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An Interview with Sid Pestka
Patricia Fitzgeral d- Bocarsly

For this inaugural article for what we hope will be a series of
articles on key individuals in interferon and cytoki ne research, |
conducted a lengthy interviewwth Dr. Sidney Pestka. Although

trai ned as a physician, Pestka's passion has al ways been for

research, and he began his research career while still a nedical
student at the University of Pennsylvania where he was working on the
mechani sm of action of antibiotics in the | aboratory of Joel Fl ax.
Foll ow ng a nedical internship, he went to the | aboratory of Marshall
Ni renberg, who |ater won the Nobel Prize, at the National Institutes
of Health in 1962 for his post- doctoral fellowship. In Nrenberg's

| ab, along with fellow post- doc Phil Leder and nmany others, he was
part of the team which broke open the genetic code, assigning
specific amno acids to each triplet codon. Sidney reports that this
was a very exciting time, with new di scoveries being nade each day.
During this time he was al so studying the nechani sm of action of
streptonycin, which he discovered to cause altered codon recognition
and protein m scoding, a discovery which was nade al nost

si mul taneously by the Harvard group of Gorini and Davies. Al so during
this productive postdoc, he challenged the then- current dogma (based
on findings of W Glbert and J. Watson) that the 50 S ri bosonal
subunit was the binding site for tRNA finding instead that the 30S
subunit was the binding site. Because he was chal |l engi ng such wi dely
hel d dogma, his findings net with considerable skepticismfrom

Nur enberg, but in the end, he was shown to be correct and the results
published in what is now a classic J. Ml ecul ar Biol ogy paper.

While at the NIH, Pestka was intrigued by the interferon work being
done in the laboratories of Hlton Levy and Sanmuel Baron, who were
also at the NIH at that tinme. Wien he noved fromthe NCI to the newy
formed Roche Institute in New Jersey, he was | ooking to devel op a new
area of research and settled on interferon as one of those areas. At
this point, little was known about the chem cal structure or
conposition of interferon, although it was inferred to be a protein
by the indirect evidence of trypsin sensitivity. PestkaGs |lab tried
for a fewyears to purify rabbit interferon, but to his dismy, in
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the end, the activity would al ways di sappear. He would later |earn
t hat a nunber of other groups were trying and simlarly failing to
purify this elusive substance. The purification techniques of the day
were sinply not up to yield 100,000 - fold purification of a rare
protein! In the neantine, Pestka's |ab had becone fairly

sophi sticated in their handling of nRNA, being the first to isolate
heavy chai n i mmunogl obulin nRNA. Al t hough he had intended to study
| mmunogl obulin diversity, with interferon breaking as an inportant
nol ecul e, he chose to concentrate his efforts on the latter. In

col l aboration with Jan Vil cek who provi ded nassive anounts of cell
extracts, Pestka's |ab was able to isolate interferon nessage and
produce the proteins fromnessage, |leading to the publication of what
has becone anot her classic paper, this one in the PNAS. They then
conpared Namal wa vs. fibroblast derived interferon using the cell -
free translation system and denonstrated that they were getting two
di stinct products: the fibroblasts produced an interferon which was
neutralized by antiserumto fibroblast interferon, whereas the
Namal wa cells produced a second species of interferon as well as
smal | anobunts of material neutralized by the anti- fibrobl ast
interferon antiserum In a classic exanple of parallel research

| eading to equivalent results, De Maeyer's lab did the sane
experinments in nouse and Paula Pitha's lab did the sane experinents
i n an oocyte translation system at al nost the sane tine.

When reconbi nant DNA technol ogy broke around 1975, Pestka realized
that they could use their expertise in | FN nessage work to cl one the
cDNA. Meanwhil e, the Roche Institute President Sidney Udenfriend
assigned Stan Stein (who had devel oped a very sensitive analyzer for
am no acid anal ysis) and Menachem Rubi nstein, then a post- doc, to
work with himon the interferon purification project. They first set
about trying to purify human | eukocyte interferon using materi al
obtai ned from 100 NDV- stinulated buffy coats of human bl ood/ week.
When they tried to purify the material on the HPLC col ums, the

