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Two-thirds of Wiley-Blackwell's Journal Portfolio now has an

Impact Factor
Hoboken, N.J.

Wiley-Blackwell, the scientific, technical, medical, and scholarly business of John Wiley & Sons, Inc., today
announced that two thirds of its journals (67% and 1,013 titles) have an Impact Factor according to the
Thomson ISI® 2009 Journal Citation Reports (JCR). This is a higher proportion of the list than any other major
journals publisher. Of these ranked titles, nearly a quarter are in the top ten of their subject category (332
titles) whilst two thirds are in the top half of their category.

Wiley-Blackwell has 36 number 1 rankings (from 33 titles, with Econometrica top of three, and Worldviews on
Evidence-Based Nursing top of two categories respectively), the joint highest number of top ranked titles as a
proportion of the list. The Wiley-Blackwell journal CA-A Cancer Journal for Clinicians remains in first place
overall with an Impact Factor of 87.925.

51 new titles were added to Wiley-Blackwell's listing in the JCR for 2009 with 4 titles re-listed.

Wiley-Blackwell's average Impact Factor saw a 5.3% rise last year. This year, the company's average was 2.1,
compared to 2.0 last year. This is in the context of an overall 1.7% reduction in average Impact Factor between
JCR 2008 and 2009.

Overall, Wiley-Blackwell published 11.2% of the journals, 11.3 % of the articles, and received 11.1% of the
citations.

"We are delighted with the Impact Factor results this year", said Steve Miron, Senior Vice President, Wiley-
Blackwell. "They reflect the hard work of our external Editors, society partners and Wiley colleagues to
continually drive the quality of the journals that we publish and to ensure they meet the needs of authors and
researchers alike".

Impact factors are a metric that reflect the frequency that peer-reviewed journals are cited by researchers,
making them an important tool for evaluating a journal’s quality.

Within the 2009 Journal Citation Report were a number of key changes in the rankings for individual titles.
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Highlights in Chemistry and Physical Sciences:

Angewandte Chemie, a journal of the German Chemical Society published under the Wiley-VCH
brand, has further increased its Impact Factor to 11.829, strengthening its position as the leading
chemistry journal publishing primary research and review articles.

ChemSusChem, also from Wiley-VCH and co-owned and supported by ChemPubSoc Europe (an
association of 16 European Chemical Societies), received an impressive first Impact Factor of
4.767.

Biofuels, Bioproducts, Biorefining - Biofpr, published on behalf of the Society for Chemical
Industry, increased its Impact Factor by over 68% to 4.885 and now ranks 2nd after just two
years.

There are four number one ranked journals in physical sciences, including Mass Spectrometry
Reviews for the 11th consecutive year and Advanced Synthesis and Catalysis for its 7th year.
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Highlights in Life Sciences:

Within Life Sciences we have achieved 9 number one rankings. 4 journals retain their number
one rankings - Aging Cell in the Geriatrics and Gerontology category, Global Ecology and
Biogeography in Physical Geography, Human Brain Mapping in the Neuroimaging category and
Journal of Avian Biology in Ornithology.

5 journals rise to number one ranking — Fish and Fisheries in the Fisheries category, Global
Change Biology in the Biodiversity Conservation category, Journal of Comparative Neurology has
risen to number one in Zoology and Molecular Nutrition and Food Research is now number one in
the Food Science and Technology category. Evolutionary Anthropology is ranked first in the
Anthropology category.

Recently launched journals that achieved an Impact Factor for the first time include Evolutionary
Applications — 4.744 and is ranked 9th in the Evolutionary Biology category, and Insect
Conservation and Diversity which also receives its first Impact Factor of 2.828 and is ranked 4th in
the Entomology category. Autism Research gets its first Impact Factor of 1.375 and Ecohydrology,
which launched in 2008, gains its first Impact Factor at 1.719.

