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False-color image of the head of
a fruit fly, showing the stochas-
tic epigenetic silencing of a
transgene encoding green fluo-
rescent protein in individual
ommatidia of the eyes. The
importance of epigenetics in
regulating gene activity is dis-
cussed in a special section in this
issue. [Photo by Kami Ahmad]

1112
Seeing the space
between

Extragalactic x-ray sources

in the Milky Way

1005



S YOUR SEQUENCING
ABOUT TO MOVE

OR BACKY

High quality sequencing data is critical to moving forward in your research. And
as you know, the sequencing chemistry you use will directly impact data quality.

But did you know this: you may soon be told to change your sequencing = -
chemistry. At that point, ask, “To what? Will it be as bright and as robust? Will |
lose signal? Will | have to change my workflow to make it work? Will | have the .
same easy clean up process as before!” Ask gquestions, then test against .
DYEnamic” ET terminator chemistry from Amersham Pharmacia Biotech-now. "
available for all AB! PRISM™ instruments.

Put DYEnamic ET Terminator Cycle Sequencing Kit to the test

DYEnamic ET chemistry has reliably sequenced billions of bases in some of the
largest sequencing facilities in the world. Want to move forward in your
sequencing with the proven chemistry and kits? Go to www.apbiotech.com

and order a test kit at our special promotional price.
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Scienceonline

. . Daily
www.scienceonline.org coverage of
CONTENT HIGHLIGHTS AS OF 10 AUGUST 2001 __ sclence and

science policy by

Science's news team

science magazine www.sciencemag.org  gciencenow

SCIENCE EXPRESS www.sciencexpress.org www.sciencenow.org
Origin of the Hard X-ray Emission from t!re Galactic Plane INQVV
K. Ebisawa, Y. Maeda, H. Kaneda, S. Yamauchi .

Deep x-ray imaging suggests that the ridge of plasma along the Galactic
plane is from extragalactic sources, possibly supernova remnants.

Correlation Between Histone Lysine Methylation and Developmental Changes at
the Chicken B-Globin Locus M. D. Litt, M. Simpson, M. Gaszner, C. D. Allis, G. Felsenfeld

Methylation of H3 lysine 9 correlates with inactive heterochromatic regions, methylation
of H3 lysine 4 correlates with active euchromatic regions, and acetyaltion of the histone
tail at the boundary may help separate the two chromatin domains.

Loss of Caveolae, Vascular Dysfunction, and Pulmonary Defects in Caveolin-1 Gene-
Disrupted Mice M. Drab et al.

A caveolin-1 knockout mouse is viable but lacks caveolae and has vascular and pulmonary
problems.

TECHNICAL COMMENTS
The Effectiveness of Parks

Bruner et al. (Reports, 5 Jan. 2001, p. 125) surveyed 93 protected areas in 22 countries to test whether parks
“are an effective means to protect tropical biodiversity.” They found that park effectiveness correlated with
“basic management activities such as enforcement, boundary demarcation, and direct compensation to lo-
cal communities"—a result, they suggested, that argues for increased park funding. Vanclay, in a comment,
takes issue with the statistical measure used by Bruner et al. to gauge effectiveness, presents alternative
analyses suggesting that only two variables (boundary demarcation and the involvement of local educa-
tors) are relevant to park effectiveness, and argues that Bruner et al presented no evidence to support the
conclusion that increased funding will improve park effectiveness. Bruner et al respond that Vanclay’s anal-
yses “largely support rather than detract from our findings,” present additional details in support of the
original study’s methodological soundness, and note that Vanclay's analysis, like theirs, suggests that “in-
creased support for management (financial and otherwise) will increase effectiveness.”

The full text of these comments can be seen at www.sciencemag.org/cgi/content/full/293/5532/1007a
o E

e’z stke www.stke.org

Perspective: GABA May Act as a Self-Limiting Trophic Factor at Developing Synapses
A.R. Kriegstein and D. F. Owens

Turning an excitatory synapse into an inhibitory one.

Protocol: RNA Interference of Gene Expression (RNAi) in Cultured Drosophila Cells
C.A.Worby, N. Simonson-Leff, . E. Dixon

Methods for knocking out genes in cells using RNAI.

wﬂ Y.y ¥
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Germany: For Our Children’s Children K. Topfer

The Executive Director of the United Nations Environment Programme highlights the pow-
er of science in solving environmental problems, not creating them.