i nterferon got stuck and could not be eluted with either nethanol or
et hanol . When Pest ka suggested trying propanol for elution, the two
chem sts were appall ed since everyone knew that proteins were not
soluble in organi c solvents. However, there had al ways been (and
still is to this day!) a standing rule in the Pestka lab: if you
don't take Pestka's suggestion for an experinent, he reserves the
right to assign it to soneone else or do it hinself. Fearing for
their HPLC colums, Rubinstein and Stein decided it was better to do
It thensel ves rather than |l et Pestka ruin them So, they eluted with
propanol and the IFN cane off! Utimtely, the HPLC work led to the
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di scovery that |eukocyte interferon (now known as |FN- a) could be
separated into 10 different peaks, each of which had a different
peptide map, representing a famly of closely related but

I ndi vidual |y coded proteins - an observation that the scientific
comrunity was not quite ready for when it was published in Science in
1978!

Al t hough several |abs were sinultaneously working on cloning | FN

al pha and beta, Taniguchi was the first to clone interferon- beta,
and the Weissman group cloned IFN- al pha and confirned it was a
famly of related genes. A couple of nonths later, the Pestka | ab
cloned interferon cDNA for both IFNN a and - b on the sane plate and
then contracted with Genentech to express it in a mature form which
was acconplished very rapidly, nmaking this the first interferon to be
expressed in a mature form It then remained for the reconbi nant
material to be purified. Theo Staehlin fromthe Roche Institute,
Basel , had nade nonocl onal anti bodies to the individual alpha

i nterferon peaks and to interferon- beta and arrived in New Jersey
with those on a Friday afternoon in Cctober, 1990. Along with H F
Kung and D. Hobbs, Pestka and Staehlin worked non- sop over the
weekend, using the antibodies attached to a solid support, and
successfully purified the interferon around 2 a.m on Monday norning.
Pest ka made souvenir vials of |yophilized material for each of the

| nvestigators, and over chanpagne, they presented one of themto the
Presi dent of the Roche Institute USA. Wiile sitting in the
President's office, an exhausted Staehlin fell asleep. They deci ded
to send himback to Switzerland first class so he could get a chance
to sleep! In Switzerland, Staehlin presented a vial to Roche

| nt ernati onal President Gerber, who decided to have it enbedded in
pl astic for Roche's historical archives. Cerber's office soon
contacted Pestka's office for another vial of material - the IFN in
the original vial had dissolved when plastic |eaked into it!

Pestka is currently the Chairman of the Departnment of M crobiol ogy
and Mol ecul ar CGenetics at the UVDNJ- Robert Wod Johnson Medi cal
School in Piscataway, New Jersey. Over the past decade, Pestka's
studi es have concentrated on interferon receptor studies. They were
the first to clone the IFN- greceptor and show that it had two
conponents encoded by different chronosones, 6 and 21. This was the
first evidence for a nultiple chain receptor. Milti- chain receptors
are now known, of course, to be involved in signaling wth nost
cytokines. In addition to ongoing receptor studies, the Pestka

| aboratory is studying IFN- ain its potential for gene therapy of

http://www.isicr.org/newsl etter/isicr4.2.html (3 of 36)7/1/2004 6:07:56 AM



The History of Interferon:

cancer.

Throughout its existence, Pestka has been a key figure in the
International Society for Interferon Research (now the |nternational
Society for Interferon and Cytoki ne Research). He has served for
secretary of the society for many years, and conpleted a two year
termas President in 1995. His nost recent (and tinme demandi ng
activity) has been to raise corporate sponsors for the ISICR, and he
woul d wel cone assi stance in this endeavor.

When asked about differences between doing research today as conpared
with his early days, Pestka replied imedi ately that science is as
exciting now as ever before. He cited new technol ogy and

I nstrunentati on such as confocal m croscopy as providing the
potential for great depth in understandi ng of biological processes.
When asked about difficulties in doing research in todayGs
environnent, he cited funding as the nunber one detrinent. Until 10
years ago, because he was at the NIH and then the Roche Institute,
Pestka never had to wite a grant to fund his research. Now he finds
t hat he nust spend increasingly greater anounts of tine in securing
funding. He stated the nmjor problens are in fundi ng enough research
overall and in funding novel, inmaginative prograns. Pestka believes
that funding rates should be as high as 50% enabling scientists to
concentrate on doing innovative research, rather than trying to wite
the QperfectO grant to reach the 10% fundi ng mark which has recently
prevail ed. Another frustration of Pestka's is that the scientific
community has not been able to cure cancer except for in a few
specific types. He anticipates najor breakthroughs if adequate
fundi ng opportunities are provided.

