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And it's = .
affordable.
Very.

Introducing the only genetics super-
computing PC. Given the exponential growth

of database size, scalable computing at the Sequencing is Nothing, P

best price-performance is critical to your
lab’s continued success. DeCypher Il TCP/IP Without Discovery
network servers expand over 100x and are
orders of magnitude faster than your UNIX

workstation. Considering what you’re now ﬁecypher II

spending on sequencing, your data deserve

the most sensitive search algorithm ~CHECK OUR WEB SITE FOR
‘available, made affordable for the first time. ‘OUR TRADE SHOW SCHEDULE
" Enhance your opportunity for discovery E??/_—./M gEs R e

. today. . .and tomorrow. S E-mail: jiml@timelogic.com
§ 5 o4 !505/[ Web Site: http://www.timelogic.com
' = 567 Knotty Pine Dr., Incline Village, NV 89451

v 4

o Xilinx@ reconfigurable logic arrays run new algorithms without hardware obsolescence. Time Logic has openings in bioinformatics/engineering at our Lake Tahoe facility, and is seeking domestic and international representation.
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High-Efficiency Lambda Cloning

Lambda ZAP® Vectors for Easy Library Screening and Amplification

Stratagene’s Lambda ZAP” vectors  combine the high efficiency
of lambda cloning—for easier library screening and amplifica-
tion-with the convenience of a plasmid system."” In addition,
the insert size bias inherent in plasmid libraries is not found
with libraries constructed in lambda phage. Stratagene offers
several derivatives of the Lambda ZAP vector, each tailored to
meet your specific cloning needs. The Lambda ZAP II vector
has six unique cloning sites that accommodate inserts from 0-
10 kb in length, and recombinants can be screened with either
DNA or antibody probes. In vivo excision of the pBluescript”
plasmid allows for rapid characterization of inserts in a plasmid
system without time-consuming phage preparations or sub-
cloning steps. In addition, entire libraries can be excised for
screening and analysis.

The Uni-ZAP XR" vector, Lambda ZAP II vector digested
for unidirectional cloning, ensures that all clones are in the
proper orientation for protein expression. The ZAP Express”
vector allows unidirectional cloning, both eukaryotic and
prokaryotic expression, and increased cloning capacity up to 12
kb. For studying signal transduction, cell growth and differenti-
ation, gene expression, secretion and metabolism, Stratagene
provides a complete line of HybriZAP" two-hybrid system
products for generating cDNA or genomic libraries.
REFERENCES

I. Short, J.M., Fernandez, J.M., Sorge, J.A., and Huse, W.D. (1988)
Nucl. Acids Res. 16: 7583-7600.
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1. Construct DNA library
2. Isolate positive clone

containing the cloned DNA insert

1 3. Excise the pBluescript plasmid
by co-infection with helper phage

Terminator

pBluescript SK-

phagemid

Lambda ZAP® Il Vector Excision

Individual lambda plaques or an entire lambda library is allowed to infect cells
that are co-infected with filamentous helper phage. Inside the cell, trans-acting
proteins from the helper phage recognize two separate domains (initiator and
terminator) positioned within the Lambda ZAP vector arms. Both of these signals
are recognized by the helper phage gene Ill protein and a new DNA strand is
synthesized, displacing the existing strand. The displaced strand is packaged as
a filamentous phage by the helper phage proteins, and secreted from the cell.
pBluescript plasmids are recovered by infecting an F' strain and growing in the
presence of ampicillin.

