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We are very proud to present to you the third edition of our international TBE newsletter which you will hopefully enjoy while
reading.

The newsletter will cover an update on the latest activities of the International Scientific Working Group on TBE (ISW-TBE). In this
edition you will find a summary on:

- 9th ISW-TBE 2007, Vienna, Hotel Bristol 25-27 January:
From Epidemiology to Vaccination Recommendations in 2007:
New Issues — Best Practices

- TBE & The Traveler
- ISW-TBE Website

- Latest TBE Information Material for 2007

Please feel free and come back to us in case of comments, further suggestions and ideas for this newsletter that we will certainly
try to incorporate in one of our next editions.

Vienna, Hotel Bristol,
ISW-TBE Conference Participants 2007
Best regards, S, |

ﬁh (secla (Lo 2

Prof. Dr. Ursula Kunze

Institute for Social Medicine,

Center for Public Health, Medical University of Vienna
Publisher of the ISW-TBE

Rooseveltplatz 3

1090 Vienna

Austria

Tel: +43/1/4277-64660

Fax: +43/1/4277-9646

Email: Ursula.kunze@meduniwien.ac.at




Vienna, Hotel Bristol, ISW-TBE Press Conference 2007 1

9t Annual Meeting of the International

Scientific Working Group on
Tick-Borne Encephalitis (ISW-TBE)
January 25-26, 2007

The 9th Meeting of the ISW-TBE was taking place in Vienna, Hotel Bristol and was dealing with the topic: From
Epidemiology to Vaccination Recommen-dations in 2007: New Issues — Best Practices

Press Conference Report:
Tick-Borne Encephalitis: Underdiagnosed, Underreported and Underprevented

TBE Increase in 2006 -How Come and How Much ?

Prof. Jochen Suf3 focused in his presentation on two highly topical aspects. First he pointed out, that the incidence of TBE
between 1993-2002 had been subject to regional and annual variations, there has been a clear and significant trend towards a
general and continuous increase since 2003. The only exception to this trend has been Austria. And second, the increase in the
incidence of TBE may also be due to climatic changes. Thus, moderate increases in temperature may accelerate the tick
development cycle and increase egg production and population density. Also, milder winters and extended spring and fall seasons
prolong seasons of tick activity and, as a result, viral transmission. The vaccination overage rate is still too low considering the
epidemiological situation.

TBE - a Vaccine-preventable Travel Disease

Prof. Michael Kunze pointed out that responsible for an increase in TBE risk —is MOBILITY!

Every year, more than 60 million EU citizens travel to endemic regions in eastern, central, and western Europe. Since the eastward
expansion of the EU, the number of tourists from western European countries has greatly increased, accounting for more than 50%
of the 365 million (2004) tourist arrivals in these countries, potentially putting the non-vaccinated at risk of acquiring TBE.

The Human Face of TBE

Mrs. Christine Freund, president of the Austrian TBE Patient Advocacy Group, gave an impressive presentation on the activities
of the organization, the first of its kind in Europe. The focus of the group was to support patients in matters of every-day life, such
as arranging medical help and corresponding with authorities, the courts, and insurance providers. Today, an additional focus of
the organization is to inform the public of the potential consequences of TBE and to increase awareness of the only effective
weapon against it — vaccination . One of our main goals is to inform people of the potentially disabling consequences a tick bite
can have”, said Christine Freund. “In many cases, a single hospital stay is not the end of the story. The virus may leave lasting
damage, fundamentally changing the lives of those affected and their families.”

The Clinical Face of TBE

Dr. Ulf Baumhackl, “Some people still think that TBE is a benign self-limiting disease that usually resolves without late sequelae”,
Dr. Baumhackl went on to say, “but this far from true. Between 20-30% of patients will require long-term rehabilitation. And in
about 1 in 100 patients, the disease will take a lethal course.” “One or the most important tasks in combating TBE”, Dr. Baumhackl
concluded, “is to educate the public about the unfavorable prognosis of TBE and to explain that prevention through
vaccination is the only effective means to combat the disease.”

