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The number of global clinical
trials initiated in Central and
Eastern Europe more than
tripled from 2002 through
2007. While the entire CEE
region has less than half the
population of either India or
China, it had more than twice
the number of global trials ini-
tiated last year as all of the
Asia-Paci�c region.

With the growth of the CEE
region has come increased
advantages and challenges.
Costs have increased, but
access to large treatment-naïve
populations due to centralized
healthcare systems o�sets
them. Though the EU Clinical
Trial Directive was implement-
ed in 2004, there is no uniform
regulatory process that governs
the entire region, and each
country also has its own local
culture, so local site manage-
ment is important.

T he Central and Eastern
European (CEE) region
claims an ever increas-

ing share of the number of glob-

al clinical trials initiated. Five
years ago, the CEE region �led
only 3.8% of all Form FDA
1572s, but last year the region
represented double that per-
centage o� lings at 7.9%. The
FDA Form 1572must be �led by
the investigator before conduct-
ing the clinical trial. Western
Europe’s 1572 �lings were less
than double those of CEE last
year at 11.6%, up less than 1%
from �ve years ago when it had
triple the market share in �lings
globally as CEE.

Central and Eastern Europe
represents the largest number of
global clinical trial initiations
outside North America and

Western Europe, though its
entire population—at its most
inclusive—is less than half that of
India’s or China’s. The number of
global clinical trials that CEE
countries initiated last year are
more than double those initiated
in the Asia-Paci�c region and
more than double those initiated
in South America. With large
countries such as Russia and
Ukraine alone, whose enormous
potential has barely begun to be
tapped, CEE has plenty of room
to grow. In addition, there are
still CEE countries farther East—
many of which are former Soviet
Republics—that are just begin-
ning to conduct clinical research.

seeCEE on page 8

Growth in Emerging Markets
Investigator participation by FDA 1572

Source: CenterWatch analysis, 2008; FDA, 2008.
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country implements the directive into law

with its own nuances. Some have even added

extra things on top of that requirement that

have made those timelines longer. Examples

would be Romania and Bulgaria where

they’ve now said, ‘You need to have your site

contract signed before a submission is made.

That wasn’t a requirement before they

joined the EU. So things that one might

ordinarily suspect to follow from a harmo-

nized Europe in this sense have not neces-

sarily been there.”

Nermeen Varawalla, M.D., DPhil

(Oxon), MBA, vice president, Scientific and

Medical Affairs, PRA International added,

“To believe the entire region is similar and

can be viewed in a similar way is no longer

an effective strategy. For example, issues

with regulatory startup in the more Eastern

part of Europe are far more challenging and

require more planning, and that is both as

far as regulatory approval is concerned in

setting up the insurance contracts, manag-

ing clinical trial supplies whilst that process

is far more streamlined in countries like

Poland.”

Averion’s Shillingford stressed the neces-

sity of being aware of local variations on reg-

ulations’ submission requirements. “The big

issues are always one of the regulatory sub-

missions, which are—no matter what any-

one says—the European Directive. Whilst

it’s harmonized to a large extent, there are

still local tweaks that you need to have, and

the project managers need to be aware of

that. A good example is in Poland. If you do

a submission for clinical study in Poland,

you’re going to need to have all your site

investigator contracts sorted out and they

are a part of the submission, which is not

true in other countries. So for every particu-

lar country you operate in, you have to have

a strategy of management of the submis-

sion. And that’s also true of the drug safety

management. It’s still country-specific and it

is a project management nightmare, or it

can be.”

i3 Research’s Page added, “This notion

of the contracting side where you have a

very lengthy process for the contract negoti-

ations for the site, lots of different tem-

plates, lots of different parties wanting to be

involved, so you’ll have one with sites, with

investigators, pharmacy, local labs. It’s a big

piece of this,”

One bright spot is that in CEE countries

that are EU members, it is much easier now

than before to ship goods within Europe.