Finally, when asked what advice he would pass along to young
scientists, Pestka had six specific comments. The first was to be
perseverent: good scientists (and good science) wll always be
funded. Secondly, he advises scientists to keep the focus on

| nportant problens and to mnimze the effort spent on trivial
problens. He stated that it takes no nore effort to concentrate on

| nportant problens than on trivial ones, and that the rewards are far
greater with the fornmer. Third, he advised young scientists to enjoy
the effort, and fourth to coll aborate. He cites the establishnent of
excel l ent coll aborations as a key to nuch of his success. Fifth, he
advi ses scientists to be good nentors, to nurture the next generation
of scientists, and finally, to keep a focus on personal
responsibilities and to keep a balance in life. Sounds |ike great
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advi ce for the next generation of scientists!

MEMBERSHIP RENEWALS ARE DUE AT THE ISICR BUSINESS
OFFICE

Address all correspondence including nenbership renewal s, address
changes, corrections and change in degree to:

| SI CR Busi ness O fice
9650 Rockville Pike

Bet hesda, MD 20814- 3998
Tel : 301- 571- 8319

Fax: 301- 530- 7049

Email: isicr@aseb.org

ISICR Election Results
President- elect (1998- 1999)
Kat hryn C. Zoon
| nt er nati onal Council Menbers
(1998- 2000)
ARGENTI NA Marcelo E. Criscuolo
(1997- 99)
AUSTRALI A Manfred W Beil harz
(1996- 98)

Alternate: Paul J. Hertzog
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(1996- 98)

AUSTRI A Christian Marth

Al ternate: Thomas Decker
BELA UM Huberti ne Her emans
BRAZI L Ronmai n Rol | and Gol gher
CANADA El eanor N. Fish

(1996- 98)

Alternate: Daniel M Skup
(1996- 98)

CHI NA Zhong- Cheng Zheng
Ping Du

CRQOATI A Zvonko Kusi c

DENMARK Vagn Bonnevi e

Al ternate: Just Justesen

FI NLAND || kka Jul kunen
FRANCE Jani ne Doly

Glles Uzé

Al ternate: C aude La Bonnardiere
GERMANY Pet er von Wissow

GREECE George Tsant aki s
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Al ternate: John Vakal i kos
HUNGARY Bél a Tar odi

| SRAEL

| TALY

JAPAN Jiro | mani shi

Yoi chiro | wakura

Yuki o M tsui

Yoshi hiro Sokawa

Shudo Yamazaki

Al ternates: Misakazu Kita
Masayoshi Kohase

Ken Takeda

Shi n Yonehar a

NORWAY M kIl os Degré

POLAND Egbert Pi asecki

Al ternate: Teresa Kam nska
RUSSI A Felix |. Ershov
Alternate: Valentina V. Milinovskaya
SWEDEN St ef an Ei nhorn

Kiell E. Cberg
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Al ternates: Dan G ander

Gunnar Alm

SW TZERLAND Hel mut Jacobsen

Hei nz- Kurt Hochkeppel

UNI TED KI NGDOM | an Kerr

UNI TED STATES Sanuel Baron
Susan E. Krown

Philip |I. Marcus

Paul a Pitha- Rowe

Nancy C. Reich

Charl es E. Sanuel

Robert D. Schrei ber Ganes C. Sen
Robert H. Sil ver man

George R Stark

Stefanie N Vogel

Howard A. Young

Al ternates: Oscar R Col anoni ci
M chael G Katze

Jerome A. Langer

R M chael Roberts
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Berish Y. Rubin
Geral d Sonnenfel d

MIton W Tayl or
Member Information

New Members

We wel cone the foll ow ng new nenbers who have joined the | SICR since
the [ast newsletter.