From Epidemiology to Vaccination
Report on the 9th Meeting of the ISW-TBE:

Among the members of the TBE virus serocomplex, three subtypes play an important role, i.e., the European, the Far Eastern, and
the Siberian subtype. Their survival depends on two types of hosts, i.e., ticks, which act as virus transmitters, and vertebrates.
While Ixodes ricinus is the most important transmitter of the European virus subtype, Ixodes persulcatus is the main vector of the
Far Eastern and Siberian subtypes.



Non-endemic countries include the United Kingdom, Ireland, the Benelux countries, France, and Spain. TBE plays only a marginal
role in Italy, Greece, and Denmark. It is more important in Croatia, Sweden, Finland, and Slovakia and most prominent in Austria,
Germany, Poland, Hungary, and the Baltic states Estonia, Latvia, and Lithuania. Particularly during the 1990s, the number of
autochthonous cases of TBE increased in all endemic regions.

TBE in the Baltic and Nordic Countries

The Baltic countries have been endemic since Soviet times. In Latvia, TBE incidence rates are among the highest worldwide.
Morbidity increased until 1998, with an all-time high of 1366 cases in 1994. About two-thirds of those infected were retired or
unemployed. However, the positive effects of the vaccination campaign initiated in response to this development have already
become apparent, with 142 and 170 cases in 2005 and 2006.

In Lithuania, significant increases in morbidity were seen between 1993 and 2004, reaching a peak of 763 cases in 2003. With the
TBE vaccine not paid for by the state, cost may well play a role, and many people may not be able to afford the vaccine. Among
those who could, the socialist legacy still appears to suggest that, if vaccination is not state-funded, it is simply not important.

TBE also remains a serious public health problem in Estonia. In some highly endemic areas, both I. ricinus and I. persulcatus are
present, and both the eastern and western virus subtypes have been found. The fact that the absolute number of TBE cases has
been lowest in Estonia may at first sight suggest that this country carries the lowest risk of TBEV infection. However, the incidence
rates in 2005 and 2006 suggest otherwise.

TBE incidence rate per 100,000 in Estonia, Latvia, and Lithuania

2005 incidence rate per 100,000 2006 incidence rate per 100,000
Estonia 121 12.7
Latvia 8.2 7.4
Lithuania [A 13.4

Among the Nordic countries, TBE risk is highest in Sweden, the district with the highest incidence being Stockholm. Peak morbidity
was reached in 2004 with 160 reported cases. Recently, some Swedish cases have also originated outside the known endemic
regions. This is also true for both Denmark and Norway, where the first cases ever were reported in 1998, but morbidity has
remained low.

Dr. Asokliene also presented results of a cross-country survey of the vaccination rate in the Baltic countries and Sweden carried out
in October and November 2006 based on 1000 computer-assisted telephone interviews in each country. The results showed that
20% of the Swedish population had never before heard about TBE. In the Baltic states, this proportion ranged between 2% and
9%. Overall, 30% of Swedes, 32% of Lithuanians and 9% of Estonians had never heard about the possibility to vaccinate against
TBE. Interestingly, in the high-risk country Estonia, 100% of respondents stated that they were aware that a vaccination against
TBE existed. Data on the vaccination rate largely corresponded with the level of information in each country, with vaccination
coverage being highest in Latvia.

Vaccination coverage in percent in Sweden and the Baltic countries in 2006
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TBE in the Czech Republic, Slovenia and Austria

Number of TBE cases reported in the Czech Republic, Slovenia and Austria up to 2006
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In the Czech Republic, TBE is present in virtually all parts of the country, with the highest morbidity traditionally reported in
Southern and Western Bohemia. The past two decades have been characterized by steady increases in morbidity, reaching an
alarming zenith of 1028 reported cases in 2006, three even taking a lethal course.

Slovenia still is the number one source of TBE cases in former Yugoslavia, with the number of cases having remained rather
constant over the past two decades. After a record high of 492 cases in 1994, morbidity dropped to 136 cases in 1998. Since then,
there has been a gradual increase to 350 cases in 2006, the highest sine 1994.

