asymmetry 

of information. Progress depends 

on the ability to apply informa-

tion—big data—to bridge the 

many functional silos that perpet-

uate inefficiencies in access and 

delivery of care to patients. What’s 

disappointing is that the technol-

ogy exists to fix this, allowing 

more people to access not just raw 

data but the informed analytics 

that deliver evidence without bias 

to guide the choices of everyone, 

from large insurers and payers to 

the individual patient. 

COHEN: Corbus did not pursue 

the traditional IPO route. We first 

financed the company privately, 

then listed it on a public exchange 

and subsequently became a Nas-

daq listed company. We did all this 

in less than 12 months, which is 

unusually fast. Our backers were 

not VC funds but a mix of institu-

tional investors and private indi-

viduals, who could decide quickly. 

We did the right thing, as there are 

advantages in being a public com-

pany, especially in accessing funds. 

The pool of potential investors 

from non-traditional sources is 

growing, including constituencies 

from the CFF to the National 

Institutes of Health.

 

PE: How do external partnerships 

figure in your development and mar-

ket growth plans?

WRIGHT: Our venture with 

“You mustn’t overpromise 
the merits of the 
compound you are 
developing. Ethically it’s 
repugnant, but it’s also 

just stupid.”
—YUVAL COHEN
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Proteus has been funded entirely 

from internal sources. While 

Otsuka is a 95-year-old pharma-

ceutical company, we operate 

much more like a start-up enter-

prise. We have our own rally 

points and stage gates and a 

unique culture that many describe 

as “big venture.” The two compa-

nies operate well together because 

there is a joint commitment to the 

technology and the potential it has 

for patients. It’s an inquisitive cul-

ture that encourages exploration 

of business opportunities not tra-

ditionally within pharma’s turf. 

COHEN: We don’t have any 

partners at the moment. Partnering 

is not a major component of our 

business plan. Corbus focuses on 

rare diseases that do not require 

large investments in a sales force or 

other drivers of overhead. In CF, 

for example, there are only about 

100 physicians in the US that treat 

our prospective pool of patients. 

We can address their needs with a 

small, specialized sales team. 

Another disincentive for us is the 

impact of all the M&A activity, 

especially in big Pharma. It has a 

destabilizing impact on trust. If we 

go to a big company for a pitch, 

only to return home to read about 

fresh rumors of a buyout, my first 

thought would be how relevant 

was my meeting today? Will my 

potential liaison partner still have 

a job a year from now? 

 

PE: What’s the one message you 

want to put forward to your principal 

stakeholders? Is there an unresolved 

priority issue that, if addressed, will 

contribute most to the growth and 

P&L prospects of your company in 

the next few years? 

CLARKE: Smaller public compa-

nies like mine require stability in the 

public markets to allow for a fair 

representation of the value of our 

technology. It is anathema to sus-

tainable long-term growth that low 

volume trades on a low float stock 

can negatively alter a company’s 

market value. It adversely impacts 

future fundraising required to sup-

port the commercialization of des-

perately needed new therapies. Of 

course, strong data is a catalyst that 

can alleviate these concerns.  

COHEN: The process of devel-

oping a new drug, beginning at the 

clinical stage, remains remarkably 

inefficient. It is too long and cum-

bersome. Consider all the different 

constituencies a developer must 

deal with, from academia, where 

we must negotiate clinical trial 

sites; to the FDA, with its numer-

ous review panels; to the payers, 

with their conflicting standards 

about value and cost effectiveness. 

There is also the complexity and 

duplication when addressing regu-

latory standards on a cross-border 

basis. Just importing a drug into 

Europe for use in a local clinical 

trial is a full-time venture in and of 

itself. We’d like to see more allow-

ance for private sector initiative as 

a way to balance government con-

trols and regulation. 

WRIGHT: Our concern is the 

pace of overall technology 

improvements compared to 

improvements in new drugs and 

medical devices. Unfortunately, 

while you have a fairly definitive 

standard for reimbursement in 

place for drugs and devices, tech-

nology improvements that focus 

on keeping people well are ignored. 

Incentives that reward this out-

come are not recognized in the 

reimbursement system, to the 

extent they should be. Despite their 

potential for significant cost sav-

ings, payment and reimbursement 

rules have yet to even touch those 

technologies that stimulate positive 

behavioral changes in health. Auto 

insurance companies give dis-

counts to customers who have a 

safe driving record. Why can’t we 

extend that thinking to healthcare? 

Where is the incentive to stay well?  

GIOVINAZZO: Regulatory 

approval and reimbursement 

should be better coordinated in 

advance rather than separated into 

silos, as is the case today. Align-

ment between the two is more 

likely to ensure that all patients 

who qualify in terms of need 

obtain access to these new thera-

pies, on a timely basis.   

FUNTLEYDER: A lot of change 

is going to be induced by the next 

generation, which is better posi-

tioned to use the new technology 

rather than being intimidated by 

it. The demand for more personal-

ized care will likely force you in 

business to adjust your operating 

model: there will be much more 

consumer “pull” on the system, 

rather than the “push” from sup-

pliers we experience today. Reim-

bursement rules will certainly be 

influenced by this change, with 

greater spread in how we pay for 

services among government, insur-

ers, providers and patients. We will 

likely need a philosopher king to 

sort it all out. I certainly don’t see 

any of our current politicians 

resolving the question. 

“Smaller public companies require 
stability in the public markets to allow 
for a fair representation of the value of 

our technology.”
—ROBERT CLARKE

WILLIAM LOONEY is 

Pharm Exec’s 

Editor-in-Chief. He 

can be reached at 

wlooney@advanstar.

com
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Positioning for success in biopharma requires a self-critical analysis of 
the risk and rewards among four categories of value differentiation. The 
key question: How do you defi ne yourself against the competition?

By Rick Edmunds, Jo Pisani, Douglas Strang, and 

Michael Swanick 

T
he competitive landscape for life science 

companies around the world is changing 

rapidly. We are now in the “New Health 

Economy” in which drug pricing pres-

sures, scientifi c breakthroughs, expanding global 

demand for healthcare access, and emerging digi-

tal and analytical capabilities are pushing the 

healthcare industry toward a new ecosystem 

defi ned by collaboration, quality, and consumer 

value. 

Change requires a new strategic approach—one 

that enables companies to understand market 

trends and build the internal capabilities needed 

to execute. This article explores specifi c trends 

affecting pharmaceutical companies and provides 

clear guidance for how organizations can best 

respond.

The central thread running through our view 

of the New Health Economy is that strategy 

requires distinct capabilities to position a company 

ahead of its competitors. A capabilities-driven 

strategy requires three elements: 

 » Coherent positioning that includes a clear “way 

to play.” 

 » A set of underlying capabilities needed to differ-

entiate the company from competitors.

 » An aligned portfolio and geographic focus. 

 Each of these elements warrants a closer look. 

The fi rst element is a clear “way to play,” meaning 

a specifi c, well-defi ned means by which the com-

pany creates value for its customers. For example, 

in the automotive business, Mercedes-Benz and 

Kia both sell cars, but they have highly distinct 

ways to play. Mercedes sells expensive vehicles that 

emphasize performance, while Kia emphasizes 

value. The pharmaceutical industry clearly differs 

from the automotive industry, but the theme of 

creating a distinct value proposition for customers 

is relevant to both. 

 The second element is a set of differentiated 

capabilities that help the company execute its cho-

sen “way to play.” By capabilities, we mean unique 

attributes that collectively differentiate a company 

from the competition. Each capability has underly-

ing elements—people, processes, technology, com-

petencies, behaviors, and operating models—that 

the company systematically acquires or builds up 

over time. Some capabilities may be similar across 

organizations, yet only those players that can exe-

cute the capabilities at a high level will outperform 

their peers. In consumer electronics, for example, 

Apple has strong capabilities in product design, 

intuitive user interfaces, and aggregating the rights 

to digital content. 

The third element is the right mix of products, 

services, and geographic markets. Once a com-

pany has defi ned its way to play and has estab-

lished the corresponding set of capabilities, some 

components of a company’s portfolio will natu-

Beyond 2020: 
Building Strategic Coherence in the 
New Health Economy 

FAST FOCUS

» Research has shown that organizations with a capabilities-based strategy 
deliver higher returns to shareholders. But to achieve this, management 
teams must go beyond traditional strategy development and ask them-
selves some tough questions: How does the company truly create value?   

» An aging population, urbanization, and growth in emerging markets have 
increased the burden on healthcare systems worldwide. For biopharma, 
that has translated to new customers and greater demand for medicine.

» In the New Health Economy, portfolio management requires capturing 
synergies among multiple business units while still preserving the right 
level of autonomy. 
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rally align, while others may no 

longer fit.

 Last, these elements must be 

consistent with market dynamics 

over time. A perfect strategy 

today will need to evolve tomor-

row, as market conditions 

change and new risks and 

rewards emerge.

 Our research has shown that 

across all industries, companies 

with a capabilities-based strat-

egy deliver higher returns to 

shareholders.

 But getting these elements 

right isn’t easy. It forces manage-

ment teams to go beyond tradi-

tional strategy development and 

ask themselves some tough ques-

tions: How does the company 

truly create value? How viable is 

such a way to play over the long 

term? Has the company identified 

and aligned its most critical capa-

bilities, and can it leverage these 

capabilities in unison? Most 

important, are leaders willing to 

make difficult choices to ensure 

that everything the company does 

is coherent with its strategy?