Mary Annam Ant onysany - Pittsburg, PA
Erzsebet Blint - Szeged, Hungary

E. Bonnefoy - Paris, France

Hakan Borg - Unea, Sweden

Bogna Domaraczenko - W ocl aw, Pol and
Ferenc Farkas - Budapest, Hungary
Paritosh Ghosh - Mam, F

Lawr ence Lachman - Houston, TX

Anna Machaj - Wocl aw, Pol and

Ant hony Mre- Sluis - Herts, England
Beata Orzechowska - Wocl aw, Pol and
Gsman Nidal Ozes - Antal ya, Turkey
Gyorgy Prenmecz - Budapest, Hungary
Chun Shong Wang - Wihan Hubei, P.R China
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Holly Wetzel - Mam, FL

Bar bara Zdzi si nska - Lublin, Pol and

| LISTENED TO MY GRASS ROOTS, BUT HEARD ONLY
MURMURS OF DISCONTENT*

Bob Fri edman, President |SICR

The recent joint neeting of the International Society for Interferon
& Cytoki ne Research and the International Cytokine Society in Geneva
was, greatly to the credit of the organizers, a resoundi ng success
scientifically. So much so that neetings of the two groups together
are planned in alternate years for the remainder of the mllennium
in 1998, in Jerusalem and in 2000, in Ansterdam

Just prior to the neeting of the general nenbership of the

I nternational Society of Interferon & Cytokine Research at the joint

| SICR/IICS neeting in Geneva, which as I SICR president | was to chair,
a nunber of gratis copies of Cytokine & G owh Factor Reviews were
deposited on the desk in main hallway of the neeting site. | picked
up a copy of the August, 1996 issue, which had not yet arrived at ny
| ab and was delighted to find in it additional fodder for our already
crowded neeting agenda - nanely, an editorial entitled "One or Two
Cyt oki ne Societies?" in which the nanel ess witer boldly suggested
that the | eaders of the ISICR and ICS "...heed the sentinents of
their grass roots.” And do what? | took the anonynpbus author to nean
to get the societies to unite. As one of the |eaders of one of the
societies in question, the finger was definitely pointing at ne to do
sonet hing !

Ethnically determned guilt being ny lot inlife, | doubled ny pace
up the stairs to the neeting room to right the wong that had been
denonstrated so lucidly to nme. Filled the spirit of the brotherhood
of man, or at |least of that part of woman- and manki nd carrying out
research on cytokines, | nmade an inpassioned plea to all of the grass
roots present that we nove to unite the ISICR and the ICS to form one
bi g, happy famly. My proposition was nmet at first with polite

silence (after all, I amthe president), but then wwth a flood of
deci dedly negative responses. | shall summarize these uniforny
negative comments. Caveat lector - | amhere nerely transmtting
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coments; they are not necessarily m ne.

Interferons are still a major player in cytokine research: wtness
for instance the recent hoard of inportant findings discovered in the
study of interferon signal transduction and interferon receptors. In
addition, interferons still are enployed clinically far nore than any
ot her cytokine. Wether by comm ssion or om ssion, the I CS does not
give research on interferons a fair shake at its neetings.

The 1 SICR has over the years been able to save a significant anount
of nmoney. How are those funds to be divided, if a unification takes
place ? After all, they were contributed or solicited solely by the
| SI CR nmenber shi p.

Joint neetings in alternate years are sufficient for the needs of the
menbers of ISICR In the odd nunbered years each society will do its
own t hi ng.

The two societies conduct their affairs quite differently. As
president of ISICR | am bound by rules that establish protocols for

the work of my society. |I could not circunvent these, even if | chose
to do so.

Apropos of the latter point, |I shall relate two incidents that
occurred at the Geneva neeting that starkly point out how different

t he procedures of the two groups are. In one instance, | was

approached just before the beginning of a plenary session | was to
chair by a promnent nmenber of the ICS with a person in tow whose

i dentity was unknown to ne. | was introduced to this gentlenman, who
informed ne that the two of them had made arrangenents to hold the
joint ISICRICS neeting in the year 2000 in a city in Europe. |

poi nted out that the Meetings Commttees of both ISICR and ICS, after
some wangling, had just agreed to hold the year 2000 joint neeting

i n Arsterdam which was not the city that the two had nanmed. | was
told that it didn_t matter; everything would be arranged. | said that
indeed it did matter, and asked themto submt their proposal to the
appropriate Meetings Conmttees.