Construct Directional cDNA Libraries
with Stratagene’s cDNA Synthesis Kits™

Stratagene’s cDNA Synthesis Kit is the only ¢cDNA synthesis
kit quality controlled to produce a library with 2 x 10" primary
clones. The method of choice for construction of directional
cDNA libraries is the cDNA Synthesis Kit from Stratagene.
This kit is designed to make directional cDNA libraries in your
choice of innovative Lambda ZAP" cloning vectors. The kit
uses 5-methyl-dCTP during first-strand synthesis, eliminating
the need for site-specific methylases. All of Stratagene’s cDNA
synthesis kits are provided with Pfu DNA polymerase, instead
of Klenow polymerase, to create blunt-ended cDNA before
adaptor ligation. Studies show that using Pfu DNA polymerase
to end polish cDNA creates more efficient adapter ligation,
resulting in more primary clones. Fragments that have been
cloned into any Lambda ZAP vector can be quickly excised to gen-
erate subclones or entire libraries in versatile phagemid vectors.
This means no more time-consuming subcloning experiments.

For construction of high-quality directional cDNA libraries,
Stratagene provides complete kits that include your choice of
powerful Lambda ZAP vector, the cDNA Synthesis Kit and
Gigapack” I1I Gold packaging extract. Ali components are also
available separately.

#U.S. Patent Nos. 5.128.256 and 5.286.636. and European Patent No. 286200B1
“*Patent Pending

AUSTRALIA: 1800-252-204
AUSTRIA: | 5332666
BRAZIL: 11 530 7833
CANADA: 905 713 1201
DENMARK: 8 6101055

FRANCE: | 34 60 2424
GERMANY: 0130-840911
HONG KONG: 5785839
ISRAEL: 3 7521687
ITALY: 2580 134 50

UNITED STATES
Stratagene Headquarters
800-424-5400

INTERNET MAIL:
techservices @stratagene.com

JAPAN: (Toyobo) 3 3660 4819
KOREA: 2 5560311

MALAYSIA: 37031888

THE NETHERLANDS: 33 4950094
NEW ZEALAND: 9 443 5867

Don’t Settle for Less!

The Highest Efficiency Packaging Extract

Gigapack® 11l packaging extracts offer the highest packaging
efficiencies available plus a convenient, single-tube format
and simplified protocol. Gigapack I1I Gold extract is the
only packaging extract that guarantees efficiencies of 2 x
10° pfu/ug DNA. Gigapack III Gold extract lacks all
known E. coli restriction systems, allowing packaging of
methylated DNA at efficiencies 15-fold higher than those
obtained with restriction-positive extracts.

Since 1984, Gigapack extracts have offered the same consis-
tent high performance. Stratagene’s Gigapack III Gold extracts
are the best extracts for high-efficiency construction of cDNA
and genomic libraries. Don’t trust your valuable libraries to
anything less than Gigapack III Gold packaging extracts.

ZAP-cDNA" Gigapack” Il Gold Cloning Kit #200450
ZAP Express™ cDNA Gigapack” Ill Gold Cloning Kit #200451
HybriZAP" cDNA Gigapack” Ill Gold Cloning Kit #235612

TRATAGENE

NORWAY: 22715090
PORTUGAL: 1-4581641
ROC: 2 694 0066 or 2 720 2215
SINGAPORE: 2730898
SPAIN: 172903 33

SWEDEN: 8 680 0845

SWITZERLAND: 061-6930540

THAILAND: 23080611

UNITED KINGDOM: 0800 585370

OTHER COUNTRIES CALL STRATAGENE U.S.A
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EDUCATIONAL VIDEOTAPES
o™ Cold Spring Harbor Laboratory Press

NEMN 1995 Silver CINE 1995 Golden
Apple Award 3 Eagle Award

(National Educational Media B (Council on International I ) Stol'ies
Network) Non-theatrical Events) .
irom the

y o
. L Suie
Stories from the Scientists
Produced by the University of California, San Francisco
Valli T. McDougle, Project Director and Executive Producer i

The creators of Winding Your Way Through DNA return with a documentary that tells e
the story of two of the most famous partnerships in biology. Francis Crick and James Wat-
son describe the events that led to the discovery of the structure of DNA, and Herbert
Boyer and Stanley Cohen recall their development of methods for combining DNA
molecules and cloning genes. The narrative weaves together interviews, animation, re-
enactment, and historical footage to illustrate the participants’ scientific achievements,
their personalities, and their individual approaches to the challenge of discovery.