New Health Economy: 

Emerging trends

Before looking more closely at 

each of the strategic options, it’s 

worth discussing two “mega-

trends” currently impacting 

pha rma:  t he  broaden i ng 

demand for healthcare products 

and services, and severe cost 

pressures. An aging population, 

urbanization, and growth in 

emerging markets are all put-

ting a greater strain on health-

care systems worldwide. For 

pharma, that means a huge 

influx of new customers and 

greater demand for medicine. 

But spending increases for drugs 

are triggering public and private 

efforts to reduce prices and 

tightly manage utilization.

 Government reforms vary 

widely, but often include efforts 

to improve the effectiveness of 

their healthcare spending by forc-

ing pharma companies to dem-

onstrate value, both for patients 

and for healthcare systems. Some 

governments are applying the 

blunt instrument of price freezes 

and drug spending caps. Others 

are using formal health technol-

ogy assessment (HTA) organiza-

tions. And some developed mar-

kets like the US and UK are 

pushing control over budgets 

down to provider organizations 

(such as accountable care organi-

zations, or ACOs), which are 

implementing tools like manda-

tory care protocols or strict for-

mularies to manage the total cost 

of care within a set budget. 

For chronic diseases, govern-

ments are also seeking more 

comprehensive treatment pro-

grams, including wellness and 

prevention, along with more 

advanced approaches to popula-

tion management.

 Finally, digitization and the 

explosion of data are rewriting 

the playbook for pharma. New 

technology—including cloud, 

mobile technology, analytics, 

and social media—can drive bet-

ter patient education, engage-

ment, and results. Wearables, 

biosensors , FDA-approved 

mobile apps and devices, and 

remote monitoring engage 

patients by providing the tools 

they need to receive treatment, 

and the feedback necessary to 

maximize drug effectiveness. 

Electronic health records (EHRs) 

and emerging digital technolo-

gies on the provider side are cat-

a lyz ing new par tnersh ips 

between health systems and 

pharma companies, with the 

goal of leveraging patient data to 

demonstrate health outcomes 

and differentiate products in the 

real-world setting. Such technol-

ogy can also transform the drug 

development process by improv-

ing patient recruiting and 

enhancing clinical trials.

 Each of these evolving trends 

will have ramifications for a 

company’s strategy in the New 

Health Economy. Management 

teams need to understand and 

act on new risks and rewards as 

they emerge by capitalizing on 

opportunities, or adapting their 

strategy and capabilities to 

reflect new developments in the 

market. 

Four strategic options 

Every company will need to find 

its own “way to play,” meaning 

its own value proposition that 

will distinguish it from compet-

itors. In pharma, these value 

propositions generally fall into 

four broad categories:

 1. Breakthrough Science 

Developers such as Celgene and 

Gilead create value by focusing 

on novel technologies and plat-

forms that produce clearly dif-

ferentiated products and lead to 

demonstrably better patient out-

comes. They are able to leverage 

these technologies and platforms 

across a variety of diseases and 

therapeutic areas.

 2 .  D i sea se  Outcome 

Enablers, such as Shire in rare 

diseases, have historically differ-

entiated themselves based on 

their expertise in specific dis-

eases. Today, they are looking to 

take on a greater role through a 

focused product portfolio in 

ensuring optimal outcomes.

 3. Commercial Value Opti-

mizers create value by generating 

commercial and operational effi-

ciencies that lead to cost advan-

tages across large global net-

works. These companies rely 
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heavily on inorganic growth 

through acquiring and integrat-

ing companies and other mature 

assets to fuel growth. 

 4. Disciplined Portfolio 

Managers, such as many of the 

larger legacy pharma companies, 

create value through commercial 

and financial discipline and by 

leveraging capabilities across a 

broad portfolio of diversified 

products in multiple global mar-

kets. This category includes 

many large incumbents that have 

historically been able to operate 

with a large, nonspecialized 

portfolio of business units and 

product areas.

 These four options apply pri-

marily to established pharma 

companies. New market entrants 

can pursue a fifth strategic 

option, in which they focus on a 

narrow portion of the value 

chain. Examples include players 

that enter through areas such as 

biologics manufacturing or com-

mercializing smaller assets 

bought from big Pharma—with 

the potential to expand their role 

from such a base. 

 Each of the four approaches 

leads to a set of corresponding 

choices for a management team, 

such as its acquisition strategy, its 

level of investment—and focus—

in R&D, and its degree of product 

concentration (see Figure 1). 

We looked at the historical 

market performance (defined as 

the annual total shareholder 

return, or TSR) of companies in 

all four categories, over the last 

three years. Critically, the results 

show that performance is not 

bound by strategy. The leaders in 

all four performed well in the mar-

ket, with median annual returns 

ranging from 13% to 29 % from 

2013 through 2015 (see Figure 2 

on facing page). 

Disciplined Portfolio Manag-

ers posted the lowest median TSR 

among the four groups, suggest-

ing that firms with a single clear 

value proposition do better than 

those that combine several 

approaches. But top performers 

in that category still outper-

formed some of the laggards in 

other categories. The clear impli-

cation is that a company’s “way 

to play” is only part of the 

answer; there is a wide range of 

performance within these alter-

natives based on whether a com-

pany is able to deliver through 

differential capabilities.

Shaping the four  ‘ways 

to play’   

All four of the strategies we’ve 

analyzed require a clear under-

standing of their potential risks 

and rewards—driven by changes 

underway in the market—along 

with a set of underlying capabil-

ities that allow companies to bet-

ter execute. The most important 

capabilities will vary from one 

company to the next, but the 

leading-edge companies will 

always have one thing in com-

mon: they will define and build 

out a set of strengths that others 

will have difficulty matching.

Breakthrough Science 

Developers

Breakthrough Science Developers 

create value through novel tech-

nology and deep, targeted inno-

vation. They have built capabili-

ties needed to win in the current 

market, such as a portfolio of 

first-in-class products that help 

them rapidly adapt existing prod-

ucts for additional therapeutic 

indications. Commercially, 

Breakthrough Science Developers 

have clinical tools and predictive 

analytics to help them identify 

and stratify patients, along with 

patient case-management models 

that allow them to reduce costs 

and increase the effectiveness of 

their products. And these compa-

nies have strong but focused 

R&D pipelines and the ability to 

validate targets across multiple 

disease states.

 New trends are pointing to 

clear rewards for Breakthrough 

Science Developers. Clinical and 

scientific breakthroughs have 

helped them roll out innovative 

new drugs, and persistent 

demand for differentiated prod-

ucts supports premium pricing. 

In addition, analytics—for both 

individuals and populations—

are allowing companies to iden-

tify potentially high-value prod-

ucts earlier in the R&D pipeline 

and target patient populations 

more effectively.

R&D Investment 

R&D as % of Sales 

Deal Maturity 

Pre-Clinical Deals as % of Deals 

Product Concentration 

Top TA as % of Sales 

Breakthrough 

Science 

Developer 

Disease 

Outcome 

Innovator 

Commercial 

Value 

Optimizers 

Disciplined 

Portfolio 

Manager 

Profiling Different ‘Ways To Play’ 

Source: Deals information from Evaluate Pharma WW Product Deals from January 2011 – November 2015. 
Financial Information from company annual reports for FY 2014. 
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Yet Breakthrough Science 

Developers face risks as well. 

Pricing pressure from govern-

ments and payers is pushing 

pharma companies to make 

drugs more affordable (to varying 

degrees across markets), regard-

less of value. Attractive therapeu-

tic areas can also become 

crowded, and an accelerated pace 

of technological advances can 

shorten the life cycle of innova-

tive new therapies. For acquirers, 

highly desirable new technology 

assets draw extremely intense 

competition. There is a limited 

number of sustainable technol-

ogy platforms (such as monoclo-

nal antibodies, enzyme replace-

ment therapies, and vaccines, 

among others).

 In this environment, we 

believe Breakthrough Science 

Developers will need to be true 

market leaders in their capabilities 

across several core areas. For 

example, they need to establish 

and develop partnerships and col-

laborations with research centers. 

They also need to understand pri-

ority technology applications, 

including more complex and effi-

cient platforms (such as delivery 

systems, drug-antibody conju-

gates, and bispecific antibodies). 

And Breakthrough Science Devel-

opers need capabilities in M&A, 

in order to acquire—or partner 

with—companies that have 

attractive new technology and 

pre-launch products. 

We also see the most innova-

tive, research-based companies 

moving into a new frontier of 

drug discovery and product 

development that is fueled by 

analytics. For the last four 

decades, medical information 

has grown exponentially in 

terms of volume and variety, due 

to advancements in EHRs, high-

resolution medical imaging, and 

next-generation genomics. Yet 

integrating, aggregating, and 

analyzing medical data and 

information at an enterprise 

scale has not been possible due 

to technical limitations and high 

costs. Today, those constraints 

are disappearing, and advanced 

analytics capabilities are driving 

enhanced productivity. 

In this example, a fundamen-

tal reorientation of internal and 

external data integration and 

insight generation is required, 

which demands new skills, tech-

nologies, and tools to develop 

advanced insights that are both 

scientific- and operations-based. 

These capabilities will be the key 

driver in unlocking the power of 

new data, and in determining the 

industry’s path forward for the 

next decade of R&D.