The second instance: at another point in the neeting, | asked one of
t he speakers who had delivered a superior |ecture at one of the
pl enary sessions if he wouldn_t like to submt a witten sumary of
his talk to the Journal of Interferon & Cytokine Research, the
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official journal of ISICR | was sure its Editor, Phil Marcus, would
| ove to publish it. The speaker replied that he d very nuch like to
do so, but had signed an excl usive contract (a contract!) to print a
version of his talk in The Journal of Leukocyte Biology, a
publication of neither I1SICR nor ICS. This apparently was standard
procedure at | CS neetings.

Yes, the two societies do carry out their work in different ways. Can
t hey ever becone conpatible ?

* A excerpt of this article will appear in Cytokine and G owth Factor
Revi ews

REMEMBER:
ISICR STUDENT & POSTDOC MEMBERSHIPS ARE ONLY $10

Famous Quotes

Experience is the one thing you have plenty of when you're too old to
get the job

WWW SOURCES

| SICR WEB SI TE

http:// bioinformatics.weizmann.ac.il/1SICR

Thanks to the efforts of Menachem Rubinstein, the ISICR VEEB site is
now up and runni ng. Comments and suggestions regarding the contents
are wel cone.

THE SCI ENCE GUI DE

http://ww. sci encegui de. com

A New Internet Directory and Information Service run by Scientists
and Physicians for Scientists and Physicians. After visiting the

Qui de, |If you have any suggestion for making the Guide better please
| et us know. (webmaster @ci encegui de. con

http://www.isicr.org/newsl etter/isicr4.2.html (12 of 36)7/1/2004 6:07:56 AM



The History of Interferon:

The Sci ence Gui de consists of a nunber of different sections designed
to

hel p the scientist and physician find informati on on the internet and
to

sponsor conmuni cati on between those interested in science:
NEWS SECTI ON

Every day the Science CGuide conpiles nedical and research news from
nati onal news sources around the net. Mdst of the news articles are
concerned with nedicine, bioscience, and physics, but all other
sciences fromagriculture to zoology are commonly included. News
sources currently listed include: CNN, EurekAl ert, HVS Beagle, MSNBC
Sci - Tech, Science Magazine's ScienceNow, CBS Space News, USA Today,
The Al buquerque Journal, Scientific American Wb Weekly, The Wy
Files, Discover Mgazine, Scientific American, Sm thsoni an Magazi ne,
and the Technol ogy Review. The news pages also list |links to news
sources not conpiled within the News site. W are currently worKking
on addi ng a nunber of other sources to the site to nmake it even nore
useful .

To nmake getting science news even easier, we send out a DAILY NEWS

EMAILER listing the articles which have been conpiled on our site.
Anyone can subscribe to the Emailer by sending an email to
news@ci encegui de.comw th the nessage " Subscri be"

DI RECTORY OF USENET NEWS GROUPS and DI SCUSSI ON LI STS

The Directory of Usenet and Di scussion Goups is conpiled quarterly
from

di fferent sources around the net to provide the scientist and those
I nterested in science easy access to these inval uabl e sources of
di scourse and infornmation. W are currently working on finding the

proper subscription nethod for each of the discussion lists. This is
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taking a bit longer that we thought so pl ease pardon our dust. The
Usenet portions of this section are conplete.
ON- LI NE JOURNAL HYPERLI NK SECTI ON

The Journals Section contains links to peer reviewed scientific
journal s

on the Internet. Each listing clearly indicates whether the journal

provides only the table of contents, TOC with abstracts, or the full
t ext

of the journal
EMPLOYMENT SECTI ON

The Jobs and Positions Section contains hyperlinks to the best
Scientific

Enpl oynent Dat abases and C assifieds on the net.
GRANTS and FUNDI NG SECTI ON

The fundi ng section contains |links to the best funding and grant

dat abases on the Internet, making it very easy for scientists to

qui ckly find funding opportunities. The featured site of the section
s "The

Communi ty of Science," a Johns Hopkins service designed to help
scientists find and conti nue fundi ng.

Howard Hughes Medical Institute's
"Blazing a CGenetic Trail"
http://ww. hhm . org/ GeneticTrail/

"Blazing a Genetic Trail" is now online! This wonderfully illustrated
book takes you on the search for nutant genes that
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cause the 4,000 hereditary disorders affecting humans. The Wb
version is free for all to read online.