Not surprisingly, Dr. Rendi-Wagner placed special emphasis on what has come to be called the Austrian success story in the fight
against TBE. Just one year before the annual TBE vaccination campaign was introduced in 1981, a total of 677 cases were reported
in Austria. Since then, this number has declined steadily and significantly, reaching an all-time low of 41 in 1999. The decrease
seen in Austria is in sharp contrast to the significant increases seen in all other European countries. The explanation is obvious: The
decrease in morbidity has gone hand in hand with an increase in vaccination coverage from approx. 6% in 1980 to 88% in 2006. In
Styria and Carinthia, the federal provinces with the highest risk of TBEV infection, vaccination coverage is even as high as 92%.
The incidence rate per 100,000 Austrians in 2005 was 1.2.

TBE cases and vaccination rates in Austria between 1980 and 2006
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By contrast, based on results of a survey carried out in 2005, the vaccination rate in the Czech Republic was as low as 11%. Even
though somewhat higher in Southern Bohemia (20%) and Western Bohemia (14%), this proportion is still too low considering the
2005 incidence rate per 100,000 of 6.3.

The survey also sought to determine what it was that stood in the way of accepting TBE vaccination. When asked what the reasons
for not being immunized were, 32% of respondents said they never or rarely went to a tick -contaminated area, 26% said they had
never thought about it before, and 10% stated that they considered the risk of infection very low. For 8% of respondents, the
immunization was too expensive, 4% stated fearing the side effects of vaccination, and 7% said they didn’t know, because, really,
immunization does make sense.

TBE in Germany, Poland and Switzerland

The sharp increases in TBE morbidity seen in the Czech Republic are mirrored by figures from both Germany and Switzerland. In
his presentation, Univ.-Prof. Dr. Jochen Suss, Friedrich-Loffler Institute, Jena, Germany, not only presented data showing additional
significant increases in TBE morbidity between 2003 and 2006. He also discussed some of the likely reasons responsible for the
significant increases in TBE, among them global warming.

Increase in the number of TBE cases between 1993 and 2006

Meannumberof 2003 2004 2005 2006 Increase(%) batween ncrezse (%)

TBE cases between 2005 and 2006 between 1993-2002

1953 and 2002 and 2006

Austria 89 g2 54 100 g4 =16 -G
Czech Republic EGg e = 242 1017 EQ a0
Germany 105 270 274 431 jraatel 4 102
Paoland {Ern 393 262 T4 308 T 5]
Switzerland a2 116 13 07 256 24 M2

Even though, as Prof. Suss pointed out, the incidence of TBE between 1993 and 2002 had been subject to regional and annual
variations, there has been a clear trend towards a general and continuous increase since 2003. As mentioned earlier, the only
exception to this trend has been Austria. However, even Austria witnessed an increase from 54 cases in 2004 to 100 cases in 2005,
an increase by 85%. In the Czech Republic, the number of cases increased by 28% between 2004 and 2005 and by 58% between
2005 and 2006. In Poland, the number of TBE cases in 2006 was the second-highest in recorded history. In Germany, the 2005



record high, representing an increase by 58% compared to 2004, was overshadow-ed by an additional 24% increase in 2006.
Similar increases have been observed in Switzerland.

Number of TBE cases reported in Germany, Poland, and Switzerland between 1990 and 2006
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Increase in the Morbidity of TBE: What are the Causes?

According to Prof. Suss, the increase in the number of TBE cases is the result of a complex interplay of social, economic, political,
ecological, and climatic factors, the relative weight of which is not easily quantifiable. Of course, part of the increase may be
explained on the basis of quality improvements in epidemiological surveillance and diagnostics. At the same time, awareness of TBE
among physicians and the general public has also increased.

Other contributing factors include changes in lifestyle, which have resulted in more leisure time spent in nature. Particularly in
affluent countries, most infections with TBEV are contracted during outdoor leisure-time activities, such as camping, hiking, or
mountain biking. TBE has also become an international public health problem due to the increasing mobility of non-vaccinated
persons from non-endemic areas traveling or relocating to high-risk areas.

In less affluent countries, soaring energy prices have caused people to enter the woodlands to pick berries or gather mushrooms
and firewood for sale or personal consumption, increasing their exposure and risk of infection. For example, in some areas in the
Baltic states and Russia, the incidence of TBE has been found to be highest among the unemployed or retired population.

Other factors include changes in agricultural production methods, such as reduced use of pesticides, the use of less toxic and more
specific pesticides, or shrub encroachment as a result of European farmers being required to leave idle part of their land.