As another example, Celgene 

has been particularly adept at 

advanced research partnering 

and collaboration. The company 

excels as a Breakthrough Science 

Developer, particularly in its abil-

ity to strike deals for promising 

companies. Celgene has a clinical 

development team that works 

closely with the business develop-

ment function to target and 

acquire—or partner with—VC-

backed companies that have 

products in pre-clinical testing. 

Celgene focuses on rapidly 

emerging advances in biomedi-

cine, including epigenetic-based 

drug development, cancer metab-

olism, antibody drugs, gene ther-

apy, immunotherapy, and regen-

erative medicine. It has no strict 

deal template, instead working 

on a case-by-case basis to deter-

mine the right structure (such as 

strategic equity investments, 

option licensing deals, and struc-

tured acquisitions). Moreover, 

management has developed a cor-

porate culture that puts science, 

and scientists, first, and allows 

younger and more nimble bio-

techs wide leeway to control their 

own operations —making it more 

attractive to potential future 

partners. The company closed 10 

acquisitions or partnerships in 

2014, and it has 37 current active 

alliances.

Disease Outcome Enablers

Historically, Disease Outcome 

Enablers excelled by having the 

best understanding of a disease, 

developing a leading cohesive 

portfolio of products based on 

that understanding, and demon-

strating leading expertise, credi-

bility, and relationships in the 

market area of focus. These com-

panies are often able to identify 

and segment patients at a highly 

granular level, and they can 

engage with patients and provid-

ers far more directly than their 

competitors due to their knowl-

edge and focused disease portfo-

lio. Similarly, they can design 

treatment pathways for better 

interventions, along with offering 

patient-support programs with 

services such as disease educa-

tion, injection training, adher-

ence support, and co-pay assis-

tance. Last, they often benefit 

Median Annualized TSR by Way to Play 

Performance in Each ‘Way to Play’ 
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from an established network of 

academic and technology compa-

nies, which allows them to com-

bine resources and insights.

Current trends in the market 

are pointing to clear rewards for 

Disease Outcome Enablers. Pro-

viders and payers are more 

focused on outcomes to create 

value, and increased data and 

analytics techniques are avail-

able that can generate more 

detailed patient insights and seg-

mentation. Consumerism is a 

growing trend, with greater 

expectations for more coordi-

nated, convenient and integrated 

care across healthcare sectors. 

Advanced technologies—often 

in the form of new digital 

tools—are helping patients mea-

sure, monitor, and manage their 

own health to achieve better 

outcomes.

Yet risks are emerging as 

well. Some market experts ques-

tion whether pharma can truly 

add value in many disease areas. 

Regulatory hurdles could limit 

the ability to develop and offer 

integrated pharma offerings, as 

could challenges in working 

across healthcare sectors or 

patient populations. For exam-

ple, some of the biggest oppor-

tunities from integrated care 

involve complex patient popula-

tions, where medical issues may 

be just one element of their 

needs. As with Breakthrough 

Science Incubators, pricing con-

straints put a greater priority on 

true product differentiation to 

obtain the premium pricing 

needed to suppor t  more 

advanced patient-care models. 

As a result of these challenges, 

we believe that Disease Outcome 

Enablers will need to integrate 

drug, device, and technology 

platforms in order to better track 

needs and outcomes, adjust ther-

apies, monitor dosing compli-

ance, and report data to both 

patients and providers. Disease 

Outcome Enablers will also need 

to design and implement treat-

ment pathways across healthcare 

sectors to continuously improve 

patient outcomes. That will entail 

working with healthcare provid-

ers and other players across the 

value chain where they will need 

to assess and assume risk that ties 

their compensation to patient 

outcomes.

Although many organiza-

tions in this group tend to focus 

on a single disease area, Shire 

has built an emerging position in 

the broader rare disease space 

through a common set of capa-

bilities needed to excel. As a 

result of seven acquisitions in 

recent years, the company has 

built a portfolio of highly valu-

able franchises such as Cinryze 

and Firazyr for hereditary angio-

edema (HAE), which require 

select capabilities for patients 

that need more personalized 

attention. 

Shire has also created and 

scaled the US OnePath program, 

which designates a personalized 

case manager as a single contact 

that can coordinate patient care 

and access to therapy. Case man-

agers use regional, field-based, 

patient access managers to work 

with nurses, genetic counselors, 

pharmacists, and physicians in 

order to prevent and address 

potential barriers. Beyond secur-

ing reimbursement, this team 

can help manage the transition 

to home care, coordinate with 

specialty pharmacies, and get 

c r i t i ca l  i n format ion and 

resources to patients.

Commercial Value Optimizers

Commercial Value Optimizers 

thrive by generating efficiencies 

through both organic and inor-

ganic measures. Companies that 

adopt this strategy have built up 

capabilities in operational and 

commercial efficiency. For exam-

ple, they typically have a portfo-

lio of low-risk, established prod-

ucts and a strong focus on 

commercial operations, often 

through highly efficient infra-

structure—including both sup-

ply chain and commercial 

aspects—along with targeted 

investment in the products with 

the greatest growth potential. 

Commercial Value Optimizers 

also tend to have strong opera-

tional networks and quality 

compliance in facilities around 

the world. An aggressive stance 

regarding M&A has allowed 

them to become adept at identi-

fying acquisition candidates and 

smoothly integrating them. 

These advantages are gener-

ating potential rewards for Com-

mercial Value Optimizers as sev-

eral trends unfold. Growing 

global demand for effective 

healthcare across multiple types 

of customer channels and seg-

ments will likely boost their 

business. Continued pricing 

pressure supports mature players 

that have the operating efficien-

cies needed to reliably deliver 

high-quality, low-cost products. 

Similarly, consolidation among 

both payers and providers favors 

pharma companies with scale 

efficiencies. Innovative technolo-

gies have emerged to help fuel 

operational efficiencies as well, 

such as advanced manufacturing 

tools that help lean manufactur-

ers accurately plan demand.

But this market segment is 

not without risk. Low product 

differentiation and intense pric-

ing pressures are threatening 

reimbursement, and much of the 

potential value available through 
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acquisitions and incremental 

cost controls has already been 

captured, meaning that future 

gains in these areas may be more 

difficult.

In response, Commercial 

Value Optimizers will need to 

focus on several specific capa-

bilities. Most important, they 

need to build a diverse portfolio 

of higher-priced, premium prod-

ucts along with lower-priced 

commodity products, with a 

strong focus on ROI manage-

ment across the portfolio. Com-

mercial Value Optimizers also 

need internal skills in deal-mak-

ing and financial engineering. 

And they need to manage chan-

nels through a distinct combina-

tion of markets, customers, and 

products, using advanced ana-

lytics to make the right decisions 

to optimize profits.

Disciplined Portfolio Managers 

Disciplined Portfolio Managers 

tradit ional ly del iver value 

through a combination of com-

mercial and financial efficiency, 

built on reasonably productive 

R&D sourcing. These are typi-

cally large incumbents that 

have built up diversified port-

folios of business units and 

products. Accordingly, Disci-

plined Portfolio Managers have 

built up capabilities such as 

efficient product management 

across multiple therapeutic 

areas and distinct global geog-

raphies. These companies can 

also source and execute deals 

based on capacity in order to 

fill in gaps in their portfolios, 

along with forming strategic 

partnerships. They have strong 

market expertise at both the 

global and local level, and they 

can rapidly develop new mar-

kets by leveraging strong com-

mercial operations.

Several market trends could 

support this strategy. Increasing 

demand for healthcare world-

wide, along with larger custom-

ers (due to consolidation) both 

favor established pharma players 

with a range of products and 

global networks. Additionally, 

strategic data analysis can now 

help portfolio managers generate 

insights that allow them to 

expand products across multiple 

indications. And very broad 

product portfolios can generate 

leverage with major customers, 

potentially leading to data-shar-

ing and other partnerships that 

focus on outcomes.

Perhaps most compelling, the 

highly dynamic market means 

that Disciplined Portfolio Man-

agers may be better able to 

respond to market shifts, by 

reallocating resources among 

their various businesses (some 

companies in this category 

encourage competit ion for 

resources among various parts 

of the portfolio). A wide range 

of capabilities helps minimize 

downside risk to the company 

and its investors. And in terms 

of talent management, Disci-

plined Portfolio Managers can 

create a wider range of opportu-

nities for high-potential manag-

ers and executives.

However, there are also clear 

risks for Disciplined Portfolio 

Managers in the current mar-

ket. This strategy has not sig-

nificantly advanced compared 

to the others discussed above—

which likely explains why its 

shareholder returns are lower. 

It is simply harder for a com-

pany to differentiate itself from 

competitors, which limits the 

potential upside. Companies 

that have grown through acqui-

sitions may struggle to maintain 

deal volume, as competition for 

assets gets tougher. Even those 

that can may struggle to differ-

entiate themselves in a sustain-

able way.

In a sense, Disciplined Port-

folio Managers need to over-

come longer odds to succeed. 

They need to apply the capabil-

ities-driven approach to strat-

egy—with a clear way to play, 

and an accompanying set of 

products and services—within 

individual business units. At the 

corporate level, they need to 

ensure they have the right port-

folio in place and that they are 

funding business units appropri-

ately. Disciplined Portfolio Man-

agers also need to determine 

how to capture synergies among 

multiple business units while still 

preserving the right level of 

autonomy. One approach that 

could work is to borrow best 

practices from other industries, 

such as consumer products, 

where management teams are 

highly skilled at managing a 

portfolio of products on an ROI 

basis and allocating resources 

accordingly.

