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Dr Robert William Honess

Bob Honess, Head of Virology
National Institute for Medica! 2
died on September 28th 1920
43. His short career which v
sively devoted to the study of nempes
viruses began in Peter Wil
ment in Birmingham with zn
the cross-neutralising det
nerpes simplex viruses anc
midine kinase protein under
sion of Douglas Watson.
Coffin Childs memarial felion
he continued these studie
Roizman and described
control of protein synihss
herpes virus infection in z no
series of publications. ==
his native Yorkshire and
Watson'’s department in |
to concentrate his research
of DNA replication in the co
expression and the mo
the resistance of the hero
merase to phosphono zc
there began his consids:
diversity of the structure o
genomes in relation to their o
logical properties.

To the great benefit o
joined the Virology Division
the object of extending his
the lymphotropic herpes viru
saimiri, and more recenty
discovered HHV-6. His commitm=
understanding the genetic
and the evolutionary re
these viruses to others in

group became the cenal
research during e last

g of their
ss 1o the iden-
sation of their

and to the dis-
wrus  thymidylate

leciual leader in
=z of research
ly successful in the
o was awarded the
io of the Society for
ology in 1984. From his

dies at Queen
Co'=o= where the quality of
ours degree was rec-
izn R White prize, his
or logic dominated his
r=s=arch and his concep-
Sion of ihe responsibilities of a scientist
standard which he set for
= conseguence, made him a
valuzble and constructive
miner and reviewer. He
pleasure in forcefully
s considered views for dis-
asgenerous to a fault with
iich he would devote to assist
sz his colleagues and students.
n 1o science with time over-
med nis considerable talent as an
yielded an outstanding contri-
io wirology in a tragically curtailed
and incompletely fulfilled career.

Dr R W Honess

For us who came to depend on his
enormous knowledge, his generosity
and his friendship he is irreplaceable

Dr J J Skehel FRS is the Director of the
National Institute for Medical Research in
London. [
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John Nicholas, Ph.D.
Fax: (410) 955-0125

Interests:

Molecular biology of oncogenic herpesviruses, mechanisms of viral pathogenesis, signal transduction by
viral cytokines and chemokine receptors.

Properties and Roles of Viral Cytokines in HHV-8 Related Malignancies

Titles
Associate Professor of Oncology
Joint Appointment in Molecular Microbiology and Immunology

a4

Schools/Degrees
Ph.D., National Institute for Medical Research, London, U.K.

Training
Fellow, Molecular Virology, Duke University, Durham, NC
Fellow, Molecular Virology, National Institute of Medical Research

Research Summary

Research in this laboratory is directed toward understanding the relevance of captured cellular gene homologues to replication
and pathogenesis of human herpesvirus-8 (HHV-8), an oncogenic virus associated with endothelial tumor Kaposi‘s sarcoma
(KS) and B cell malignancies primary effusion lymphoma (PEL) and multicentric Castleman’s disease (MCD). Like other
herpesviruses, HHV-8 is able to undergo lytic replication to produce new infectious particles and also to establish latent
infections, which for some gamma (lymphotropic) herpesviruses can lead to neoplasia. HHV-8 specifies 2 homologue of
interleukin-6 (vIL-6), three chemokine homologues (vCCL-1, vCCL-2, vCCL-3), and 2 chemokine receptor-related G protein-
coupled receptor (vGPCR) that have been implicated as contributors to HHV-8-associated neoplasia because of their
angiogenic, proliferative and anti-apoptotic activities. The virus encodes several other cellular homologues, including four
viral interferon regulatory factors (vIRFs 1-4), which function to evade innate cellular defenses against virus infection by
inhibiting host IRF functions and via other mechanisms.

Research projects currently being undertaken in this laboratory are aimed at addressing: (1) the mechanisms by which vIL-6 is
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IDENTIFICATION AND CHARACTERISATION OF PROTEINS FROM
DEVELOPING BRAIN.

M Goedert
M Craxton

Scientific Staff 20%
Scientific Staff (from 11.92) 100%

A typical mammalian genome contains of the order of 100,000 genes and the majority of
the corresponding gene products is believed to be expressed in the central nervous system. To
date, only a minority of these gene products has been identified and even fewer proteins are
understood at a functional level. Thus, current thinking about the functioning of the central
nervous system in molecular terms is based on the knowledge of only a small percentage of
the molecules involved. This is especially true of the development of the nervous system,
where the making of a structure as complex as the cerebral cortex is likely to require a large
number of genes.