US: Alleviating Tenure Torture C. Trower

By engaging in a dialogue with more senior colleagues and administrators, young professors
can encourage their host institutions to make performance expectations more specific.

GrantsNet NEW! AlDScience NeuroAIDS
www.grantsnet.org www.aidscience.com www.sciencemag.org/NAIDS
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www.sciencemeetings.org for
a comprehensive listing of
important events, grant
announcements, courses
and training, and more.

AD SUPPLEMENT / 7 SEPTEMBER ISSUE

FOCUS ON CAREERS

Postdoctoral
Opportunities: The choices
facing a Ph.D. student seeking a
postdoctoral fellowship can be
overwhelming. This ad supple-
ment will discuss finding the
best industry laboratory for a
“postdoc.” Look for it in the

7 September issue.
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| LAB TECHNOLOGY TRENDS

Adances in Genomics
and Bioinformatics:

This special advertising
section will discuss advances
in genome analysis, compar-
ing data from different
genomes, gene expression,
and bioinformatics. Look for it
in the 28 September issue.
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SUMMARIES OF RESEARCH IN THIS ISSUE

THIS WEEK IN Science

Perturbed Planet
Formation

In the standard model for ter-
restrial planet formation in our
solar system, enhanced accre-
tion of planetesimals occurred
in a protoplanetary disk to form
much larger planetesimals that
eventually formed planets. Ko-
rtenkamp et al (p. 1127) show
that this process could be effi-
cient if drag from solar nebular
gas and perturbations from a
larger companion (such as a gi-
ant planet, a brown dwarf, or

edited by Phil Szuromi

Solar Cell Organization

1 1 1 9 In organic solar cells, absorbed photons

create charge carriers (electrons and

“holes”) that are taken up by n- and p-type
materials that send them to the electrodes. The efficiency of the
cell will depend on how closely the n- and p-type materials can
be brought into contact. Schmidt-Mende et al. (p. 1119; see the
Perspective by Nelson) have developed a simple solution-based
process in which self-organization creates a nanoscale interface
in the organic layer. The hole-accepting material is incorporated
as a discotic liquid crystal, which creates columnar structures
within the film that are surrounded by an electron-accepting
organic dye. This structure leads to efficient charge separation
of carriers between the discotic material and the dye.

ber of the Local Group that has
almost no central bulge. They
estimated an upper limit to the
mass of any candidate central
black hole to be 3000 solar
masses, which is orders of mag-
nitude too low for a supermas-
sive black hole. Thus, either the
mass-to-dispersion relation
changes for intermediate-mass
black holes or these less-mas-
sive black holes form by a dif-
ferent mechanism. X

Getting Polarization

another star) were included. This

by Design

different mode of “runaway

growth” might be useful to explain the formation of extrasolar plan-
etary systems and to estimate whether terrestrial-like planets may
exist deep within opaque accretionary disks.

Structure of the Intergalactic Medium

The intergalactic medium is the gaseous material between lumi-
nous structures such as galaxies and clusters. Kriss et al. (p. 1112;
see the Perspective by Miralda-Escudé) have probed the ionized
structure of this gas at intermediate epochs of the universe using
the Far Ultraviolet Spectroscopic Explorer (FUSE). Many of the
early structures that formed were quasars, and some structures
were starburst galaxies. These structures could be found even in
low-density regions, which is consistent with the current model
of structure formation by gravitational instability.

Precocious Land Plants

The colonization of land by plants, typically put at about 400 million
years ago, allowed the establishment of terrestrial ecosystems and
the evolution of life on land. Heckman et al (p. 1129; see the news
story by Pennisi) pooled molecular
data on nuclear protein coding
genes drawn from across the spec-
trum of diversity of living organisms
in an attempt to estimate the time
of origin of land plants and fungi.
The results indicate a substantially
earlier origin—perhaps 700 million
years ago—for land plants and fun-
gi than is commonly held.