Hold ground, adapt

In the New Health Economy, 

success requires staking out a 

clear and differentiated position. 

That means a strategy with a 

specific way to play; the underly-

ing capabilities needed to exe-

cute; and a portfolio of products, 

services, and geographic markets 

that is aligned with those capa-

bilities. Moreover, management 

teams need to understand how 

evolving trends will create new 

risks and new rewards—requir-

ing that companies adapt their 

strategy accordingly. Many com-

panies say they do these things, 

but the market will reward those 

who are able to do so in a truly 

differentiated way.  
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D
ecades ago, a study 

would typically be per-

formed by a seldom-

changing team, some-

times working out of a single site. 

Now, clinical trials have become 

much more intricate: protocols 

have skyrocketed in complexity, 

multiple outsourced providers 

manage operations, and sites are 

located across the globe in search 

of adequate patient populations 

and lower cost locations.

The rising risk of errors, par-

ticularly those with complex 

sources that may be difficult to 

ascertain in large organizations, 

has led the upcoming 2016 Inter-

national Conference on Harmoni-

zation guidelines for Good Clinical 

Practice (ICH GCP) to include an 

addendum to its Noncompliance 

(5.20) section, which now instructs: 

“When significant noncompliance 

is discovered, the sponsor should 

perform root cause analysis and 

implement appropriate corrective 

and preventive actions.”

The addendum specifies three 

distinct needs: risk identification, 

root cause analysis, and bespoke 

corrective action. The currently pre-

dominant practice of 100% source 

data verification (SDV) does not 

support the three requirements of 

the ICH GCP addendum, nor do 

many risk-based monitoring (RBM) 

initiatives. 

This article will present a new 

paradigm for risk management that 

is aligned with the new guidelines. 

This paradigm, called the human 

factors analysis and classification 

system (HFACS), has been 

employed by organizations in other 

industries to resolve otherwise dif-

ficult-to-detect causes of errors. To 

date, eight pharmaceutical and bio-

technology firms have adopted the 

approach in ongoing clinical trials.

How errors hide

To highlight the deficits of current 

approaches to identifying errors in 

clinical trials, consider a theoretical 

study with 16 sites during which 

traditional data monitoring reveals 

one site with an abnormally high 

number of errors (see site P in chart 

on facing page). 

At the problem site, adverse 

effects and concomitant drugs were 

recorded in source or hand-written 

logs, but not entered in the elec-

tronic data capture (EDC) system. 

The traditional mitigation response 

is to retrain staff on the EDC sys-

tem. Will retraining solve the prob-

lem? Possibly. The problem is that 

this method of analysis and response 

only addresses errors that stem 

directly from improper training. 

The underlying fault lines may 

run deeper, perhaps hidden within 

discrepant versions or translations 

of the study protocol. Other prob-

lems, particularly for modern multi-

site trials, may be within a site’s 

organizational structure or inade-

quacies in its resourcing or culture. 

Such error sources are invisible to 

traditional analytical methodology 

and RBM. Furthermore, they can-

not be resolved by retraining. In 

fact, some errors may have multiple 

causes, which may be overlooked 

by even the most experienced clini-

cal research associates (CRAs).

Lessons from outside

The proposed ICH GCP require-

ment for root cause analysis and 

bespoke corrective responses is not 

novel. It draws upon a history of 

reform in other industries that 

addressed hard-to-recognize sources 

of risk in complex organizations.

One example is commercial avi-

ation, which suffered from a poor 

safety record for much of the twen-

tieth century. In the late 1990s, sev-

eral systematic estimates suggested 

that 70-80% of aviation accidents 

could be attributed at least in part 

to human errors, not aircraft mal-

functions. Identifying why the 

errors occurred through classical 

approaches of root cause analysis, 

in which each incident is analyzed 

and corrected individually, proved 

unsuccessful because patterns could 

not be drawn amid the heterogene-

ity of the primary analyses. 

The response from the Federal 

Aviation Administration was adop-

tion of HFACS, which allowed the 

agency to “systematically examine 

underlying human causal factors 

and to improve aviation accident 

investigations.” The ability to 

aggregate events for standardized 

analysis elucidated a set of factors, 

including cultural and communica-

tion issues, that contributed to 

errors. Reforms aimed at prevent-

ing those issues helped the airline 

industry to halve the incidence of 

plane crashes.

Another HFACS success 

occurred in the high-risk Australian 

mining industry. An HFACS evalu-

ation of 508 incidents pinpointed 

specific skill-based operator errors 

as the primary causative agent. Fur-

ther, skill-based errors in the mining 

operation were found to be homog-

What Errors Do We Miss 
in Clinical Trials?
As new ICH GCP draft guidelines now require root cause 
analysis, novel methods for risk analysis and triage must be 
adopted in drug development
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enous across sites, while a smaller 

number of identified decision-level 

errors were found to be significantly 

different between sites. The results 

were focused, specific, and action-

able in terms of corrective actions 

for retraining or protocols to ensure 

the presence of required skill sets at 

critical time points. 

What is HFACS?

The standardization, aggregation, 

and granularity of HFACS makes 

it appropriate as an analytical 

framework for clinical trials. In par-

ticular, aggregation allows CRAs 

and project management teams to 

create a corrective plan that is 

actionable in not just addressing the 

error itself, but also in mitigating all 

identified structural break points. 

HFACS stratifies the system into 

four layers, the top most of which 

is the active failure layer where 

active errors are identified. The next 

three layers—preconditional, 

supervisional, organizational—go 

deeper into clinical study design 

and identify latent errors. The pre-

conditional layer identifies errors 

resulting from physical or mental 

states or limitations that predispose 

the system to failure. Errors at the 

supervisional layer are leadership 

errors, which may result from poor 

training of study operators, poor 

protocol implementation, improper 

supervision, and other such failures. 

Organizational errors may result 

from poor organizational climate, 

process, or resource management. 

Applying HFACS to trials

The combination of real-time data, 

data visualization, and HFACS is a 

powerful tool for CRAs to rapidly 

identify errors in trial execution and 

address the actual instigating fac-

tors. ICON has adapted HFACS 

for clinical trials through a method 

called Patient Centric Monitoring 

(PCM). Two sample case studies 

follow and draw upon data from 

ongoing trials that employ HFACS.

CASE STUDY #1

After aggregation and analysis of 

error reports, there were 13 high 

impact errors cited with adverse 

event (AE) reporting, by the CRAs 

at eight sites and across multiple 

subjects, with Human Factor “Pro-

cesses” as category. In past studies, 

without HFCAs, the CRAs would 

have recorded the error, if noted. 

Having identified the errors, and the 

underlying Human Factor as “pro-

cess,” the CRAs described the error 

and root cause in adequate detail 

for effective preventative action.

The CRAs’ reports included:

 » “The site recently started a new 

process to include the study coor-

dinator in the review of electronic 

health records for AEs. Previ-

ously, data managers were 

responsible and study coordina-

tors would document on log for 

grade and causality. Study coor-

dinators are still transitioning to 

the new process, which has 

caused issues with recording of a 

AEs in the CRF/AE log.”

 » “AE was febrile neutropenia. 

The study coordinator ended the 

AE when the neutrophils 

returned to normal, while the 

study nurses ended the adverse 

event when the fever resolved.”

 » “The study coordinator has not 

presented AE log to principal 

investigator.”

In response, rather than retrain 

staff on a protocol that would not 

be adequately supported, the 

CRAs prevented future errors by 

helping the sites establish standard-

ized processes for handling AEs.

CASE STUDY #2

In this trial, CRAs identified 33 high 

impact errors at 15 sites, which were 

due to the human factors classifica-

tions of “training” and “supervi-

sion.” The CRAs’ 

reports included:

 » “The pharmacist 

did not make the  

correct calcula-

tion.”

 » “Two different 

study coordina-

tors had worked 

with the subject. 

Appropriate oversight was not in 

place to ensure the back-up study 

coordinator made all copies.”

 » “The study nurse did not ade-

quately review the subject’s sig-

nature.”

The specificity of human factors 

underlying the errors, and their 

root causes, allowed the CRAs to 

implement responses to the actions 

and people introducing risk to the 

trial and patients. The analysis 

ensured that the immediate circum-

stances when the error occurred 

were not errantly conflated with 

the incidents’ true causes. 

In  these case studies, the causes 

of the errors were not homogenous. 

It follows that our response to 

errors also cannot be homogenous. 

In comparison to training-based 

remediation approaches, the power 

of HFACS is its ability to elucidate 

structure in the study errors, allow-

ing CRAs to isolate or consolidate 

corrective action resources as 

appropriate, protecting data quality 

across a wider swath of the trial.

Looking forward

The new guidance from the ICH 

GCP is an acknowledgement of a 

perceived need for the biopharma 

industry to evolve better safeguards 

for study integrity and data quality. 

Adoption of HFACS complies with 

the new requirements, as well as 

builds a new base of knowledge to 

make future trials, protocols, and 

training programs even more pre-

pared for the complexities of the 

modern, global clinical trial. 
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Research and development

Novo Nordisk

Novo Nordisk’s therapeutic proteins have been helping people with diabetes live longer,
healthier lives since 1923. But what was once a rare disease is now a pandemic. To take
on this global challenge, we invested 15% of sales in research and development in 2014
alone.1 Today, we have 7,000 people working within R&D, and our drive to innovate is
stronger than ever as we continue to reach for the ultimate goal: defeating diabetes.