This 30-minute videotape, created with active assistance from professional educators, is intended for college and high
school biology classes and public education programs. It is accompanied by a 32-page, illustrated Teacher’s Guide that
expands on the contents of the tape and provides activities, handouts, and other resources that can be used in the class-
room.

1994, 30-minute video and teacher’s guide $50 VHS: ISBN 0-87969-461-0  PAL: ISBN 0-87969-462-9
Additional copies of teacher’s guide $8 each, ISBN 0-87969-463-7

On Becoming a Scientist

Produced by the University of California, San Francisco O,

Valli T. McDougle, Project Director and Executive Producer . 1

On Becoming a Scientist is a fast-paced "MTV-style" video showing a "day in the life" of three / =4l B(amme A
graduate students and a laboratory manager. These young scientists are followed as they | \/ a Sei 111;;
work in their laboratories, take part in UCSF programs for public school children and the g Tentjg
homeless, and socialize. Through interviews with scientists and students, viewers learn

what attracts scientists to science, what it takes to become a scientist and what impact

their work has on our world. The goal is to dispel stereotypes — to show scientists as

people who lead interesting lives and are approachable and accessible, and to provide role

models for women and minorities notably underrepresented in science. This video can be

used in biology classes, in school career centers, or to prepare for visiting a local laboratory.

Scientists also can use it when meeting with students and members of the public.

1996, 19-minute video and teacher’s guide $70

VHS: ISBN 0-87969-486-6 PAL: ISBN 0-87969-487-4

Wingi
e

Promise & Perils of Biotechnology s P
Genetic Testing e ,,f%"t’ggll&l'erils

Produced by the University of California, San Francisco ﬂg,mtio T ﬂ0_[0gy'.
Valli T. McDougle, Project Director and Executive Producer m’llllg

Genetic tests are becoming more prevalent but it is far from clear how test results im-

pact upon the individuals affected, their families and the social structure they depend on.

Dereiopeg
. . 1 . . Pt b
This moving documentary profiles three such people: a young woman with a family ek, "’”"%{:ﬁm“

history of Huntington disease who decides to be tested, and a woman and her young ®
daughter who have changed their lifestyles to counteract familial hypercholesterolemia. oS
The video captures their struggle with the reality of their conditions, and the ethical, legal -
and social dilemmas that confront them.
The video is accompanied by a 32-page teacher’s
uide that complements and expands upon the ethi-
gal issues addreEsed in the videcf, and ir?cludes back- To order, or request additional information
ground information about genetic disorders, related Call:  1-800-843-4388 (Continental US and Canada)
education/support organizations, student activities, a 516-349-1930 (All other locations)
glossary and a reference list. FAX: 516-349-1946
Ideal for classes in human genetics at all levels. E-Mail cshpress @cshl.org
1996, 25-minute video and teacher’s guide $70 World Wide Web Site http://www.cshl.org/

VHS: ISBN 0-87969-493-9  PAL: ISBN 0-87969-494-7  Wiite: Cold Spring Harbor Laboratory Press
Fulfillment Department, 10 Skyline Drive
Plainview, New York 11803-2500

Developed by teachers for teachers and students

Reader Service No. 285
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A LABORATORY MANUAL
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Archaea: A
Laboratory Manual

Edited by Frank T. Robb (Editor in Chief), University
of Maryland Biotechnology Institute, and Allen R.
Place (Managing Editor), University of Maryland
Biotechnology Institute; Kevin R. Sowers, University
of Maryland Biotechnology Institute, and Harold J.
Schreier, University of Maryland Biotechnology In-
stitute and University of Maryland, Baltimore
County; Shiladitya DasSarma, University of Massa-
chusetts at Amherst, and Esther M. Fleischmann,
University of Maryland, Baltimore County

Foreword by Carl R. Woese, University of Illinois

Although the Archaea are prokaryotes, like
eukaryotes they have transcription signals, transcrip-
tion factors, chaperones, and histones. They have
evolved strategies for survival in extreme environ-
ments such as high temperature, high salt, and strictly
anaerobic conditions. These unique adaptations have
stimulated interest in the fields such as genetic
variability, genome evolution, and PCR technology,
and aspects of biotechnology such as methanogenesis
and anaerobic bioremediation.