In order to gain a better understanding of the molecules involved in the development of the
cerebral cortex we have recently started to tag-sequence cDNA clones from developing rat
cerebral cortex. A cDNA library was made from cortical tissue of 19 day old rat fetuses. This
stage was chosen, since morphological studies have shown that large numbers of connections
between nerve cells are being established around this time.

Head of Genome Studies
1992




synaptotagmin

English [edit]

Noun [edit] | | {r g Wikipedia has an article on:

e P Synaptotagmin
synaptotagmin (plural synaptotagmins) =

1. (biology) Any of a family of membrane-trafficking proteins characterised by an N-terminal transmembrane region, a variable linker, and two C-
terminal C2 domains (C2A and C2B).
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Identification of a Synaptic Vesicle-Specific Membrane
Protein with a Wide Distribution
in Neuronal and Neurosecretory Tissue

J.Cell Biol. 1981

Nature of the Antigens and Antibodies

To determine the specificity of the antibodies and properties
of the antigens bound by them, we denatured synaptic plasma
membranes (29) in boiling SDS and separated the denatured
proteins by size on polyacrylamide gels (33). After electropho-
resis was completed, the proteins were fixed in the gels and
antibody molecules were allowed to bind the proteins in the
gel (5). In Fig. 5 (lanes b and d), it is evident that each antibody
binds a single protein in these gels, which has a molecular
weight of ~65,000. A mixture of the antibodies also binds only
one band, Fig. 5/, so the antigenic determinants must be on
proteins of similar molecular weight. In fact, the results in Fig.
6 show that each monoclonal antibody is able to block subse-
quent binding by an isotope-labeled preparation of the other
antibody. This result implies that the two antibodies bind
antigenic determinants on the same 65,000-dalton protein. The
two antibodies are not identical, however. Serum 48 clearly
binds with greater affinity than serum 30 (Fig. 6). In addition,
they are members of different IgG allotype groups (data not
shown). The protein is 2 minor component, not evident in the
corresponding Coomassie Blue-stained gel stnip (Fig. Sa, ¢,
and e).

Further studies were done on the antigen using a quantitative
radioimmune assay. The results in Table IV show that the
antigen is associated almost exclusively with the particulate
fraction from a brain homogenate. Less than 1% of the antigen
is found in the soluble fraction. The antigen is not released
from the particulate fraction by high or low salt, but is solubi-
lized with Triton X-100. The results in Table IV also show that

the antigen
with trypsin | Therefore, the antigen has the properties of an

integral membrane protein. These results are compatible with
the observed association of the antigenic determinants with the
outer surface of synaptic vesicles.

Monday, 3 May 2010

WILLIAM D. MATTHEW, LARISA TSAVALER, and LOUIS F. REICHARDT
Departments of Physiology, and Biochemistry and Biophysics, School of Medicine, University of
California, San Francisco, California 94143

Cell homogenate 10
Protein A-polyacrylamide bead 10.6

Immunoprecipitation of [HINE from a PC12 homogenate containing
["*C)leucine-labeled proteins. PC12 cells were grown in the presence of
["*C)leucine for 5 d before a 60-min incubation in ["H]NE. The ratio of
[*HINE to ["“C)leucine was normalized 1o the value found in the homogenate
which has been defined as 1.0

-= 200
-= 130

- 60

-—- 40
- 40

FIGURE 5 Identification of antigens. Synaptic plasma membranes
were dissolved in SDS mercaptoethanol and fractionated in 10%
polyacrylamide gels in a discontinuous buffer system (33), The
antigens were identified by initial incubation with the monoclonal
antibody, subsequent incubation with ['?*1]-goat-anti-mouse-kappa
chain affinity punified immunoglobulins (5). Lanes A, C, and £ are
Coomassie Blue-stained gel lanes; lane B is the autoradiograph of
a gel treated with serum 30; lane D with serum 48; and lane F with
both serum 30 and serum 48. The migration pattern of protein
standards with molecular weights measured in thousands is shown
on the right. Gels incubated with ['*1)-goat-anti-mouse-kappa an-
tibody, but not either monoclonal antibody did not have detectable
binding.