Learn more about how we are changing diabetes at novonordisk.com

Follow us on

1. Novo Nordisk. Performance highlights. Novo Nordisk Annual Report 2014.
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In keeping with its reputation as a forerunner, the Dutch healthcare ecosystem is currently reinventing itself to 
ensure it remains ahead of the game in terms of both innovation and excellence. Market and patient access, 
transparency, cost-effectiveness and process innovation all feature prominently as industry and government 
alike band together to forge a more sustainable system in a country that can easily be characterized as a 
“laboratory for change.” “The Dutch system displays immense propensity for innovation in life sciences and 
health, and any outward-looking pharma fi rm that takes innovation seriously should strongly bear this in 
mind,” counsels Hans Schikan of Health Holland, the communication channel of the Dutch life sciences and 
healthcare sector.
Ranked as the best performing of 35 European healthcare systems in the Euro Health Consumer Index 
(EHCI) for the fi fth year in a row in 2015, the Netherlands also wields suffi cient credibility, gravitas and 
willingness to be an important driver of public health policy renewal at a Europe-wide level, leveraging its 
status as incumbent holder of the rotating Presidency of the Council of the European Union. “We are eager 
to capitalize on this opportunity to promote joint price negotiation while championing a collegiate approach 
to public health based on the principles of ‘a shared interest and shared responsibility’,” declares health 
minister, Edith Schippers.
Indicative of the sheer importance the Dutch state assigns to healthcare, the “Life Sciences and Health” 
sector features as one of the nine “top strategic industries” in the EU’s 6th largest economy (attaining a GDP 
of USD 892 billion in 2015). This designation underscores the government’s vigorous efforts to reform the 
sector, encourage translational medicine and bolster a strong track record of stakeholder exchange and 
public-private partnership.
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“There is certainly a growing sense of collaboration be-

tween the Ministry and pharmaceutical companies…today, 

private enterprise is coopted earlier in the process to inform 

policymakers on our pipeline developments, while, in the 

past, we were only permitted to submit dossiers rather than 

to engage in face-to-face meetings,” 

reveals Bert De Jong, general manager 

Benelux of Sanofi Genzyme.

The private sector has also been 

pulling its weight, and the numbers 

also look promising in terms of job-

creation. “There are presently between 

35 to 40,000 high-skilled workers in 

the Dutch life sciences industry and 

my target is to help increase that to 

around 75,000 in five to ten years,” 

proclaims Gerard Schouw, director of 

Nefarma, the association for innova-

tive medicines. Additionally, there are 

structural attributes that increase the 

appeal of the Dutch healthcare and 

life sciences sector setting it apart 

from those of sister European econo-

mies. “The Netherlands benefits from 

dedicated Centers of Excellence with strong international 

reputations, and also well-organized patient organiza-

tions, not to mention world class expertise in rare disease 

treatment,” observes De Jong. “It’s an environment that 

certainly presents an interesting learning curve…rather 

like a smaller version of the UK, where the market is also 

at a highly advanced stage,” agrees Maurits Huigen, gen-

eral manager of Chiesi.

SOPHISTICATED, BUT TRICKY

Despite the positive attributes of the Dutch healthcare and 

life sciences sector, the Dutch market is no bed of roses for 

drug producers. “We’re talking about a rather challeng-

ing marketplace where public opinion, and those of the 

authorities, are often pretty harshly directed towards the 

pharmaceutical companies. Rightly or wrongly, there’s a 

prevailing public perception that prices of drugs are too 

high and that pharma companies have been generating 

unfair profits,” asserts Sanofi Genzyme’s Bert De Jong. 

Repeating her appeal to the private sector to disclose the 

production costs of their medicines and exercise greater 

transparency over their business models, even Minister 

Schippers would appear to add credence to such suspi-

cions. “Are the price structures reasonable, or are [the 

companies] just asking whatever they can get for them?” 

she asks. 

Hans Schikan, 

Health Holland

Gerard Schouw, 

director, Nefarma

The Netherlands is leveraging its 

6-month stint as holder of the rotat-

ing presidency of the Council of the 

European Union to encourage ‘smart 

health’ initiatives on Anti-Microbial 

Resistance (AMR) and to promote 

pan-European healthcare affordabil-

ity. Drug-resistant strains of bacteria 

constitute a global public health threat 

and “we seek to enlist the pharma-

ceutical industry to work hand-in-hand 

with governments for new models to 

invent and develop antibiotics,” affirms Europe’s longest-

standing Minister of Health, Edith Schippers. On the issue 

of ensuring the sustainability of public health, the Nether-

lands will be calling upon all stakeholders to “join forces 

in identifying novel pathways to ensure that latest genera-

tion therapies and medications remain affordable in public 

healthcare systems.” “One of our top priorities will be to 

stimulate voluntary cooperation between Member States 

on Health Technology Assessment and pricing and reim-

bursement,” she reveals.

Healthcare priorities for the Dutch  
presidency of the EU

Edith Schippers, 

minister of 

health, welfare 

and sport

www.sanofi genzyme.com

www.sanofi genzyme.nl

FOCUSED ON DEVELOPING 
SPECIALTY TREATMENTS
for debilitating diseases 

that are often diffi cult 

to diagnose and treat, 

providing hope to patients 

and their families. 
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The pharma indus-

try, for its part, insists 

that such a reputation 

is unwarranted, and 

stresses its contribu-

tion to securing posi-

tive public health out-

comes. “Pricing should 

be responsible and 

sustainable in the long 

term, but calling for drastic price cuts is unrealistic and 

polarizing,” suggests Bart Vanhauwere, general manager of 

Roche, before pointing out that “patients and oncologists 

perhaps had a tendency to take progress for granted while 

the industry itself continues to deliver on its promise to bring 

new, latest generation treatments to patients.” The industry 

moreover still calls for a sincere re-evaluation of its overall 

impact. “It’s really important to recognize that the pharma-

ceutical industry’s public perception is defined by behaviors 

of certain companies in the past, while the current behavior 

of the industry has evolved substantially for the better,”  

concurs Chiesi’s Maurits Huigen. 

Nevertheless, the market figures also bear the scars of this 

tough context. “The total cost of pharmaceuticals within the 

healthcare budget represents only 7-8% of total expenditure, 

which is actually rather low for Europe. Moreover the phar-

maceutical segment of healthcare expenditure in the past few 

years flat-lined or even declined,” warns De Jong. Indeed, 

forecasts suggest that the market value is set to slowly rise 

from USD 6.7 billion in 2014 to only USD 7.2 billion by 2020. 

Many feel that too much emphasis is placed on cost control at 

the expense of latest generation, innovative therapies that can 

deliver the best health outcomes for patients. “I feel there is 

still a huge reluctance from Dutch public authorities when it 

comes to innovative products. As a consequence, the use of in-

novative products in the Netherlands is firmly on a downward 

trajectory, and is now among the lowest in Europe in percent-

age terms,” remarks Isabelle De Walsche, managing director 

of Gedeon Richter Benelux. Furthermore the barriers to mar-

ket access only seem to be getting higher with new innovative 

products having to adhere to stringent medical guidelines, 

such as ensuring a significant part of the clinical trials process 

is conducted in the country. “This is a particularly surprising 

and contradictory in a context where healthcare stakeholders 

are claiming to seek greater harmonization within the Euro-

pean community,” exclaims De Walsche. 

That is not to suggest that the Dutch generics market 

fares any better. Although characterized by an apparently 

sturdy penetration rate of 92% (72% for retail market vol-

ume); the reality is that generics represent only 16% of 

total market value. “Generics prices in the Netherlands 

are particularly low and comparable to the levels in Ger-

many,” points out Martin Favié, chairman of BOGIN,  

the generics association. “It was a healthy and justified strat-

egy to reduce generic prices, but there has to be a limit. Con-

sidering that this is only a mid-size market, some generic com-

panies are going to be tempted to pack their bags and leave 

the country if prices do not rebound again,” agrees Hellen  

De Kloet, president of the Western-European business opera-

tions of the generics company, Sun Pharma. Indeed, projec-

tions for the future growth of the generics segment do not look 

particularly auspicious. “Overall, I would expect that generics 

growth will plateau at about 75% in volume, and will remain 

stuck at 15-16% of the market by value,” forecasts Favié. 

Wavering between sophistication and complexity, the 

Dutch market can undoubtedly be characterized as ardu-

ous for the pharma industry. Nevertheless, it is also an 

inspiring case study of how versatile and forward-looking 

pharma companies are transforming market challenges 

into opportunities for innovation.

A DUTCH RECIPE FOR FACING OFF  

COST-CONTAINMENT

From 2004 to 2013, Dutch total healthcare expenditures 

increased from EUR 42.5 billion [USD 47.8 billion] to 

EUR 68 billion (USD 75.6 billion]; 11.8% of Dutch GDP.  

Bert de Jong, general manager 

Benelux*, Sanofi Genzyme; Maurits 

Huigen, general manager, Chiesi 
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These eye-wateringly 

unsustainable pub-

lic-spending sprees 

placed the country 

as second only to the 

United States in terms 

of healthcare expen-

diture in relation to 

GDP, and above all 

its European coun-

terparts including 

France, Switzerland 

and Germany. Predictably there has since been a backlash 

with government vowing to take a stance to avoid any fur-

ther increase. Perhaps more than anywhere in Europe, af-

fordability of care and cost-effectiveness have thus become 

the major mantras of Dutch healthcare. 