"Blazing a Genetic Trail," edited by HHM's Maya Pi nes, shows how
scientists and famlies join in seeking the causes of baffling

di seases: abnormal genes. This book is witten for a general audience
I n magazine style, and is a great aid for anyone ranging fromjunior
high to university levels. Its detailed and col orful

graphics nmake it especially attractive.

You wi Il read about the personal struggles of a University of
M chi gan student who tried to find the genetic error that produced
his own lethal illness, cystic fibrosis; the Human Genone Project;

"How To Conquer a Cenetic Disease" (a special section); the need for
ani ml nodels; and the search for new treatnents. You will also |earn
that "Virtually all human afflictions fromcancer to psychiatric

di sorders and susceptibility to infections are rooted

i n our genes,"” and you will see how your famly history could help
scientists uncover the secrets hidden in all our genes. The book al so
i ncl udes a brief guide to basic genetics and a gl ossary of

genetic terns.

The Howard Hughes Medical Institute nmakes this book avail able online
as a public service. The Institute, whose primary purpose is the
conduct of basic bionedical research, is the |argest

phi | ant hropi ¢ organi zation in the United States. It also has a
conpl enentary grants programthat supports science education at all
| evel s. You can visit HHM's Web site at http://ww. hhm . org.

For nore information on "Blazing a Genetic Trail," contact the HHM
O fice of Communi cations at commpub@hm .org or call (301) 215- 8855.
For help with creating a link to the Wb site, visit

http://drwebby. com hhm / how2l i nk. ht Ml or contact Steffanie Lynch at
| i nk2hhm @ir webby. com
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or call (804) 739- 0165.
GenPept (R)
(GenBank Gene Products) Database

This is to announce the availability of rel ease 100.0 of the GenPept

(R

(GenBank Gene Products) Database. GenPept is provided in a format
simlar

to that fornerly distributed by GenBank(R) under the adm nistration of

Intelligenetics Inc. This GenPept release IS NOT_ AN OFFI Cl AL
RELEASE FROM

THE NCBI - GENBANK, but an attenpt to provide a data file formt
conpati bl e

wi th existing software products.
This data format is suitable as an input data file for the GCG program

GenBankToGCE GENPEPT. Conpatibility with other software has not been
t est ed.

Site: ftp.ncifcrf.gov

Directory: pub/genpept

Files: gprel 100.txt.Z, gpdat100.seq.Z
Directory: pub/genpept/divisions

Files: gpbct.seq.Z, gpestl.seq.Z, gpest2.seq.Z, gpest3.seq.Z gpest4.
seq. Z,

gpest 5. seq. Z, gpest6.seq.Z, gpest7.seq.”Z, gpest8.seq.Z, gpest9. seq.”Z,
gpest 10. seq. Z, gpestl1l.seq.Z, gpinv.seq.Z, gpmam seq.Z, gppat.seq.Z,
gpphg. seq. Z, gppln.seq. Z, gppri.seq.Z, gprna.seq.Z, gprod.seq.Z,

http://www.isicr.org/newsl etter/isicr4.2.html (16 of 36)7/1/2004 6:07:56 AM



The History of Interferon:

gpsts. seq. Z, gpsyn.seq.Z, gpuna.seq.Z, gpvrl.seq.Z, gpvrt.segq.Z,
gpgss. seq. Z, gphtg.seq.Z

Directory: pub/genpept/updates (daily, cunulative)

Files: gpseq_updates.dat.Z

Directory: pub/genpept/updates (daily, noncunul ative)

Files: gpncMVDD. seq. Z

Rel . Date: 19- Apr- 1997

Ftp mrror sites have been provided through the kind generosity of the
follow ng institutions:

C.D. Nager (nager@m .ch), at the Freidrich Mescher Institute
mai nt ai ns:

Nanme: ftp.echi.org
Address: 147.167.128. 40
Directory: ncifcrf

Dr Jaine Prilusky (lsprilus@weizmann. wei zmann. ac.il), at the Wi znmann
Institute of Science maintains:

Name: bioi nformatics. wei zmann. ac. il
Address: 132.76.55.12
Directory: /pub/databases/ genpept