Missing a Supermassive Black Hole in M33

Recent work has shown a correlation between the mass of a super-
massive black hole at the center of a spiral galaxy and the velocity
dispersion in the bulge of the galaxy. Merritt et al (p. 1116; see the
20 July news story by Seife) analyzed spectra from the Space Tele-
scope Imaging Spectrograph (STIS) for the spiral galaxy M33, a mem-

X Ppublished online in Science Express

www.sciencemag.org SCIENCE VOL 293

The integration of photonic
band gap (PBG) structures with active lasing media could lead to the
development of lasers with superior features such as single-mode
emission over large areas, high power, surface emission with a very
narrow divergence angle, and controlled polarization. Noda et al. (p.
1123) now present a combined theoretical and experimental study
that suggests that such devices may not be so far away. The optical
properties were computed for a two-dimensional PBG crystal with a
square lattice array of holes, and the device was then fabricated. The
polarization mode of the emitted light can be controlled in struc-
tures with elliptically shaped holes.

Making Proteins in the Nucleus

Translation, in which the ribosome decodes messenger RNA into
protein, has been thought to occur exclusively in the cytoplasm
of eukaryotic cells and not in the nucleus. However, some aber-
rant RNAs containing premature termination codons are recog-
nized and degraded in the nucleus, a phenomenon most easily
explained if ribosomes are scanning messages in the nuclear
compartment. lborra et al. (p. 1139; see the Perspective by
Hentze), using three different protein-labeling methods, show
that up to ~15% of cellular translation actually occurs in the nu-
cleus. Transcription of the RNA is coupled to translation, as has
been found in prokaryotes. One function of these nuclear ribo-
somes may be to “proofread” newly synthesized RNA transcripts
for errors. X '

A Tale of Histone's Tails

The DNA of all eukaryotes is packaged into chromatin, which is com-
posed largely of histone proteins. Covalent modifications of the tails of
these proteins play an important role in both in chromosome organi-
zation and in the specific regulation of individual genes. Litt et al. (Sci-
ence Express, 9 August) and Noma et al. (p. 1150) show that methyla-
tion of Lys* in the amino-terminal tail of histone H3 is specific to eu-
chromatic domains (where genes are generally active) and methyla-
tion of H3 Lys® is specific to heterochromatic domains of chromatin
(where genes are generally inactive). Inverted repeats flanking the het-
erochromatin act as boundary elements and preventing its spread into

CONTINUED ON PAGE 1011
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the surrounding euchromatic regions. At the level of individual genes, Lo et al. (p. 1142) show
that phosphorylation of Ser™ on histone H3 by Snf1 kinase facilitates acetylation of Lys™ by
Gen5 (but not vice versa), and that both are needed for the activation of the INO7 gene in vivo.

Cardiovascular Health Gone in a WNK

High blood pressure (hypertension) is one of the principal
causes of heart attack, stroke, congestive heart failure, and
kidney failure. Wilson et al. (p. 1107; see the news story by
Marx) identify two related genes that are responsible for a
rare form of hypertension called pseudohypoaldosteronism
type II, an autosomal dominant trait characterized by abnor-
malities in renal electrolyte handling. The two genes,
hWNKT1 and hWNK4, are expressed in the kidney and en-
code members of a recently described family of serine-thre-
onine kinases. The disease-causing alterations in the WNK
genes are likely to be gain-of-function mutations that would enhance the expression or
activity of the kinases. Because hWNK4 lies at a locus on chromosome 17 that has
been linked to bloodpressure variation in the general population, this gene may also
play a role in the most common forms of hypertension.

Pointing the Finger

One difficulty in developing a vaccine against human immunodeficiency virus-type 1
(HIV-1) is that only three isolated human antibodies are potent enough to neutralize
this virus in vitro and in vivo. Saphire et al. (p. 1155) offer the crystal structure of one of
these antibodies, b12, as a clue that may point vaccine developers in a productive direc-
tion. Docking this structure onto that of gp120, the envelope protein of HIV-1, suggests
that a precisely angled Trp residue inserts into a narrow crevice of gp120 in a fashion
that resembles that of a critical Phe residue of CD4, an HIV-1 receptor.

Acetylai:ion Flips the Transcription Switch

Cells respond to external challenges such as viral infection by adjusting gene expression. Viral
infection activates the expression of interferon-p (INF-f) via a protein complex, termed the
enhanceosome, that forms on the gene’s promoter. The interferon enhanceosome recruits
two acetyltransferases, PCAF and CBP, that not only acetylate the histone components of
nucleosomes but also acetylate the enhanceosome itself. Munshi et al. (p. 1133; see the Per-
spective by Struhl) report that PCAF acetylation of the enhanceosome protein HMG-I at the
Lys”? residue stabilizes the enhanceosome and protects it from CBP acetylation. However,
acetylation of HMG-I by CBP at Lys®* leads to the dissociation of the enhanceosome from
the DNA molecule. Therefore, the enhanceosome is a dynamic complex that is acted upon
by competing acetylations to create a switch that turns transcription on or off.