One of the most significant changes in recent years has 

been the transfer of high-cost in-patient medicines to hos-

pital budgets. “Sales of our hemophilia medicines plum-

meted by around 50% in two years, which was mainly 

driven by price cuts arising from this [reform],” says Sanne  

Groenemeijer, general manager of Novo Nordisk.  

“Prescribers and hospital boards were suddenly faced with 

impossible decisions such as having to choose between  

either retaining a nurse, purchasing new equipment, or pre-

scribing an innovative therapy,” he recalls. Furthermore, 

to control any further ratcheting up of healthcare spend-

ing, hospitals’ budget growth was pegged to an annual rate  

increase of 1.5% in 2014, now down to 1% until 2017 – 

while expenditures on intramural medicines are register-

ing increases of 8 to 9% annually, and oncology spending 

marks growth of 14 to 15% per annum.

These reforms naturally placed Dutch healthcare stake-

holders under tremendous price pressures, with innovative 

firms alarmed to find their innovative therapies no longer 

fitting within the scope of public hospital budgets. To con-

tinue accessing the market, the heads of innovator pharma 

companies were thus compelled to take the initiative and 

identify creative solutions. “The first step was diffusing the 

hostile atmosphere that had arisen, where the general at-

titude was that pharmaceutical companies were greedy and 

aggressive, motivated by nothing but profits. We can under-

stand this emotion in a few instances, but in general it just 

isn’t the way things were,” recalls Groenemeijer. 

Adopting a Dutch mindset, it indeed appeared that the 

best remaining solution was to engage even more closely 

with stakeholders, leading to a thorough transformation 

of local executives’ daily activities and to far greater re-

sponsibility being placed on the shoulders of local affili-

ates. “There are [now] considerably more negotiations, 

account by account, in order to ensure that there is a clear 

patient pathway, whereby we precisely agree on who will 

be paying for which part of the pathway,” explains Sean 

Connor, general manager Benelux, UK and Ireland for 

ALK. “This situation represented quite a challenge for us 

at the beginning of 2015, but we have subsequently man-

aged in most cases to secure funding for the relevant pa-

tients,” he confirms. To support this transformation, lo-

cal affiliates’ structures have also been adapted. “We now 

evolve at a smaller strategic level by precisely analyzing 

the situation hospital by hospital. In this regard, the role 

of our market access department has evolved from a sup-

port structure to a true strategic asset - gathering a very 

precise understanding of the current concerns and needs 

of all hospitals present on our territory,” stresses Aarnoud 

Overkamp, managing director of Takeda.

As the current cost-containment context offers limited 

room for maneuver for many companies operational in 

the Netherlands, the difference between success and fail-

ure tends to rest on their ability to engage more deeply 

with their counterparts and their willingness to become 

more transparent and precise in their approach to mar-

ket. “We feel we have a strong obligation as a partner 

in gathering and processing the right information,” con-

firms Novo Norsdisk’s Groenemeijer. Local affiliates 

also find themselves having to juggle tighter timelines,  

Bart Vanhauwere, general manager, 

Roche; Isabelle de Walsche, 

managing director, Gedeon Richter 

Benelux
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as “it is currently 

more important than 

ever that products 

go through the tar-

iff process before the 

yearly hospitals bud-

get negotiations; oth-

erwise it could happen 

that both the patients 

and the company have 

to wait for another 

year!” warns Anita 

Atema, general manager of Celgene. This increased col-

laboration also offers opportunities for pharmaceutical 

companies to reshape customer relationship management. 

“Agility becomes an important part of our strategy, and 

we strive to quicker address the needs of our customers. 

Concerning our ability to be more responsive to partners’ 

concerns, the pharmaceutical industry still lags behind 

many other industries,” stresses Takeda’s Overkamp.

Moreover, reduced market access opportunities also call 

for a certain form of re-assessment, and above all for more 

creativity from the industry: two specificities that within 

such a context can become a true competitive advantage. 

Groenemeijer, for instance, gives the example of embracing 

a partial-access pathway for the diabetes therapeutic area. 

Historically speaking, pharma companies usually seek un-

limited market access, yet, “the majority of the roughly 

940,000 people living with diabetes in the Netherlands can 

be effectively treated with either dietary or physical exer-

cise regime changes or with generic therapies,” he admits. 

“When we started discussing “segmented or partial market 

access” for only a subset of patients, and thus acknowledge 

that our [innovative] products are not needed for every pa-

tient, it‘s a discussion that [Dutch public authorities] were 

not used to having,” he recounts. Yet this ultimately proved 

to be a viable solution. “It was the start of our dialogue, 

to seek constructive collaboration to find the right group 

of patients who can benefit significantly from our innova-

tion,” he recalls.

Such a context also urges companies to seek out opti-

mizations for treatment efficiency with many companies 

going down the route of ‘process innovation’ rather than 

just ‘product innovation’, for instance by studying where 

in the body the drug should be optimally placed to maxi-

mize the effectiveness of an API. “Innovation on the overall 

product level, as opposed to focusing solely on developing 

new chemical entities, is effective in terms of investment 
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1 Teva

2 Pfizer

3 MSD

4 Roche

5 AbbVie

6 Novartis

7 GSK

8 Gilead

9 AstraZeneca

10 Janssen

11 Sandoz

12 Boehringer

13 Novo Nordisk

14 Sanofi

15 Amgen

16 BMS

17 Astellas

18 Aurobindo

19 Bayer

20 Lilly

Wiebke Rieb, general manager, 

Pfizer, The Netherlands;  

Martin Favié, chairman, Bogin
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Growing awareness that ‘cost-containment is here to stay’ is com-

pelling many pharma companies to reassess their business models 

and seek out new opportunities for savings. For some Dutch opinion 

leaders, ‘outsourcing’ represents an obvious pathway forward. 

For DHL Supply Chain Benelux, the pharmaceutical industry still 

lags behind many other industries in optimizing supply chain efficien-

cy, but some of the more astute players are finally getting in on the 

game. “We still see pharmaceutical companies investing heavily in 

in-house facilities and logistics whereas other industries have moved 

away from this model to cut costs and concentrate on their core com-

petencies,” explains Fred Westdijk, vice-president Life Sciences & 

Healthcare of DHL Supply Chain Benelux. Too many pharmaceutical 

companies maintain scattered distribution structures with consid-

erable local stocks, when they could be centralizing and outsourc-

ing their supply chain management through a European Distribution 

Center, strategically situated at the gateway to Europe between Rot-

terdam port and Amsterdam airport. To further streamline costs, 

DHL partners can even outsource product labeling and secondary 

packaging to the logistics company. “We can convert their [distribu-

tion center] into a multi-user site bringing in additional customers to 

fill the space... that’s something our customers could never achieve 

themselves, as supply chain management is not their core busi-

ness,” ventures Westdijk.

For Julius Clinical, the CRO-outsourcing business model could 

equally be fine-tuned to “focus more on output and results, in-

stead of merely input and cost.” Global CEO and co-founder Peter  

Schoevers estimates that an inefficient pricing system is “the main 

driver of the increasing costs of clinical research and of a corresponding lack of innova-

tion.” Julius Clinical, whose own specificity is to combine the academic credibility of an 

ARO with the operational capabilities of a CRO, has thus chosen an output based pricing 

model to eliminate the risk of out-of-scope spending for the sponsor company. “The CRO 

budget is traditionally calculated on the (average) number of monitoring visits per site. The 

sponsor thus has an vested interest in having fewer sites with more patients per site, while 

the CRO’s profitability increases with more sites and fewer patients per site,” discloses 

Schoevers. With output based pricing, however, the two parties share the same interest, 

enabling Julius Clinical to be wholly focused on improving efficiency and the outcomes of 

their studies, instead of succumbing to the distraction of the extra-fees that they could 

charge for out-of-scope services. “If this fixed price model could be broadly adopted by the 

industry, I believe that the technology investment and change in business approach would 

decrease clinical research costs by as much as 50%, while maintaining the same level of 

scientific and operational control,” he affirms. 

Secondly, if its ARO profile truly differentiates Julius Clinical in terms of outcomes cred-

ibility, it also perfectly complements its other business operations. “Julius Clinical has fully 

integrated its academic expertise into its CRO activities, and our academics, operational 

team and business development managers collaborate closely to ensure that the scientific, 

operational, financial and economic aspects of the study are perfectly aligned,” points out 

Schoevers. Furthermore, in the current cost-containment era, pharmaceutical companies 

are also especially eager to reduce the regulatory unpredictability, which more often than 

not translates into unforeseen cost or loss. “Through our world-class academic network, 

we access experts with an excellent understanding of the requirements expected by regula-

tors, which helps build the protocol design so that it will deliver the outcomes needed, and 

then tremendously increase the study’s cost-effectiveness,” adds Schoevers. Finally, the 

company also strives to provide its partners with a more accurate understanding of the 

economic potential of the drug under development. “For certain clinical studies, we also 

run cost or pricing studies in parallel to clinical trials, supported by our in-house health 

technology assessment group. These kinds of services truly help companies to know what 

they can expect in terms of reimbursement and pricing long in advance of actually reaching 

this phase,” he concludes.