“Within the European Union, the doors

tend to be open, and the flow of goods

requiring specific permits or licenses, such

as clinical trial material, study drugs and

biological samples, are relatively easier to

move,” said Kendle’s Higginbotham.

But once outside the EU, it’s a different

story, “The other issue is importing drugs

and exporting clinical trial material out of

Central Eastern Europe, especially Russia

and Ukraine. Drug importation is still an

issue going in there. You need to have your

licenses sorted out. You need to have an

expert in your CRO who is able to aid those

importations and facilitate them. I’m not

talking bribery and corruption here. It’s just

somebody who really knows the system and

is able to talk their language. And because

you say that to a lot of people, they say, ‘Oh,

you need to bribe them money.’ No, that’s

not true. That’s not it. It’s just knowing the

system and how to work it. I think that’s

something to make really clear because I get

so much of it at conferences. People say.

‘Well, you’re okay if you’ve got $50-dollar

bills.’ That annoys me,” said Shillingford.

How difficult the regulations in CEE

seem can also depend on which country one

starts in and which countries one is used to

working in.

“From a regulatory point of view, I don’t

see any challenges because the regulations

we have in Russia and in Ukraine are by

default more complicated than in the

European Union. Whereas you have an

expertise in meeting these challenges, you

don’t have any challenges in terms of regula-

tory to deal with European countries

because many procedures with clinical trials

in the European Union are less complicated

than in Russia and Ukraine. You don’t have

to have an import license for study drug if

it’s coming from Europe, and the submis-

sion package is a little bit different. But, I

think that regulations in Russia and Ukraine

are becoming less complicated simply

because the market is becoming so busy,”

said OCT’s Zaichenko.

One recent hiccup in the CEE regulatory

landscape was the ban on the export of bio-

logical materials from Russia. This ban

included the export of biological samples

collected during the course of clinical

research studies conducted in Russia. The

ban began on May 28, 2007. It was lifted

about a month later, with no official reason

given for the ban or the lifting of it.

MDS Pharma Services’ Javier Revuelta

stressed the need for a good reputation and

professional relationships in such an envi-

ronment. “A lack of transparency can be an

issue. Take for example the ban the Russian

government issued and then rescinded on

the export of biological samples last year. No

official information was issued about the

ban to explain why it was put in place or why

it was lifted. Establishing professional rela-

tionships and building trust are essential in

such environments. It is crucial to have a

good reputation,” he said.

The ban froze the clinical research indus-

try in Russia in terms of sponsors being less

eager to initiate new trials in the country

during that time. Patient data was also lost

in certain cases.
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“[The ban] terrified everybody. I don’t

know how much it cost. I did see an esti-

mate once, but it was certainly in the mil-

lions of dollars and also in the thousands of

lost patient data. It caused quite a chill.

There are many different stories as to what

actually precipitated Putin’s decisions, but

the truth will probably not come out

because I hear from my Russian friends

that the reason for it has been classified as a

state secret. But the bottom line is I don’t

think it will happen again because it caused

such a furor in Russia,” said Averion’s

Shillingford.

But the work of clinical research did not

completely stop. CROs had contingency

plans already in place that they worked

from, using local labs for central lab analy-

sis. Without knowing why the ban hap-

pened, or how long it would last, CROs also

worked toward constructing a permanent

workaround, a strategy that was not needed

in the end, as the ban was lifted about a

month later.

“There was a bit of a scare last year in

terms of the export of plasma from the

Russian Federation. It certainly raised a large

number of questions from our client base

and we, like a number of CROs, put a series

of contingency plans in place to use local labs

to do central lab analysis. The reality is that I

frankly do not know what the full back-

ground from the Russian government think-

ing process was. They clarified the position

to basically return to the status quo, and we

are exporting plasma samples with no issue

whatsoever to our central laboratories. I

think it raised questions from the client base,

but really, there was a workaround for the

industry to put in place whilst we worked off

our contingency. In reality, we didn’t have to

use it because the Russian authorities clari-

fied the situation fairly quickly for us,” said

Alan Morgan, president of Europe, ICON

Clinical Research.