Investigators, especially newcomers, who
wish to study the Archaea have lacked a comprehen-
sive source for the specialized techniques required.
The protocols in these three books are selected to
provide a detailed guide to experiments with the
methanogenic, extremely halophilic, and thermophil-
ic sulfur-utilizing Archaea, with overviews to high-
light areas of future development. These volumes are
concise, complete resources for scientists already
engaged or interested in research on the Archaea.

Halophiles

Edited by Shiladitya DasSarma, University of Massa-
chusetts at Amherst; Esther M. Fleischmann, Univer-
sity of Maryland, Baltimore County

Foreword by Carl R. Woese, University of Illinois

--Here’s what the reviewers have to say:

"This is one of a set of three manuals that attempts to en-
compass all aspects of the techniques current in archaeal re-
search. The aim is to encourage research, both to gain fun-
damental knowledge and exploit the biotechnological pos-
sibilities.

The protocols range from two-page affairs that outline how
to purify a specific enzyme, to long, extremely detailed
general accounts of topics such as RNA transcript analysis
and total lipid screening procedures. These are all well-
written, logically laid out and easy to follow.

For any archaeal halophilologist, this manual is a must."
—Society for General Microbiology Quarterly

1995, 280 pp., illus., color plates, appendices, index
Plastic comb binding $65
ISBN 0-87969-438-6

Methanogens

Edited by Kevin R. Sowers, University of Maryland
Biotechnology Institute; Harold J. Schreier, Univer-
sity of Maryland Biotechnology Institute and Univer-
sity of Maryland, Baltimore County

Foreword by Carl R. Woese, University of Illinois
1995, 540 pp., illus., color plates, appendices, index

Plastic comb binding $95
ISBN 0-87969-439-4

Thermophiles

Edited by Frank T. Robb, University of Maryland
Biotechnology Institute; Allen R. Place, University of
Maryland Biotechnology Institute

Foreword by Carl R. Woese, University of Illinois

1995, 217 pp., illus., color plates, appendices, index
Plastic comb binding $65
ISBN 0-87969-440-8

Also available in a cloth-bound edition containing all
three books:

1995, 1037 pp., illus., color plates
appendices, indexes

Cloth $375

ISBN 0-87969-397-5

To order, or request additional information

Call:

FAX: 516-349-1946

1-800-843-4388 (Continental U.S. and Canada) 516-349-1930 (All other locations)

E-MAIL: cshpress@cshl.org or World Wide Web Site http:/ /www.cshl.org/

Write:

CSHL Press, 10 Skyline Drive, Plainview, NY 11803-2500
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From Reviews of the First Edition:

"The revelations of modern biology make a remarkable human and
scientific story, and it has never been told better than in Horace Freeland Jud-
son’s The Eighth Day of Creation. ... What is especially fortunate is that he is a
graceful writer with a keen sense of the human as well as the scientific drama ...
I finished the book with a great sense of elation and a deepened sense of admira-
tion for what the human family, at its best, can accomplish."

—JEREMY BERNSTEIN, New York Times Book Review

"In his massive, marvelous history of molecular biology ... Judson in-
troduces us to many fiendishly clever experiments, some fiercely competitive
rivalries, and some of the greatest scientific minds ever to ponder the mysteries
of biology ... He has talked with nearly everyone involved, and The Eighth Day
of Creation is a unique oral history of a scientific revolution; to my knowledge

there has been nothing else like it."