Finally, the increase in the incidence of TBE may also be due to climatic changes. Thus, moderate increases in temperature may
accelerate the tick development cycle and increase egg production and population density. Also, milder winters and extended
spring and fall seasons prolong seasons of tick activity and, as a result, viral transmission.

Another result of climate changes has been an expansion of existing risk areas. For a long time, TBE was thought of as a problem
limited to a few endemic regions. Generally, the geographical boundaries of TBE foci remain stable for many years or even
decades. However, there have been signs indicating that new foci are developing and existing ones are expanding. In Germany,
there have been single cases in Mecklenburg-Western Pomerania, Lower Saxony, Saxony-Anhalt, and Brandenburg, and in Austria,
Vorarlberg may have developed into a new focus, with 3 autochthonous cases reported in 2006. Also, global warming appears to
have pushed the borders of TBE endemicity further north. For example, the increase in TBE cases in the Stockholm area since 1984
has been related to milder winters and longer spring and fall seasons. Similarly, the first ever TBE cases in Denmark and Norway
were reported in 1998.

Conversely, high-risk countries such as Russia, Estonia, Latvia, and Lithuania, which had registered significant increases in TBE
around the end of 1990s, have not seen any further increases or have even reported decreases unrelated to increased vaccination
coverage. “What this shows,” said Prof. Siss, “is that much research into the interdependencies between all factors implicated in
the risk of TBE is still to be done.”

Vaccination Coverage Too Low
In view of these epidemiological developments, it is puzzling why a mere 11-20% of Germans living in high-risk endemic areas are



vaccinated against TBE. In non-risk areas, the proportion is as low as 6-10%.

The five German federal lander with the highest risk of contracting TBE are Baden-Wiurttemberg, Bavaria, Hesse, Rhineland-
Palatinate, and Thuringia. In 2005, the first German TBE vaccination study was carried out by the “Gesellschaft flr
Konsumguterforschung (GfK)”, asking 20,000 families, or 44,956 individuals, about their vaccination status.

Vaccination rate (%0) in non-risk and risk areas in the five German lander with the highest TBE morbidity
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In Switzerland, the mean vaccination coverage of 13% in both males and females likewise is very low. Even though somewhat
higher in high-risk regions, where it ranges from 17-21%, vaccination rates are far too low considering the epidemiological
situation.

TBE & THE TRAVELER

Action points adopted by the Travel Expert Advisory Board in November 2006

Spread information at national and international travel expert meetings and congresses

Initiate TBE projects in neurological departments, work on improving diagnostics, and set up national reference laboratories

Collect and publish case reports on TBE in travelers

Work with WHO to change the WHO travel recommendations on TBE vaccination

Compare travel recommendations on TBE vaccination among individual countries

Establish opinion leader boards in the individual countries

Work on distributing correct TBE information, communicating with travelers via internet, sports magazines, travel

magazines, or websites providing specific information for travelers

m Include TBE travel information on websites of embassies (example: www.cimed.org), travel agencies, and on the ISW-TBE
website

= Include members of the tourist and travel guide industries in the efforts of the ISW-TBE to raise awareness of TBE and

promote cooperation

ISW-TBE WEBSITE

More information about the activities of the ISW and about the individual topics of the conference is available on www.isw-tbe.info.

NEW TBE INFORMATION MATERIAL NOW AVAILABLE

It would give us a great pleasure, if you get in touch with us, in case you are interested in the new TBE Information Material for
2007.
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Endemic Map
ISW Flyer
TBE Info Folder

TBE Waiting Room Poster
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Mailing Package - containing: -
ISW Info Folder, TBE Poster, Tick Remover Card

This email is intended merely to highlight issues and not to be comprehensive, nor to provide medical advice. Should you have any questions on issues reported

here, please contact Prof. Ursula Kunze ( ursula.kunze@meduniwien.ac.at ). We hold your email address, which we use to send you this electronic news update
on TBE and on the activities of the ISW-TBE group. We use your details for our own internal purposes only. If any of your details are incorrect or if you no longer

wish to receive emails from us, please let us know by emailing us at ursula.kunze@meduniwien.ac.at .