FEMS Microbiology Reviews Impact Factor rose from 7.963 to 9.783 and is ranked 6/94 in the
Microbiology category and for the sixth consecutive year Ecology Letters increased its Impact
Factor to 10.318 and remains the highest ranking primary research journal in Ecology
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Highlights in Social Sciences & Humanities:

Wiley-Blackwell’s consistent leadership in social science is demonstrated through our publishing
more titles listed in the Social Science JCR than any other publisher.

11 of our journals were ranked number one within their subject category — these included Child
Development (ranked number one for the fifth consecutive year), Econometrica, Industrial
Relations and Journal of Computer-Mediated Communication.

75 of our journals are ranked in the top ten of their respective SSCI categories.

24 journals have received their first Impact Factor with Developing World Bioethics entering the
Ethics category at number seven.

In 18 categories we publish the most journals in the category confirming our exceptional market
presence in anthropology, business - finance, demography, economics, family studies, geography,
gerontology, health policy & services, history of social sciences, law, management, nursing,
planning and development, psychology (developmental and social), public, environmental &
occupational health, public administration and social sciences — mathematical methods.
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Highlights in Health Sciences: (l)

291 Wiley-Blackwell health science journals received an Impact Factor in 2009 with an average of
2.62, 26 journals increased their score by 0.5 or more and 24 titles received their first Impact
Factor. In addition 30 titles achieved an Impact Factor of 5 or more, with 9 titles ranked number
1 in their category and a further 50 in the top 10.

The journal CA — A Cancer Journal for Clinicians, published on behalf of The American Cancer
Society, was awarded an Impact Factor of 87.925 - the highest Impact Factor among all medical
titles. In the Oncology category, Wiley is now the third leading Publisher with 17 titles.

The Wiley EBM portfolio continues to gain strength, with Worldviews on Evidence-Based Nursing,
an official journal of the Honor Society of Nursing, Sigma Theta Tau International, claiming the
number 1 spot of 72 journals in the Nursing (science) category with an impact factor of 1.944, an
increase from 1.294 in 2008. The Cochrane Database of Systematic Reviews climbed to
5.653,moving up the rankings for the 2nd year, since its inclusion in the Journal Citation Reports
in 2007, to 11th place in Medicine, General & Internal.
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Highlights in Health Sciences: ()

From our Nursing portfolio, in addition to Worldviews on Evidence-Based Nursing now being
ranked number 1, Birth is now ranked as the number 2 journal with an impact factor of 1.919.

BJOG’s Impact Factor has increased to 3.437, while Ultrasound in Obstetrics & Gynecology now
has an Impact Factor of 3.154. American Journal of Transplantation, published on behalf of the
American Society of Transplantation (AST) and the American Society of Transplant Surgeons
(ASTS) received a 2009 Impact Factor of 6.433, maintaining its status as the number 1 ranked
journal in Transplantation. Hepatology, published on behalf of The American Association of the
Study of the Liver, is the highest ranking hepatology journal and second in the gastroenterology
and hepatology category, with an Impact Factor of 10.840.

The journal Allergy, published on behalf of The European Academy of Allergy and Clinical
immunoiogy, was awarded an impact Factor of 6.380, ranking it number 2 in the category for the
fifth year. In dentistry, Wiley-Blackwell has 11 titles ranked in the top 20. Journal of Clinical
Periodontology and Periodontology 2000 are ranked as number 1 and 4 respectively.

In veterinary sciences 14 of our titles saw a rise in impact factor, notably Journal of Veterinary
Internal Medicine increasing from 1.885 to 2.168 and now ranking in the top 10 at number
8. Zoonoses and Public Health’s impact factor leapt from 1.333 to 1.912.
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Highlights in Health Sciences: (lll)

Addiction and Addiction Biology keep their number 1 ranking in the categories of Substance
Abuse (Social Science) and Substance Abuse respectively and Alcoholism’s Impact Factor has
increased to 3.392. Bipolar Disorders, published by Wiley-Blackwell on behalf of the International
Society for Bipolar Disorders, jumped up 13 places in the Psychiatry category with an increased
Impact Factor of 5.502.