—LEON GUSSOW, Chicago Tribune

The Eighth Day of Creation

Makers of the Revolution in Biology
Expanded Edition

By Horace Freeland Judson

Unavailable in the U.S. for many years,
Horace Judson’s remarkable lay history of
molecular biology is now published in a new, ex-
panded edition. The author has added new
material on some of the principal figures involved,
particularly  Rosalind  Franklin and Erwin
Chargaff. Also included are a Preface by Sir John
Maddox, a new Foreword, and an Epilogue which
sketches the further development of molecular
biology into the era of recombinant DNA. No one
active in current molecular genetics can fail to be
informed and entertained by this extraordinary ac-
count of how it all began. Also highly recom-
mended for students and interested lay people.

CONTENTS
Preface to the expanded edition by John Maddox, Editor
Emeritus, Nature
Foreword to the expanded edition
Foreword to the first edition
Part I DNA: Function and Structure: The elucidation of the
structure of deoxyribonucleic acid, the genetic material

Chapter 1: "He was a very remarkable fellow. Even more
odd then, than later."

Chapter 2: "DNA, you know, is Midas’ gold. Everybody
who touches it goes mad."

Chapter 3: "Then they ask you, ‘What is the significance of
DNA for mankind, Dr. Watson?’"
Exhibits: "Molecular Structure of Nucleic Acids: A Structure

for Deoxyribose Nucleic Acid," by J. D. Watson and F. H. C.
Crick. Nature, 171 (25 April 1953)

Genetical Implications of the Structure of Deoxyribose
Nucleic Acid," by J. D. Watson and F. H. C. Crick. Nature,
171 (30 May 1953)

Interlude: On the State of Molecular Biology Early in the
1970s

Chapter 4: On T. H. Morgan’s deviation and the secret of
life

Part IT RNA: The Functions of the Structure: The breaking
of the genetic code, the discovery of the messenger

Chapter 5: "The number of the beast"

Chapter 6: "My mind was, that a dogma was an idea for
which there was no reasonable evidence. You see?!"
Chapter 7: "The gene was something in the minds of people
as inaccessible as the material of the galaxies."

Chapter 8: "He wasn’t a member of the club."

Part III PROTEIN: Structure and Function: The solution of
how protein molecules work

Chapter 9: "As always, I was driven on by wild expecta-
tions."

Chapter 10: "I have discovered the second secret of life."
Conclusion, 1978: "Always the same impasse"

Epilogue: We can put duck and orange DNA together with a
probability of one.”

Afterword I: In defense of Rosalind Franklin: The myth of
the wronged heroine

Afterword II: What did Erwin Chargaff contribute?

Notes

1996, 714 pp., illus., index

Cloth $55
Paper $39

ISBN 0-87969-477-7
ISBN 0-87969-478-5

To order, or request additional information
Call: 1-800-843-4388 (Continental U.S. and Canada) 516-349-1930 (All other locations)

FAX: 516-349-1946

E-MAIL: cshpress@cshl.org or World Wide Web Site http://www.cshl.org/

Write:

CSHL Press, 10 Skyline Drive, Plainview, NY 11803-2500
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Instructions to authors

GENOME RESEARCH welcomes high-quality research
papers reporting new data in physical and genetic map-
ping, DNA sequencing, gene discovery, informatics, sta-
tistical and mathematical methods, DNA-based technol-
ogy development, gene function, genome structure and
function, and human disease. The journal also publishes
review articles, short reports, and summaries of physical
mapping and large-scale sequencing projects. All submis-
sions to the journal will be peer-reviewed.

Publication time from acceptance of manuscript is
within two months. For papers accepted subject to revi-
sion, only one revised version will be considered; it must
be submitted within two months of the provisional ac-
ceptance.

The journal accepts papers that present original re-
search that has not previously been published. Submis-
sion to the journal implies that a paper is not currently
being considered for another journal or book. It is also
understood that researchers who submit papers to this
journal are prepared to make available to researchers ma-
terials needed to duplicate their work. Authors of ac-
cepted manuscripts must submit mapping and sequence
data to the appropriate data bank and provide an acces-
sion number for this data at the page proof stage.