Coincidence Detection in Pyramidal Neurons

It is not known whether the timing of an action potential in pyramidal cells reports the
timing of the afferent activity that triggered the spike. Pouille and Scanziani (p. 1159)
compared the temporal precision with which firing is induced in hippocampal neurons
by afferent stimuli when synaptic inhibition was functional and when it was suppressed.
Inhibition limited the temporal variability of pyramidal cell discharge, and this effect of
synaptic inhibition is stronger near the soma than at dendritic sites.

Unraveling the Placebo Effect

The placebo effect has long intrigued medical and pharmacological researchers. De la
Fuente-Fernandez et al. (p. 1164) examined the neural basis of the placebo effect and its role
in the treatment of Parkinson’s disease (PD) using ['C]raclopride binding as measured by
positron emission tomography. The placebo effect in PD is mediated by the specific improve-
ment in dopaminergic neurotransmission through an increase in the release and the synaptic
levels of dopamine in the striatum. Although patients receiving an active drug in a placebo-
controlled study benefited from the placebo effect, this effect did not synergistically aug-
ment the effect of the active drug.
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Transgenic mouse at embryonic day 11.5 expressing GFP in neuroepithelial cells (brightfieid/GFP)
Courtesy of Masahiro Yamaguchi, Department of Physiology, University of Tokyo Faculty of Medicine
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Open Your Eyes to the All New Mini-Prep

Now you can purify 48 samples in just over one hour

FOR AUTOMATED PLASMID
DNA MiNI-PRrReps

The Mini-Prep 48 uses a revolutionary method
of plasmid purification based on agarose gel electro-

i d electroelution—all don tomatically! You say 48 Yield is just too much for you?
phoreSIS an clroelutio one automatically Well, our famous Mini-Prep 24 is still available.

HIGH PURITY - FOR ALL YOUR FLUORESCENT
AND MANUAL DNA SEQUENCING

SIMPLE OPERATION - BEGIN BY DIRECT LOAD-
ING OF CULTURE IN PRE-CAST SAMPLE CASSETTES
COST EFFECTIVE - LIST PRICE UNDER $10,000

Call now to open the door to a great
time-saving instrument

for your lab!

1-800-466-7949 Mactomdt
RESEARCH

6195 CORNERSTONE COURT - SAN DIEGO, CA 92121 PHONE: (858) 452-2603 FAX (858) 452-6753

WWW. MACCONNELL.COM
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Synergy!

When the whole amounts to significantly more than the
sum of its parts, scientists talk of “synergy”.

A perfect example: the Multipette® pro, the high-
precision manual dispenser and the Eppendorf® PCR
MasterMix, two partners, whose interaction could
hardly be improved.

Electronic dispensing with utterly consistent precision
makes the processing of large series and microtiter
plates child’s play. Particularly when analyzing samples
using PCR technology, pipetting and concentration
errors can lead to fatal deviations. The “ready to use”
Eppendorf® PCR MasterMix will drastically minimize
these errors.

Multipette® pro and Eppendorf® PCR MasterMix:
an unbeatable intelligent team for reproducible
experiments in the PCR field.

Multipette® pro:

@ Electronic manual dispenser (positive-displacement
principle)

@ Dispensing and pipetting uneven volumes (e.g. 13.4 pi)

@ Rapid, fatigue-free dispensing
(spray-free, even in free jet)

@ Electronic action for highest precision

@ Large volume range from 1 pl to 50 mi

MasterMix:

® “Ready-to-use” mix for maximum reproducibility
@ High PCR yields

@ Reliable and reproducible results

@ |deal for automating PCR

Application Hotline:
+49 180-3666 789

eppendorf

In touch with life

Eppendorf AG - 22331 Hamburg - Germany - Phone +49 40-53801-0 - Fax +49 40-53801-556
e-mail: eppendorf@eppendorf.com - Internet: www.eppendorf.com
Brinkmann Instruments, Inc. - One Cantiague Rd. - Westbury, NY 11590-0207 - Phone 800-645-3050 or 516-334-7500 - Fax 516-334-7506
e-mail: info@brinkmann.com - website: www.brinkmann.com
Circle No. 2 on Readers’ Service Card

eppendorf® is a registered trademark.
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Anti-methyl (Lys4)-Histone H3
Anti-methyl (Arg3)-Histone H4
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...the Chromatin Company
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0872:2015 Chile BIOS CHILE S. A.: 56-2-2381878 Czech Republic BIOMOL: 49-40-85-3260-0 Denmark TRIC-Eh¢ APS: 45 273K 6528 Fi
{I800-2 46 66 51 Germany BIOZOL: 49-(0) 89 37 99 666-6 or 0800-0 24 63 65 GREECE CHEMILAB LTD .- 00 30 1 67 75 363 China
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PC R LICENSING

PROGRAM

At Applied Biosystems we are proud of our role in
developing PCR technology. From the start, as the
exclusive licensee of PCR for research and other
non-diagnostic applications, we have provided
scientists with innovative tools for PCR and access
to the technology.

The Nobel Prize winning PCR process is
covered by patents in many countries throughout
the world. Because PCR is patented, using PCR,
even for research, requires a license. In keeping
with our philosophy of maximizing scientists’
access to PCR, Applied Biosystems makes licenses
available in a number of ways. To make it easy for
users to obtain the PCR rights they need, we not
only offer PCR rights in a variety of ways directly
to end users, we also have licensed many of our
competitors to convey these rights with their
products.

Obtaining a license to perform automated PCR
for your own research is easy. You can obtain the
license automatically by using a licensed DNA
polymerase (available from over 20 manufacturers)
with an Authorized thermal cycler (available
from a number of thermal cycler suppliers). Alter-
natively, if you choose not to use products from
Applied Biosystems or other licensed manufacturers,

vou need to purchase the appropriate PCR research

rights directly from Applied Biosystems.*

Applied Biosystems also offers licenses for
other uses of PCR (for example, for providing
services) in a variety of fields, either directly

‘through license agreements or through products
from Applied Biosvstems and licensed competitors
which convey these rights. In addition to research,
these fields include agricultural testing, animal
identity testing, environmental testing, food testing,
forensics and human identity testing, and quality
control testing.

For more detailed information on how to obtain
a license to practice the PCR process, please visit our
website at www.appliedbiosystems.com/ab/
perlicensefaq. Or contact us at Applied
Biosystems, Licensing Department, 850 Lincoln
Centre Drive, Foster City, CA 94404 USA, fax
650.638.6071, phoue 650.638.5845.

* Please note that, in addition to the PCR process rights,
you may need other patent rights associated either with
instruments or reagents.

Our goal is to continue developing
CR and maximizing its availability
to:users around the world.

& Applied
A‘% Biggystems
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RETIREMENT INSURANCE MUTUAL FUNDS TRUST SERVICES TUITIDN FINANCING

Until science identifies a gene for
financial savvy, there’s always TIAA-CREF.

Not many people are born investors. Luckily, there's a place you can turn to for

financial expertise.

TIAA-CREF has been helping people in education and research meet their long-
term financial goals for over 80 years. And now that experience, combined
with a dedication to keeping expenses low, is available to everyone through our
family of companies. Whatever your goals are, we're ready to design an
investment strategy that makes sense for you.

Now it's easy to be financially savvy. Simply call us at
Ensuring the future for
those who shapeit.”

1 800 842-1924 or visit us online at www.tiaa-cref.org.
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1800842-1924 www.tiaa-cref.org

For more complete information on our securities products, call 1 800 842-1924 for prospectuses. Read them carefully before you invest. e TIAA-CREF Individual and
Institutional Services, Inc. and Teachers Personal Investors Services, Inc. distribute securities products. ¢ Teachers Insurance and Annuity Association (TIAA), New York, NY
and TIAA-CREF Life Insurance Co., New York, NY issue insurance and annuities. ® TIAA-CREF Trust Company, FSB provides trust services. ® Investment products are not FDIC
insured, may lose value and are not bank guaranteed. © 2001 Teachers Insurance and Annuity Association - College Retirement Equities Fund, New York, NY 01/02
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Mass-produce a hybrid The other 10%
system that reduces

~ smog-forming emissions

by up to 90%
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TOYOTA

In 1997, Toyota was the first car company
in the world to mass-produce a hybrid
vehicle. By combining gasoline and electric
power, the Prius reduces smog-forming
emissions; cuts gas consumption in half,
and, in short, has revolutionized the way
cars affect our environment.