It can’t be said for certain whether the

ban was responsible for the number of glob-

al clinical trials initiated not increasing as

much last year as it has in past years, but it is

likely that the smaller increase in 2007 from

the year previous is a result of some spon-

sors being less willing to start new global

clinical trials in Russia during that month

and perhaps for some time afterward.

Local Site Management
Given the variations on not only regulations

but also culture and language among all the

countries in the increasingly enlarged

Central and Eastern European region, big

pharma and contract research organizations

alike have realized that local management of

sites and regulatory processes is critical to

the successful conduct of clinical trials.

Philippe Vitou, M.D., vice president of

clinical research and development at Wyeth,

said, “The way the organization is set up is

that in most of the countries, we have local

people who are part of the clinical organiza-

tion and these people are in charge to con-

duct the trials on a local basis...The philos-

ophy is that the local people are in charge to

manage trials locally. Even if we are in

Europe, there remain some local specifici-

ties, so whatever it is—legal, regulatory,

ethics committee—it’s a way to ensure that

it’s done properly on a local basis...It’s also a

way to have a personal link or interaction

with investigators—speaking in the same

language—and to try to have a face. It’s a

company, but it should also be a person so

that the investigators know the people they

work with in some way. And, again, the phi-

losophy is to act as locally as possible.”

Wyeth has about 2,000 sites and about 8,000

active patients in Europe, and between 30%

and 40% of patients for Wyeth’s global clin-

ical trials come from Europe.

While some top 10 pharma companies

are managing sites locally themselves, others

such as Lilly, are moving toward keeping

some core management responsibilities but

outsourcing the rest.

Lilly’s Bolaños said, “Some years ago, we

were managing the sites through our inter-

nal CRA [clinical research associate]

resources 100% of the time. We are moving

quite aggressively in the last years into out-

sourcing. The main concern that our CRAs

had is that ‘we are going to lose the interac-

tions with investigators that are very much

appreciated by our investigators and by our-

selves.’ So we said, ‘Okay, what are the core

capabilities that we want to keep inside, and

which are the essential or strategic needs

that we can outsource?’ So we have done that

and what we are doing now is trying to find

out which are the vendors—a small number

of vendors—that we want to strategically

work with and share our plans with and say,

‘this is long-term work that we want to do

with you.’ In this way, we make sure that we

have a quite effective collaboration among

the sites and CROs and Lilly because all of us

understand each other and we know how to

work together. On the other hand, the key

interactions with investigators are still with

Lilly people so we make sure that we are

keeping these interactions, we are keeping

these key communications with them and

also we listen to them if something is not

working ...At the end, it’s a matter of feeling

that everybody is on the same team—CROs,

Lilly people and investigators, that we are on

the same team and that we are working

toward the same goal—to have study data of

high quality on time.”About 35% of patients

for Lilly’s global clinical trials now come

from Europe. Lilly has about 1,020 sites and

10,000 active patients in Europe for global

clinical trials.

CROs are well aware of the deep under-

standing of local culture, language and

norms of communication required to ensure

see CEE on page 16



that the relationships between CROs and the

site go smoothly. The clinical research associ-

ate’s relationship with the site is paramount,

perhaps especially in Central and Eastern

Europe where investigators and CRAs, who

often have medical degrees, are true peers.

Higginbotham said, “Kendle places the

project leader [PL] at the center of each proj-

ect to ensure that there is a single point of

oversight across the delivery of a program,

particularly if it is a global program. We have

done a good job in ensuring that the PLs real-

ly understand the importance of the sites in

terms of delivery, and this has been key to our

success. Another imperative, particularly in

relation to Europe, is the importance of the

CRA being able to build a relationship with a

site. In Europe, perhaps more than anywhere

else, sites are much more relationship-driven.