The journals of the BPS (British Pharmacological Society) received increased Impact Factors, with
BJP (British Journal of Pharmacology) increasing to 5.204, confirming it as the highest ranked
general pharmacology research journal. The Journal of Pathology's 2009 Impact Factor of 6.466
places it number 2 in the Pathology category. Brain Pathology has also seen its Impact Factor rise
for the 2nd year running, rising to 5.903.
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Protein kinases constitute a large family of proteins
that participate in the majority of cell signaling path-
ways." Kinases act as mediators of a variety of biologi-
cal processes in both normal physiology and pathoge-
nesis, through specific interactions with upstream and
downstream signaling molecules. Most kinases are
multidomain proteins consisting of a catalytic kinase
domain and several regulatory domains. The structures
of kinase domains are conserved and have a two-lobed
architecture consisting of a predominantly f-sheet N-

Some recently determined structures of kinase
domains, including Ste2o-like kinase (SLK; PDB 2JFL,
2J51) and lymphocyte-originated kinase (LOK; PDB
2J7T) of the Ste2o family and death-associated kinase
3 (DAPK3, PDB 2Jg0) and checkpoint kinase 2
(CHK2, PDB 2CN5) of the CaMK family, suggest that
domain swapping serves as a possible mechanism for
trans autophosphorylation between two identical pro-
tein kinases.** In a domain-swapped dimer, one struc-
tural element of a molecule is replaced by the identical
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FProtein kinases constitute a large family of proteins that participate in the majority of cell signaling pathways. 1 Kinases act as mediators of
avariety of biological processes in both normal physiology and pathogenesis, through specific interactions with upstream and
downstream signaling molecules. Most Kinases are multidomain proteins consisting of a catalytic kinase domain and several regulatory
domains. The structures of kKinase domains are conserved and have a two-lobed architecture consisting of a predominantly B-sheet M-
terminal lobe and a predominantly a-helical C-terminal lobe. 2 In contrast, the regulatory domains of different kinases often have distinct
overall folds and local structural motifs required for maintaining pathway specificity. Structure determinations of protein kinases have
provided more detailed descriptions of the regulation of Kinase activity at the molecular level, however, the mechanisms of critical events,
such as autophosphorylation, are still not fully understood.

Some recently determined structures of kinase domains, including Ste20-like kinase (SLK; PDB 2JFL, 2J51) and lymphocyte-originated
kinase (LOK; PDB 217T) ofthe Ste20 family and death-associated kinase 3 (DAPK3, PDEB 2J90) and checkpoint kinase 2 (CHKEZ, PDB
ZCME) of the CaMK family, suggest that domain swapping serves as a possible mechanism for trans autophosphorylation between two
identical protein kKinases.2, 4 In a domain-swapped dimer, one structural element of a molecule is replaced by the identical element from
the partner molecule. Diomain swapping is a general mechanism for forming protein oligomers and an efficient one from the evolutionary
point of view, because the interactions between monomers in the domain-swapped interface are native-like and new recognition sites
need not be evolved. In the February, 2009 issue of Protein Science, Lee et al.5 reported the X-ray crystal structure ofthe kinase domain of
oxidative stress responsive 1 (03R1), which represents another example of a domain-swapped protein kinase. A similar report by Villa et
al.b appeared in the December 2008 issue of Proteins. Structure, Function and Bicinformatics. The structural coordinates have been
deposited in the Protein Data Bank (PDB) as 204K and 2V, respectively. OSR1 is a SerThr protein Kinase belonging to the Ste20 family.
Itis one af the two human homologues of the putative Drosophila mitogen-activated protein kKinase kinase kinase kinase (MAP4K) Fray, 7
and a component of the recently identified WHNK-OSR1/SPAK pathway, which is responsible for cell valume contral and ion homeostasis in
mammals and is activated by osmotic stress 8 In the pathway, with-no-lysine kinases (WHKs) activate OSR1, which in turn activates the
Ma K 2C1 ~ cotransparters through direct phosphaorylation 9, 10 Mutations in WHKs lead to Gordon’s syndrome, an autosomal dominant
form of hypertension.11 Full-length OSR1 contains an C-terminal extension, residues 291-527; within this sequence, the unigue PF1
region, residues 291-344 is required for kinase activity, although the basis for this requirement is unknown.? The structures ofthe OSR1
kinase domains reported by Lee et al.5 and Villa ef al.6 used constructs that encompassed residues 1-295 and 1-303, respectively, and
neither contains a complete PF1 region.