The virtues of outsourcing in an era of cost-containment

Fred Westdijk, 

vice president 

life sciences & 

healthcare, DHL 

Supply Chain 

Benelux

Peter Schoevers, 

CEO and  

co-founder, Julius 

Clinical
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efficiency, and, as such, the added clinical value of such  

innovative products are also quite efficient from a pricing 

and reimbursement perspective,” attests Chiesi’s Maurits 

Huigen. In the same vein, other companies have also ex-

tended this effort to patient education: “it is really chal-

lenging to engage patients without being too intrusive, 

but as always, we will strive to be creative to ensure [they] 

can benefit from our know-how and better use their treat-

ments,” explains Isabelle De Walsche, managing director 

of Gedeon Richter Benelux.

The Dutch situation of in-patient treatments is another 

strong example of how companies can bring their treatments 

to market despite the probability of a return to a more com-

prehensive reimbursement regime looking unlikely. “Legisla-

tors, media, patients, doctors and the public have clearly be-

gun to understand that we cannot pay for everything,” says 

Ad Schuurman, head of international affairs of the National 

Health Care Institute, the organization in charge of new treat-

ments’ assessment for reimbursement. Nevertheless, the Dutch 

openness to negotiation offers a way out of the conundrum. 

“There is a strong willingness to look at different methods for 

reimbursing products from the Dutch authorities,” highlights 

ALK’s Sean Connor. “In this vein, the Netherlands can very 

well be a forerunner in innovating around patient access to in-

novative medicines, while all the while allowing pharmaceuti-

cal companies to still generate reasonable profits in a reasonable 

timeframe,” he adds. From a broader perspective, pharmaceuti-

cal companies in the Netherlands can build corporate expertise 

from the market access innovations successfully implemented 

in the “Dutch laboratory”. “The local market complexity af-

fords many opportunities to [engage in new ways with stake-

holders], and the lessons learned [here] can later be applied in 

other geographies,” concludes Wiebke Rieb, general manager 

of Pfizer. Although the situation of innovative treatments pen-

etrating the Dutch market remains far from being solved, the 

Dutch innovative spirit is still alive and kicking. 

A FERTILE GARDEN FOR INNOVATION

Despite lacking a national champion to bolster its innova-

tive ecosystem since the 2007 acquisition of Organon by 

Schering Plough, the Netherlands nevertheless still sits in 

COSTS AND REVENUES MEDICINES WITHIN HEALTHCARE.
7% OF ALL PUBLIC HEALTH EXPENDITURE (EUR 71.3 BN = USD 94.77 BN) 
IN 2015 IS GOING TO EXTRAMURAL MEDICINES.

2014 Average Rate: EUR 1 = USD 1.329165.

Source: Dutch National Budget VWS for 2014. Dutch Budget day 
(Prinsjesdag), 2014.
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Sanne Groenemeijer, general manager, Novo Nordisk; 

Sean Connor, general manager Benelux, UK/Ireland, 

ALK; Aarnoud Overkamp, managing director, Takeda
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fourth position on the 2015 Global Innovation Index. For 

the healthcare sector, the country’s innovation is notably 

propelled by a myriad of local success-stories, and partic-

ularly by the booming Dutch biotech scene, whose players 

concentrate their efforts on addressing unmet medical needs, 

thanks to the development of cutting-edge technology.  

Kiadis Pharma, for instance, notably looks to allow 

“family members to become donors for allogeneic hema-

topoietic stem cell transplantations (HSCT) to patients 

suffering from blood cancer,” a ground breaking innova-

tion that will “increase the donor pool and almost com-

pletely hedges the life-threatening risk associated with 

donor immune cells attacking the patient. (..) There is no 

other approved treatment already on the market addressing 

the same unmet medical need, and there are only one or 

two similar medical developments underway all over the 

world,” explains CEO Manfred Rüdiger. In the same vein, 

Galapagos, a Leiden-based biotech company, is developing 

a safe drug for rheumatoid arthritis that could eliminate 

usual related side effects, such as anemia, high cholesterol 

or high level of infection. “In Phase II the efficacy data 

was the highest reported up to today,” explains Galapagos 

CEO, Onno van de Stolpe.

These Dutch companies are already on the radar of 

some of the industry’s major players. Janssen paved 

the way to the Netherlands in 2011, with the acquisi-

tion of Crucell, whose vaccine expertise helped launch 

the Netherlands-based Janssen Prevention Center.  

One could think that when a company already accounts for 38% 

of the local generics market and represented in 2015 the largest 

overall product sales in the very same country, there isn’t much 

room for improvement to further strengthen its leadership. The 

company that can boast such a market position in the Nether-

lands is Teva, the ambitious world-leading generics company that 

has built its success-story on a hybrid business model, based 

on both generics (still 70% of its Netherlands’ revenues) and 

specialty products. “To offset the very limited generics market 

growth perspective in the Netherlands, we envision the share 

of specialty products to further increase in the future, but it 

also applies to products that could be situated between pat-

ent and off-patent products,” explains Hennie Henrichs, general 

manager Benelux and Nordics for Teva. “In this perspective, we 

also strongly believe in drug rediscovery, an approach based on 

known medications that are then redeveloped for new diseases. 

Less cost-exigent than a totally new drug development process, 

this approach can offer an interesting fit with the local cost-effec-

tiveness context for instance, while displaying very promising pa-

tient outcomes,” explains Hennie Henrichs. Netherlands is one of 

our key countries for this program, and we have locally developed 

one product that will soon reach the market,” he explains. 

Nevertheless, the Israeli company is already preparing itself 

for the next big step. “I expect pharmaceutical companies will 

increasingly look to having a larger health-

care impact on patients. To fulfill our 

global ambitions, we are thus increasingly 

looking at the entire health eco-system 

as a joined-up network including patients, 

their care partners, physicians, payers 

and other healthcare providers in order to 

find new ways to understand “the unmet 

needs” in the context of someone’s life. 

We are currently designing our “beyond-

the-pill” strategy that will also fall within 

this trend,” explains Henrichs. “In the up-

coming years, we don’t want to solely remain a drug developer 

and manufacturer, either of generics or specialty products. We 

strive to offer concrete solutions that go far beyond pharmaceu-

tical treatments, notably by increasing the connection between 

patients and medicines.” The Dutch market leader’s ambition 

also highlights the impressive consolidation of the healthcare 

value chain with some medtech and pharmaceutical companies 

progressively leaving their historical product-centered approach 

to gain market shares on the promising service-side of the busi-

ness. “This is the dawn of a complete disruption..our product 

portfolio will look entirely different within five to ten years”.  

predicts Henrichs. 

 The disruptive impact of process innovation

Hennie Henrichs, 

general manager 

Benelux & 

Nordics, Teva
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“Thanks to the ac-

quisition of Crucell, 

we are now able to 

deepen our expertise 

in disease prevention 

for Janssen’s five core 

therapeutic areas. 

The vaccine platform 

is obviously particu-

larly indicated for 

infectious diseases, 

and the Janssen Prevention Centre is now looking to ap-

ply this expertise in other key therapeutic areas, such as 

dementia, heart failure, and obviously oncology. We could 

use the immune system not only to treat diseases, but also 

to prevent their apparition,” explains Paul Korte, general 

manager of Janssen. 

 The interest of global MNCs in Dutch innovation has 

gathered steam in recent years with a flurry of M&A activ-

ity. 2015, for example, was notable for Amgen’s headline-

catching acquisition of Dezima and its lead cholesterol 

treatment to the tune of some USD 300 million. “Ten 

years ago, the Netherlands did not have a strong biotech 

climate. The types of innovation that emerge in companies 

like Dezima clearly demonstrate that times have changed,” 

states Jasper van Grunsven, general manager of Amgen. 

In the meantime, Bristol-Myers Squibb and Amsterdam-

based Uniqure closed a strategic partnership to develop 

gene therapies for cardiovascular disease, while Galapagos 

and Gilead announced they would collaborate on the glob-

al development of Galapagos’ treatment for inflammatory 

disease indications. Also in 2015, AstraZeneca acquired a 

majority stake in the cancer drug developer Acerta Pharma 

for USD 4 billion, and Pfizer made an upfront payment of 

USD 87.5 million for a minority equity interest in AM-

Pharma (a company developing proprietary recombinant 

human Alkaline Phosphatase therapeutics), and gained 

an exclusive option to acquire the remaining equity in the 

company with additional potential payments of up to USD 

512.5 million. 

That is not to suggest that partnering with Big Pharma 

represents the only way forward for Holland’s dazzling 

cast of biotechs, as they already incorporate a very mar-

ket-oriented approach into their development curves: 

in 2014/2015, Galapagos, ProQR, Merus and UniQure 

all went public on Nasdaq, while Kiadis Pharma opted 

for Euronext. “We entered into discussions with the big 

brand MNCs, but ultimately decided that it was too early 

for such a deal, and resolved to retain our independence,” 

explains Rüdiger, Kiadis’ CEO. Dutch life sciences start-

ups can also rely on highly prized early-stage financial 

partners, as “the Dutch biotech scene benefits from a 

flourishing venture capital community, with some of the 

largest and most successful VC funds in Europe based 

out of the Netherlands,” reflects Hans Schickan, from  

Health Holland.

Beside the crucial importance of the financial support avail-

able in the country, this burgeoning innovation phenomenon 

At a juncture at which great efforts are being made to in-

ject efficiency and smart thinking into the Dutch health-

care system, Actelion stands out from the crowd as an 

agent of change intent on inspiring process innovation. In 

a joint effort with experts across the pulmonary arterial 

hypertension (PAH) field, the company has developed a 

cutting-edge PAH data management system with a view to 

informing more targeted, cost-efficient and patient-centric 

treatment plans. 