That good relationship means that we’re bet-

ter able to deliver for our customers. So we

focus on the CRAs really being site managers

as opposed to just site monitors.”

How much support a site needs can be

tricky to determine. The farther outside

major centers one ventures and the shorter

the history of conducting clinical research in

the country can be factors.

“With respect to the degree of support

that’s required at the clinical trial site, more

support is required in countries like

Ukraine where the experience, as far as

international clinical trials, is relatively less

as compared to say, Poland. And that needs

to be factored in. And I think that the other

issue is that issues with respect to language,

the international culture, if you like, of clin-

ical trials, those hurdles are now almost

negligible in Poland whilst in Ukraine, they

still exist, and one needs to do careful plan-

ning and have some tactics and strategies to

overcome these issues,” said PRA’s Nermeen

Varawalla.
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Select CROs in Central and Eastern Europe

Source: Company interviews.

Year first
office/active % of CEE CTs CEE office

Company in CEE CEE staff CEE active CTs using EDC locations

AbCRO 2000 185 71 55% Bulgaria, Croatia, Poland, Romania (2),
Russia, (2), Serbia, Ukraine

Averion Europe 2007 (with 50 8 projects none Poland, Russia
acquisition of
Hesperion, which
was active since
2003 in CEE)

Covance 1994 180: 60 in Poland office, Dozens in each country 50%; 75% or more in Bulgaria, Czech Republic, Hungary,
20 each in six other offices where Covance has office Romania and Russia Poland, Romania, Russia (2)

Global Clinical Trials 2001 50 10 15% Bulgaria, Romania, Russia (2), Ukraine

i3 Research 1998 200 N/A N/A Czech Republic, Poland, Russia, Serbia

ICON Clinical Research 2001 250 Czech Republic: 28; 50% Czech Republic, Hungary, Latvia,
Hungary: 33; Latvia: 35; Lithuania, Poland, Romania, Russia (2),
Lithuania: 19; Poland: 51; Ukraine
Moscow: 42; Novosibirsk: 9;
Ukraine: 16

Kendle 1999 130 25 to 30 30% to 35% Bulgaria, Czech Republic, Poland,
Romania, Russia

Outsourcing Clinical 2004 50 12 N/A Belarus, Bulgaria, Latvia, Russia (2), Ukraine
Trials (OCT)

PRA Intl. 2002 200 Company has conducted 30% Czech Republic, Hungary, Poland,
45 CTs in CEE Russia, Slovakia

Quintiles 1996 1,500 (includes staff in 200 (includes Middle East) 25% Bulgaria, Croatia, Czech Republic,
Middle East) Hungary, Latvia, Lithuania, Poland, Romania,

Russia (2), Serbia, Slovakia, Ukraine

SGS Life Sciences 2000 N/A Fewer than 10 75% Czech Republic, Poland, Romania

TFS Trial Form Support 2000 35 14 protocols 35% Czech Republic, Estonia, Poland,
International Romania, Russia (2)
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Language can also be more of an issue the

farther one ventures East or from major cen-

ters. “I’m always very wary of ever talking

about other nations’ use of the English lan-

guage when we’re so dreadful in the use of

theirs, but there are occasions where, particu-

larly as we get out to less experienced sites and

institutions that English proficiency is some-

thing that you need to take into account. It’s

not insurmountable but it can be a challenge,

particularly when you make an assumption

that you’re communicating perfectly because

English words are being used,” said i3

Research’s Page.

Michael Fischer, Ph.D., managing direc-

tor, UBC ClinResearch, noted the necessity

of locally managing sites in non-EU coun-

tries due to language and cultural challenges,

though he finds regulatory timelines more

streamlined, “It takes less time—and less

bureaucracy—to get regulatory approval in

non-EU countries than it does in EU coun-

tries. However, while regulatory work in EU

countries can be handled in English from

other European locations, within non-EU

countries, knowledge of the local language is

paramount, as are local expertise and local

presence.”