Papers should be submitted to:

Judy Cuddihy, Managing Editor
Genome Research

Cold Spring Harbor Laboratory Press
One Bungtown Road

Cold Spring Harbor, NY 11724
e-mail: cuddihyj@cshl.org

Manuscript preparation
Five copies of the manuscript should be submitted; at
least four of these copies should have original art. A cover
letter should include: (a) name, address, telephone num-
ber, FAX number, and e-mail address of author responsi-
ble for correspondence regarding the manuscript; (b)
statement that the manuscript has been seen and ap-
proved by all listed authors; (c) any specific requirements
for reproduction of art; (d) status of any statements of
personal communication or other permissions needed;
and (e) statement regarding databank submission of data.
The following order of manuscript sections is pre-
ferred: title page, abstract, introduction, results, discus-
sion, methods, acknowledgments, references, tables, fig-
ure legends. Computer printouts of the manuscript
should be of letter quality, and each page should be la-
beled with the first author’s name and a page number.
The methods presented should be detailed enough to al-
low any qualified researcher to duplicate the results.
References are name/date citations in text; please do
not cite by number. Undated citations (unpublished, in

preparation, personal communication) should include
first initials and last names of authors. The reference list
should be presented in alphabetical order. Bibliographic
information should be supplied in the following order.
For journal articles: Saiki, R.K,, S. Scharf, F. Faloona, K.B.
Mullis, G.T. Horn, H.A. Erlich, and N. Arnheim. 1985.
Enzymatic amplification of B-globin genomic sequences
and restriction site analysis for diagnosis of sickle cell
anemia. Science 230: 1350-1354.
For books: Sambrook, J., E.F. Fritsch, and T. Maniatis.
1989. Molecular cloning: A laboratory manual, 2nd edition.
Cold Spring Harbor Laboratory Press, Cold Spring Harbor,
New York.
For book chapter: Miller, J.H. 1972. Generalized transduc-
tion; use of P1 in strain construction. In Experiments in
molecular genetics (ed. J.H. Miller), pp. 201-205. Cold
Spring Harbor Laboratory, Cold Spring Harbor, New York.
Figures should be supplied as high-quality, glossy
prints. All figures should be labeled with the first author's
name, the figure number, and an indication of the top of
the figure. The size of the figures will be adjusted to fit the
journal format; therefore, please try to keep labels, sym-
bols, and other call-out-devices in proportion to the fig-
ure size and detail. Authors wishing to publish four-color
art must pay the associated publication costs; price esti-
mates will be provided on acceptance of the paper.

Accepted manuscripts

Paper length in the journal is between 2 and 12 journal
pages. A manuscript of 28-32 typed, double-spaced pages
with 27 lines of 11 point text per page (a manuscript of
63,000 characters) with 4-6 figures and 1 or 2 tables will
translate to 12 printed pages in the journal.

Accepted manuscripts should be supplied as a
printed-out manuscript and on a disc to expedite type-
setting. Please supply the manuscript as an ASCII text file
if possible. If a word-processing file is being sent, please
do not include any underscoring, italic, or boldface; spell
out special characters (Greek, math); use two carriage re-
turns at the end of each paragraph, subheads, and list
items. Indicate on the disc: computer brand name, type
of file (text or word-processing), name of software, and
disc format. Accepted manuscripts can be e-mailed to
cuddihyj@cshl.org, but a confirming printout of the pa-
per should to sent to the journal offices.

Proofs are considered the final form of the paper and
corrections can be made only in the case of factual errors.
If additional information must be added at this stage, it
should be in the form of “Note added in proof,” subject
to the approval of the Editors.

To help defray the cost of publication, a charge of $20
per page will be made for publication in Genome Research.
Authors unable to meet these charges should include a
letter of explanation upon acceptance for publication; in-
ability to meet these charges will have no effect on ac-
ceptance and publication of submitted papers.