265
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Fig. 3. RPA results. Probes A-O are detailed m Table 1. Arrowheads indicate full-length products. the sizes of which are: A 431 nt. B 430 nt,

C 476 nt. D 402 nt. E 334 nt. F 357 nt. G 395 nt, H 4355 nt, [ 438 m, |

mBEMNAS are:

3130 nt. K 481 nt. L 579 ot. M 242 nt, N 520 nt. O 340 nt. Tissue

| adult brain. 2 adult spinal cord. 3 F17 embryo forebrain. 4 adult heart, 5 adult kidney. 6 adult liver, 7 adult lung. & adult

spleen, 9 adult tests, 10 adult thymus.
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« Anne Bertolotti - Cellular aspects of protein misfolding in neurodegenerative diseases
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Research article
Synaptotagmin gene content of the sequenced genomes

Molly Craxton =
Medical Research Council, Laboratoery of Molecular Biclogy, Hills Road, Cambridge, CB2 2QH, UK

24 author email 28 corresponding author email
BMC Genomics 2004, 5:43  doi:10.1186/1471-2164-5-43

The electronic version of this article is the complete one and can be found online at:
http://www_.biomedcentral.com/1471-2164/5/43

Received: 6 April 2004
Accepted: 6 July 2004
Published: 6 July 2004

© 2004 Craxton; licensee BioMed Central Ltd. This is an Open Access article: verbatim copying and redistribution of this
article are permitted in all media for any purpose, provided this notice is preserved along with the article's original URL.

Research article
Evolutionary genomics of plant genes encoding N-terminal-
TM-C2 domain proteins and the similar FAM62 genes and
synaptotagmin genes of metazoans

Molly Craxton 24
Medical Research Council Laboratory of Molecular Biology, Hills Road, Cambridge CB2 0QH, UK

24 author email =& corresponding author email
BMC Genomics 2007, 8:259  doi:10.1186/1471-2164-8-259

The clectronic version of this article is the complete one and can be found online at:
http://www.biomedcentral.com/1471-2164/8/259

Received: 22 November 2006
Accepted: 31 July 2007
Published: 31 July 2007

@ 2007 Craxton; licensee BioMed Central Ltd.

This is an Open Access article distributed under the terms of the Creative Commons Attribution License
(http://creativecommeons.org/licenses/oy/2.0), which permits unrestricted use, distribution, and reproduction in any
medium, provided the original work is properly cited.

Research article
A manual collection of Syt, Esyt, Rph3a, Rph3al, Doc2, and
Dblic2 genes from 46 metazoan genomes - an open access
resource for neuroscience and evolutionary biology

Molly Craxton 2
Medical Research Council Laboratory of Molecular Biclogy, Hills Road, Cambridge, CB2 0QH, UK

24 author email =4 corresponding author email
BMC Genomics 2010, 11:37  doi:10.1186/1471-2164-11-37

The electronic version of this article is the complete one and can be found online at:
http://www.biome ntral.com/147 4/11/37

Received: 10 August 2009
Accepted: 15 January 2010
Published: 15 January 2010

© 2010 Craxton; licensee BioMed Central Ltd.
This is an Open Access article distributed under the terms of the Creative Commons Attribution License

(http://creativecommeons.org/licenses/by/2.0), which permits unrestricted use, distribution, and reproduction in any

medium, provided the original work is properly cited.
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Marine Invertebrates