Assumptions about what one is commu-

nicating to a site, even non-verbally, can be

disastrously wrong, leading to unfortunate

misunderstandings, even from a single tele-

phone call.

Averion’s Shillingford said, “We’ve been

working with a company who like to keep a

fairly close eye on the sites themselves, so they

have project managers in the U.S. that like to

phone the sites themselves just to see how

things are going. Now, for Western Europe

and the U.S., that’s not a problem. If you want

to phone the sites, phone them. Not an issue.

But, for countries in further Central Eastern

Europe, there’s a cultural problem.”

Shillingford went on to explain that this

“cultural problem” stems from the fact that

CRAs and investigators form closer personal

relationships than their counterparts in the

West. They are peers because they have more

similar educations and professional back-

grounds than CRAs and investigators do in

the West. Any checking up on a site can be

perceived as going behind someone’s back or

a threat.

“The relationship between the CRA and

the investigator say in Russia or Ukraine is very

much closer than it is in Western Europe.What

I mean by that is they tend to form very close

friendships. Because the CRAs are medical

doctors largely, they are regarded as colleagues

rather more so than CRAs in Western Europe

are. So what happens is as soon as that phone

call comes in from the U.S. to a Russian site, for

instance, they put up barriers because they’re

assuming that these people are checking up on

their friends, and it causes absolute ruptions.

‘Why are they calling me? Who are these peo-

ple? What right have they got? Vladimir, are

you okay?’ The next thing I know, I’ve got

Vladimir on the phone to me going, ‘My site’s

upset. Am I still employed?’ I go back to the

client and say, ‘Look, guys, I understand that

you want to call the sites. I really don’t mind.

But, will you please tell us you’re going to do it

first. Then at least everybody will be fore-

warned, and everybody will be fine.’ So every

now and then, you have to think through dif-

ferent strategies to handle different situations.

There are very fundamental issues that you

need to get to grips with culturally.”

Averion plans entire weekends during

which senior management from the U.S.,

Western, Central and Eastern Europe get

together in a hotel room and sort out cultur-

al differences. “You want an international

company, that’s what you have to do. It’s a

matter of you form a team by putting all these

different nations into a hotel and getting

them to talk,” said Shillingford.

Covance’s Robert Davie also described

how lack of understanding local differences,

which can vary substantially from one coun-

try to another in the CEE region, could back-

fire and thwart a company’s ability to get the

most benefit from conducting clinical

research there.

“These [CEE] countries differ, dramati-

cally in some cases, economically, politically

and socially. Historically, some sponsors did

not realize the full benefits of running studies

in CEE because the company, CROs or both

were not cognizant of, or did not fully

account for, these differences. Throw this

new, disparate region into clinical trials with

EU countries, and you have a recipe for high

expectations bound to be dashed—unless

your approach is underpinned by detailed

local knowledge and a clear understanding of

how to blend the country selection to ensure

high quality data, on time, proactively taking

into account variability across CEE and in

comparison to EU.”

Despite their differences in culture, lan-

guage and regulatory requirements and

approval timelines, CEE countries hold many

advantages in common. Patient access, inves-

tigator expertise, quality data, centralized

medical system, improved infrastructure and

EU membership in some cases all contribute

to the CEE region’s success as a destination

for participation in global drug development

programs. It is clear that as the region contin-

ues to grow, it will strengthen its reputation

and perhaps continue to increase its share of

new global clinical trials initiated. The CEE

region is, and will remain, a major contribu-

tor to drug development programs world-

wide.

—Sara Gambrill

In the final part of CenterWatch’s two-part

series on the Central and Eastern European

region, we discuss how companies in the

region will grow, CRO opportunities, the chal-

lenges to retain talent, and the acquisition

market.