Even so, we're not resting on our laurels.
The Toyota Hybrid System is being further
refined, to make it cleaner and more
efficient. And we're continuing to search
for even greener forms of transportation.

The next step? A hydrogen-powered fuel
cell vehicle whose only emission is pure
water. And beyond that, who knows. But
no matter what fresh alternatives are
discovered in the future, they won't be
found overnight. They'll be the result of
90% perspiration. And 10% inspiration.

www.toyota.com/tomorrow
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Editor-in-Chief Mircea Steriade, Université Laval, Québec

Senior Editors Edward G. Jones, University of California Davis
Rodolfo R. Llinas, New York University Medical Center
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Reviewing Editors D. Jeanmonod, D.A. McCormick, T.J. Sejnowski.

Associate Editors M. Bentivoglio, G. Buzsaki, B.W. Connors, D. Contreras, D. Coulter, V. Crunelli,
A. Destexhe, D. Fitzpatrick, A.A. Grace, M. Gutnick, J.R. Huguenard, F. Lenz,
N. Leresche, H.C. Pape, R.C. Reid, J.L.R. Rubenstein, S.M. Sherman,
Y. Shinoda, A.M. Thomson,

The journal will be published as one volume of 4 issues in 2001.
Aims and Scope

Thalamus and Related Systems will publish papers on the structure, organization and chemistry of
thalamic neurons, including the development, single-cell electrophysiology and synaptic interactions,
molecular biology and genetics, neuropsychology, computational neurobiology, and pathology of the
thalamus. Experimental studies, using a variety of techniques in vivo, in vitro and in computo, as well
as behavioral and clinical studies (for example: pain, tremor, epilepsy, mental disorders, degenerative
diseases), but not case reports, will be considered for publication. Papers with relevance to related
systems, such as activities in thalamocortical, corticothalamic or brainstem-thalamic interactions,
will also be considered. Multiple-part papers are encouraged.

The audience for the journal will be graduate students, postdoctoral fellows, experimental researchers
(morphology, cellular physiology, behavioral/systems, development, pathophysiology) and
clinicians (neurology, neurosurgery, psychology).

The journal will publish regular articles, rapid communications, occasional feature articles to address
current and important issues (by invitation), mini-reviews and commentaries, and book reviews relevant
to the thalamus.
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PROBE YSTEMS

For Gene Expression, Allelic Discrimination and Viral Detection

Introducing Eclipse~ Probe Systems from
Synthetic Genetics. Using proprietary tech-
nologies developed by Epoch Biosciences,
the signal-to-noise ratio is dramatically
improved over other probe technologies.

Combining the Minor Groove Binder (MGB)
and the novel Eclipse- Qu er in the
probe system minimizes fluorescent signals
in unhybridized probe molecules while max-
imizing the fluorescence in hybridized

MANUFACTURED ANQ. i
DISTRIBUTED B

A Division of EPOCH Bioscie

probes. We offer four versions of this
system: Eclipse~ Gene Expression Systems,
Eclipse* Allelic Discrimination Systems,
Eclipse~ Probes for Viral Detection and
Custom Eclipse Probe Systems.

The product is covered by one or more of the following U S. patents 5,801,155; 6,084,102, 6,030,787, 5,723,591, 5,876,330 and pending Applications. For research use only.
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DNA-methylation based
solutions for tomorrow’s
personalized medicines

Thymine

Epigenomics offers a totally new approach to ﬂghtmg dlsease,
covering the entire value chains of Diagnostics and ; ;
Pharmaceutlcal Enabhng Technologtes. :

>>  Epigenomics” Diagnostic
products:
>> Epigenomlcs Pharmaceutical
® Tissue based differential Enab!mg products.
diagnostics for cancer and other
proliferative diseases

® Serum. or body fluid. based
diagnostic tests for cancer and

other proliferative diseases

clintical ‘tnal d

contact

Alexander Olek, CEO
Epigenomics AG

Kastanienallee 24 !
10435 Berlin, Germany
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