Trichoplax adhaerens Nematostella vectensis Capitella sp. | Helobdella robusta Lottia gigantea Ciona savignyi Ciona intestinalis Stongylocentrotus purpuratus Branchiostoma floridae
http://www.jgi.doe.gov http://www.jgi.doe.gov http://www.jgi.doe.gov http://www.jgi.doe.gov http://www.jgi.doe.gov http://www.broad.mit.edu http://www.jgi.doe.gov http://www.hgsc.bcm.tmc.edu http://www.jgi.doe.gov
Gene Name Gene Name Gene Name Gene Name Gene Name Gene Name Gene Name Gene Name Gene Name
Syt1 Syt1 Syt1 Sytia Syt1 Syt1 Syt1 Syt1 Syt1a
Syt7 Syt7 Syt4 Syt1b - sequence starts within C2AB region Syt4 Syt7 Syt7 Syt4 Syt1b
Syt21 Syt21 Syt7 Sytic Syt7 Syt15 Syt15 Syt7 Syt4
Syt22 Syt24 Syt9 Syt1d Syt9 Syt16 Syt16 Syt9a Syt7
Syt23 Syt25 Syt12 Sytte Syt12 Sytalphat Sytalphat Sytob Syt9
Dblc2 Syt26 Syt15 Syt4 Syt15a Sytalpha2 Sytalpha2 Syt12 Syt12
Esyt2 Syt27 Syt16 Syt7a Syt15b Dblc2 Dblc2 Syt15 Syt15a
Rph Syt28 Syt17 Syt7b Syt16 Esyt2 Esyt2 Syt16 Syt15b
Syt29 Syt44 Syt7c Syt17 Rph Rph Syt17 Syt16
Syt30 Sytalpha Sytrd Syt18 Syt18 Syt17
Syt31 Dblc2 Syt7e Syt21 Syt21 Syt18
N O neurons Syt32 Esyt2 Sytrf Syt47 Syt48 Syt52
Syt33 Rph Syt15a Sytalpha Syt49 Syt53
Syt34 Syt15b Dblc2 Syt50 Syt54
Syt35 Syt16 Esyt2 Syts1 Sytalpha
Syt36 Syt45 Rph Sytalpha Dblc2
Syt37 Syt46 Dblc2 Esyt2a
Syt38 Esyt2a Esyt2 Esyt2b
Syt39 Esyt2b Rph - gap in genome sequence Rph
Syt40 Rph
Syt41
Syt42
Syt43
Dblc2
Esyt2a
Esyt2b So many!
oz Rather few!
ph
:
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Ecdysozoa
Ixodes scapularis Daphnia pulex Acyrthosiphon pisum Tribolium castaneum Nasonia vitripennis Apis mellifera Anopheles gambiae Drosophila melanogaster Drosophila simulans
http://www.jcvi.org http://www.jgi.doe.gov http://www.hgsc.bcm.tmc.edu http://www.hgsc.bcm.tmc.edu http://www.hgsc.bcm.tmc.edu  http://www.hgsc.bcm.tmc.edu http://www.jcvi.org http://flybase.org http://flybase.org
http://www.broad.mit.edu http:///genome.wustl.edu
Gene Name Gene Name Gene Name Gene Name Gene Name Gene Name Gene Name Gene Name http://flybase.org Gene Name
Syt1 Syt1 Syt1 Syt1 Syt1 Syt1 Syt1 Syt1 Syt1
Syt4 Syt4 Syt4 Syt4 Syt4 Syt4 Syt4 Syt4 Syt4
Syt9 Syt7 Syt7 Syt7 Syt7 Syt7 Syt13 Syt7 Syt7
Syt13 Syt13 Esyt2 Syt9 Syt9 Syt9 Syt16 Syt12 Syt12
Syt15a Syt15 Syt12 Syt12 Syt12 Sytalpha Syt13 (Sytbeta) Syt13 (Sytbeta)
Syt15b Syt16 Syt13 Syt13 Syt13 Esyt2 Syt16 (Syt14) Syt16 (Syt14)
Syt16 Syt17 Syt15 Syt16 Syt16 Sytalpha Sytalpha
Syt55 Syt56 Syt16 Syt20 Syt20 Esyt2 (CG6643) Esyt2 (GD6643)
Esyt2 Syt57 Esyt2a Sytalpha Esyt2 Rph Rph
Rph - gap in genome sequence Esyt2 Esyt2b Esyt2 Rph
Rphl Esyt2c

Rph
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Michel Goedert
Molecular mechanisms of neurodegeneration

Alzheimer's disease and Parkinson's disease are characierized by the prasence of
abnormal filamentous assemblies within some nerve cells. Similar assemblies are found in
several related disorders. The events leading 10 filament formation or the mere presence of
filaments are believed to produce nerve cell degeneration.

Qur work has shown that the intraneuronal filaments found in these diseases are made of
either microtubule-associated protein tau or a-synuclein.

In Aizheimer's disease hyperphosphorylated tau protein forms the major component of paired helical and straight filaments.
The discovery of mutations in the tau gene in inherited frontotemporal dementia has firmly established that dysfunction of tau
protein can cause neurodegeneration and dementa,

The a-synuclein gene is mutated in rare cases of inherited Parkinson's disease and a-synuclein Is the major component of
the filamentous lesions that characterize Parkinson’s disease and other Lewy body disorders, as well as mul¥ple sysiem
avophy. Itis therefore central to the pathogenesis of these diseases.

Current work is aimed at developing experimental animal models of tauopathies and a-synucleinopathies and at identifying
disease modifers,
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