“It’s time we start acknowledging that patients face dif-

ferent needs at different phases of their sickness cycle 

and adopt holistic approaches taking into account aspects 

that go beyond the therapeutic treatment, such as socio-

economic factors, and psychological or nutritional disease 

consequences,” declares General Manager, Han Brouwer. 

“Through our own efficient data management platform, we 

should be able to predict that a patient with PAH showing 

certain symptoms will also need socio-economic support 

due to the inability to work for example. As a result, we 

can provide patients with comprehensive support through-

out the disease treatment period to maximize therapeutic  

effects while simultaneously ensur-

ing efficiency of spending,” he ex-

plains. Drawing attention to the fact 

that “external factors in relation to 

specific diseases create social-eco-

nomic costs, impacting the produc-

tive and social lives of patients,” he 

believes that sound data manage-

ment can be the vehicle for integrat-

ing these factors and enabling holistic  

healthcare responses.

“Although many companies already 

have access to considerable data, we are still far away 

from realizing the sort of enlightened ‘healthcare system 

of the future’ where this information is routinely processed, 

extrapolated and utilized to inform better policymaking and 

treatment plans,” he deplores. “To move in this direction, it 

is crucial that companies like Actelion get down to launch-

ing their own initiatives… right now these efforts tend to 

be too isolated to really influence the overall system so we 

require much more concerted action,” he advocates.

Process innovation: a blueprint for disease lifecycle management

Paul Korte, general manager, 

Janssen; Jasper van Grunsven, 

general manager, Amgen

Han Brouwer, 

general manager, 

Actelion 
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can also be explained by the dense and 

clustered structure of the Dutch health-

care industry, which operates as a for-

midable growth driver for new experi-

mentations. “Our main job is to manage 

interplay within the cluster to maximize 

connectivity between actors and to work 

with new innovative companies to help 

them recognize and achieve their future 

route,” explains Thijs de Kleer, manag-

ing director of Leiden BioScience Park, 

one the top five most successful science 

parks in Europe.

This extreme proximity of differ-

ent healthcare companies at various 

stages of development can also ben-

efit the entire healthcare value chain. 

“We go along the full life cycle of 

companies present locally. As such, 

when a biotech neighbor first started 

here in the Leiden Bio Science Park, 

they outsourced all their testing to 

Sinensis. They then raised capital 

and brought some functions in-house 

again, but when demand rose, they 

once again outsourced to us, and to-

day we test their commercial batches, 

including the post marketing stabil-

ity studies,” reveals Ruud Santing, 

CEO of Sinensis, an independent pro-

vider of laboratory testing and manu-

facturing services. Being in contact 

with cutting-edge biotech companies 

also incites their partners to remain 

extremely competitive. “We are very 

fast and flexible. Unlike other CMOs, 

we have chosen to have a relatively 

small manufacturing unit, and we 

have on the other hand developed an 

impressive analytical laboratory fa-

cility. This specific set-up also means 

that we are able to attract and assist 

biotech companies earlier in their life 

cycles. As a matter of fact, our turn-

around time for standard analysis is 

usually twice as fast as the in-house 

laboratories of manufacturing compa-

nies. We thus have clients that do not 

send samples to their own laboratory, 

but come to us since we can deliver re-

sults demonstrably more efficiently,” 

adds Ruud Santing. Finally, dealing 

with cutting-edge but relatively small 

biotech companies doesn’t prevent 

them from attracting bigger interna-

tional partners. “Sinensis’ flexibil-

ity, reliability and testing excellence 

attract a wide variety of customers 

beside biotech start-ups, as we also 

partner with multinational gener-

ics manufacturers and big innovative 

pharma players. In terms of geogra-

phies, we now have a wide client base 

all around North-Western Europe, as 

well as in the Middle-East and India, 

while our high-end nuclear magnetic 

resonance (NMR) testing services 

available at Spinnovation, our chemi-

cal testing branch for very advanced 

techniques, is quite unique on a global 

level and attracts numerous clients 

from the United States,” he claims.

In the upcoming years, the Nether-

lands’s excellent academic ranking and 

entrepreneurship culture in the life sci-

ences industry will continue to estab-

lish the country as a globally attractive 

innovation destination. MNCs’ role in 

supporting and benefiting from this 

unique opportunity may well follow 

the same path. “My message to the lo-

cal biotech scene is ‘please continue do-

ing what you are doing’ because there 

will surely be exit opportunities and 

continued successes if the Dutch life 

sciences industry maintains its current 

course,” appeals Jasper van Grunsven, 

general manager of Amgen.

FORGING THE FUTURE OF 

HEALTHCARE

The Netherlands is clearly a fertile 

environment for its 2,200 life science 

and medtech companies. However, 

the Dutch ambition to be a front-

runner in new healthcare challenges 

also comprises an overall approach 

to treating patients. Aging popula-

tion, chronic disease, and innovative 

pharmaceutical treatments’ role in 

extending patients’ life expectancies 

have forced public authorities to re-

invent healthcare processes. “Even if 

patients don’t die anymore of certain 

diseases, they still need to follow their 

treatments, leading us to the necessity 

of embarking upon a new era of inno-

vation based on process innovation,” 

explains Minister Schippers.

Dutch medtech companies are 

already supporting this revolution 

by moving from a product-centered 

offering to a more comprehensive 

approach. “Ultimately, process or-

ganization should follow [a] patient-

centric approach, to prevent patients 

from moving around from specialist 

to specialist,” asserts Ellen Gijsbers, 

managing director of Fresenius Medi-

cal Care. “In this regard, our Coor-

dinative Care division adopts a pa-

tient-centric approach to tackling the 

peripheral troubles of kidney patients 

ensuring patients receive all other ad-

ditional care services they could need, 

from pharmacy, vascular, cardiovas-

cular and endovascular surgery servic-

es, non-dialysis laboratory testing ser-

vices, physician services, hospitalist, 

or urgent care services. Nevertheless, 

deepening this service offer is current-

ly slowed down by the compartmented 

system of reimbursement,” analyses 

Gijsbers, in a call for aligning finan-

cial and reimbursement schemes with 

the promising patient outcomes that 

could offer a more holistic approach 

to care.

If improving patient outcomes is the 

ultimate objective of all Dutch health-

care stakeholders; reinventing the rela-

tionship between medtech companies 

and Dutch hospitals is also of crucial 

importance. Bound by cost-contain-

ment, Dutch hospitals are increasingly 

interested in using industry expertise 

to improve treatment processes and 

Ruud Santing, CEO, Sinensis Life 

Sciences; Ellen Gijsbers, managing 

director, Fresenius Medical Care
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implement best prac-

tices in patient care. 

This interest undoubt-

edly provides medtech 

companies with an op-

portunity to compre-

hensively partner with 

healthcare providers. 

Siemens Healthcare 

is one of the foremost 

pioneers in champi-

oning new partnership models with hospitals in Europe, 

as shown by the recent financing of a new hospital in the 

Netherlands. “For the EWF [hospital], we indeed went a step 

further in our collaborative approach, as we decided to fi-

nance the hospital, which was completely new for Siemens in 

Europe. This hospital financing perfectly illustrates that we 

are ready to increasingly broaden our service offering in the 

future. For instance, some hospital directors have already 

asked me whether we would be able to build their hospi-

tal entirely!” relates Kees Smaling, managing director of  

Siemens Healthcare.

Transforming the current regulation around healthcare 

digitalization takes on a heightened importance, as “about 

30% of hospital patients possess chronic diseases. How-

ever, the type of medical care required for these patients 

can be performed from home via all kinds of e-health ap-

plications,” explains Yvonne van Rooy, president of the 

Dutch hospital Association (NVZ). Once again, innova-

tion in this regard could come from the Netherlands, and 

more precisely from Eindhoven. This Dutch city remains 

the main hub of Philips Research, whose activities are now 

entirely concentrated on health innovation. Philips wants 

to integrate healthcare innovation within a broader “con-

tinuum of health” that is, “broader than only covering epi-

sodes of sickness or managing chronic disease: [it] is some-

thing we’re all part of, all of the time – including taking 

steps to ensure we stay healthy every day,” explains Hans  

Hofstraat, vice-president of Philips Research.  

NEW HORIZONS?

“For centuries, people living in the Low Countries have 

been struggling against the sea, and collaboration has al-

ways been necessary, leading to the Dutch cooperative or 

‘polder’ model,” explains Health Holland’s Hans Schikan. 

Considering its success in keeping the country afloat, the 

Dutch are extending their polder expertise to build a sus-

tainable healthcare system and champion more harmonized 

European healthcare.

On the other hand, the innovation question perfectly 

reflects the ambivalence of the Netherlands: despite be-

ing far from attractive marketwise, the country will le-

gitimately draw the industry’s attention from a process 

perspective. Market access strategies, local innovators, 

and patient care revolution are recent proof of the Dutch 

tradition of conceiving innovation as a collaborative ef-

fort to stay above the tide and move forward. “I think 

that our healthcare system will look totally different in 

five years compared to where it stands today,” predicts 

Minister Schippers. 

Hans Hofstraat, vice president, 

Philips Research; Yvonne van Rooy, 

president, NVZ
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