Bath structural studies show that the OSR1 kinase domain farms a domain-swapped dimer (Fig. 1). The dimer interface is formed by
exchange of the P+1 loop, located in the Cterminus of the activation segment, and the following helix aBEF (Fig. 2). The interface is
stabilized by a salt bridge between Glu196 in helix gEF of one monomer and Arg279, located between helices al and ad, in the other
monomer, as well as van der Waals contacts between several hydrophobic residues from helix aEF of one monomer and the hydrophobic
pocket located between helices aG and aF ofthe partner monomer. The activation segment, which commonly is 20—30 residues in length
and contains one or several phosphorylation sites, is a critical structural element for regulation of kKinase activity. 12 Electron density is not
clearly defined in either study for the phosphorylation site, Thr185, orthe C-terminal part of the activation loop. The partially disordered
activation segment suggests that the O5R1 kinase domain structures represent an inactive conformation, because a correctly positioned
activation segment is required for ATP binding.

gD \ ¥ Figure 1. The kinase domain of oxidative stress responsive 1 (0OSR1) forms a
LLS Ry - - |
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Figure 2 Structure ofthe OSR1 kinase domain monomer. (A) The first monomer from the coordinate file PDB - |he partner
304K is shown. OSR1 has the typical bilobal kinase architecture consisting of a largely B-sheet M-terminal | aF and aG of
lobe (blue) and a helical C4erminal domain (aquamarine). {B) The domain-swapped interface between ructure shows
maonomers contains a salt bridge between Arg279 of one monaomer and Glu196 of the partner molecule, a 1ion pair

cation-w interaction between Lys148 of one monomer and Trp192 of the partner molecule, and hydrophobic
interactions between residues in aF and aG of one monomer with residues in aEF of the partner. {C) The
structure shows characteristics of an inactive kinase, including absence of an ion pair between Lys46 and
GluG3. An interactive view is available in the electronic version of the article, which also depicts superpositions
with other kinase structures..Inferactive View

the electronic
other kinase

wm the core of the molecule.
" This outward movement has been obsernved in the structure of catalytically active cyclin-dependent kKinase 2 (Cdk2) in complex with a
phosphatase. 12 Solution NMR and kinetic data on dimeric p21-activated kinase 2 (PAKZ) combined with the crystal structure of the highly
homalogous p21-activated kinase 1 (PAK1, POB 1YHY) in its active state suggest that dimerization, which allows positioning of the




ofthe P+1 loop, located in the C-terminus of the activation segment, and the following helix aEF (Fig. 2). The interface is stabilized by a salt
bridge between Glu196 in helix aEF of ocne monomer and Arg279, located between helices al and aJ, in the other monomer, as well as van der
Waals contacts between several hydrophobic residues from helix aEF of one monomer and the hydrophobic pocket located between helices aG
and aF ofthe partner monomer. The activation segment, which commonly is 20—30 residues in length and contains one or several
phosphorylation sites, is a critical structural element for regulation of kinase activity. 12 Electron density is not clearly defined in either study for
the phosphorylation site, Thr185, or the C-terminal part of the activation loop. The parially disordered activation segment suggests that the
J5R1 kinase domain structures represent an inactive conformation, because a correctly positioned activation segment is required for ATP
binding.

Figure 1. The kinase domain of oxidative stress responsive 1 (03R1) forms a
domain-swapped dimer. Each monomer binds one molecule of Mg-AMP-PMNP.
The two monomers from the coordinate file PDB 2DAK are depicted in blue and
yellow, respectively; the AMP-PMNP molecules are shown as CPK-colored bonds;

and the Mg?* ions are shown as green spheres. An interactive view is available
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Lee et al. did not identify any key differences in the amino acid sequences between homologous domain-swapped and non-swapped kinases.
Swapped domains often do not share similarity in sizes and sequences, based on the currently available high-resolution structures. 19 Owing to
the relatively small differences in free energy of monomers and oligomers, many domain-swapped oligomers show low-affinity and are only
observed in crystals 20 Indeed, OSR1 kinase domain is monomericin solution.3, 6 In contrast, the previously identified domain-swapped
kinase domains of SLK, LOK, and DAFPK2 form stable dimers in solution.4 Biochemical data for these kinases strongly support the involvement
of dimers in the autophosphrylation reaction. However, the functional relevance of dimerization cannot be judged solely from the affinity in
aquecous solution and coimmunoprecipitation experiments indicate that both the kinase domain alone and the full-length OSR1 are capable of
forming oligomers in cells. 10

Intrinsic conformational plasticity is critical for structural transitions between active and inactive states of protein kinases, and biophysical
evidence suggests that conformational dynamics may be coupled to catalysis.21-24 Results from MMR speciroscopy and molecular dynamics
simulations have linked conformational flexibility to domain swapping in other protein molecules.28, 26 Therefore, domain swapping may be a
consequence of the intrinsic conformational flexibility of kinase domains. The impact of domain swapping on the autophosphorylation reaction,
ifindeed they are coupled, remains to be fully elucidated, and additional structural and biochemical data are required to clarify the functional role
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The life cycle of A. castellanii consists of vegetative infective trophozoites that reproduce by binary fission, and a dormant cyst form (Figure
1) (Byers, 1979 Byers etal,, 1991; Ma et al., 1990). Trophozoites possess characteristic spines on their surface known as acanthopodia
that are used for motility and adherence to host cells (Figure 13, b). The latter is a primary step in pathogenesis (Cao et al, 1998; Khan,
2001). Trophozoites differentiate into cysts, a process known as encystment, under unfavourable conditions such as starvation (lack of
nutrients), cold, heat and increased osmolarity. Cysts are double walled, consisting of an outer ectocyst and an inner endocyst. Both walls
meet at points known as arms or rays. A castellanii has a maximum number of 5ix rays (Figure 1c). Cysts are resistant to various
antimicrobial agents, thus presenting a problem in chemotherapy because this may lead to recurrence of the disease. In addition, cysts
can sunvive harsh environmental conditions such as high temperatures and desiccation, and they can be airbarne (Byers, 1979;
Cordingley et al.,, 1996; Turner et al., 2000; Weisman, 1976). Furthermore, Acanthamoeba cysts can survive for several years while
maintaining their pathogenicity. These characteristics suggest that the primary functions of cysts may be to withstand adverse conditions
andto spread amoebae throughout the environment (Mazur et al., 1995). Under favourable conditions, cysts transform into trophozoites, a




@WILEY T ONLINE LIBRARY Loc

@ PUBLICATIONS | BROWSE BY SUBJECT | RESOURCES | ABOUT US

Enter e-mail address

Enter oassword

REMEMEBER ME

NOT REGISTERED 7
FORGOTTEM PASSWORD 2
INSTITUTIOMAL LOGIN =

Home = General Life Sciences = |

BOOK TOOLS
ﬁ Save to My Profile

= Recommend to Your
= Librarian

BOOK MENU
Book Home

FIND ARTICLES
Articles by Topic
Articles by Title

GET ACCESS

How to get online access

FOR CONTRIBUTORS
Author Guidelines

ABOUT THIS BOOK
Editors & Contributors
What's New

=ample Content

SPECIAL FEATURES
Mew Reviews

Unfavourable conditions

fﬂ} Ay
= Favourable conditions

(c)

(b)
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microscope. Under unfavourable conditions, traphozoites differentiate into cysts. (c) Cyst form of A

castellanii, characterized by arms or rays (arrow). Bar, 5 bm.
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