We greatly appreciate their efforts in creating nultiple points of
access, and

reduci ng the | oad on our systens.

| f you have questions or coments concerning this data, or you
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experience any difficulty in downl oading the data via ftp, please
cont act :

Gary W Snythers

Scientific Applications Anal yst

Frederi ck Bi onmedi cal Superconputing Center
SAI C, NCl - FCRDC, PO Box B, Bldg 430
Frederick, NMD 21702- 1201 USA

I nternet: gws@cifcrf.gov

Phone: (301) 846- 5778

FAX: (301) 846- 5762

GenPept (R) and GenBank (R) are registered trademarks of the U S
Departnent of Health and Human Services for the GenBank Gene Products
and the GenBank Genetic Sequence Data Banks.

LASSAP : LArge Scal e Sequence conpAri son Package
http://ww- rocq.inria.fr/genone

LASSAP is a new software package for sequence conparison. LASSAP
currently inplenents all najor sequence conparison algorithnms -

Bl ast, - Fasta, - Dynam c programm ng : Smth/Waterman, Needl enan/
Winsch, K- best alignnents, - string matching (Mainly for redundancy
probl ens), - pattern matching algorithnms (e.g. search for PROSITE
patterns).

For the tinme being, all algorithnms in LASSAP are pairw se based.
What ever a pairwise algorithmis used in LASSAP, it shares with al
ot her al gorithns nunerous enhancenents such as:

(1) intra- and inter- databank conparisons

(a databank can be a set of sequences choosen anong a | arge dat abank
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or one seguence);

(ii) conputational requests (selections and conputations are achi eved
on the fly);

(iii1) frame translati ons on queries and dat abanks (various genetic
codes)

(iv) structured results allow ng easy and powerful post- analysis
(LASSAP provides 3 different views of a result:

a full ASCII form whith the alignnent.

a conpacted ASCI|I, one line for a pairwise result, allow ng easy
"grep", "awk" or "perl" filters

a structured formto perform sone conplex anal ysis such as
clustering, etc.)

(v) performance inprovenents by parallelization and the driving of
speci alized hardware. ( Two versions of LASSAP are avail abl e:

- one sequenci al for basic needs

- one parallel to speed- up algorithnms, and for |arge scal e probl ens.
LASSAP i npl enents an optim zed version of Smth/Wterman al gorithm
using SUN Visual Instruction Set [2])

For a programmer point of vue, LASSAP is a programmable, high-
performance system designed to raise current l[imtations of sequence
conpari son prograns in order to fit the needs of |arge- scale
anal ysis. LASSAP provides an APl (Application Progranm ng Interface)

allowng the integration of any generic pairw se- based al gorithm
(The public APl is not yet available, but it will be rel eased as soon
as possi bl e)

Resul ts
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LASSAP is both an integrated software for end- users and a framework
allowing the integration and the conbi nation of new al gorithms.
LASSAP is involved in different projects such as:

- the building of PRODOM
(http://protein.toulouse.inra.fr),

- the exhaustive conparison of m crobial genonmes (Protein Science,
Vol 6, Suppl 1, April 1997)

- the subfragnments matchi ng problemof TREMBL. (Proceedi ngs of | SMB
97 conference - June, G eece)

A LASSAP server wll be set up soon through a collaborative project
bet ween I NRI' A, | NFOBI OGEN and CNUSC.

Ref er ences:
[1] E. denet and JJ. Codani

LASSAP, a LArge Scal e Sequence conpAri son Package Cabi os, Vol 13.,
No. 2, pp 137- 143 (1997)

[2] A Wbzni ak

Using Video Oriented Instructions to Speed- Up Sequence Conpari son
Cabi os, Vol 13., No. 2, pp 145- 150 (1997)

Availability:

LASSAP binaries release 1.0a are available for UNIX platfornms (SQ,
Solaris, AIX, Digital, ...). You can get docunentation and binaries
at the foll ow ng address:

http://ww rocq.inria.fr/genone

For any request or feed- back please mail to: lassap@nria.fr or Eric.
denet@nria.fr

Adress: E. G enmet and JJ. Codani
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| NRI A Rocquencourt, Domai ne de Vol uceau, BP 105, 78153 Le Chesnay
Cedex, France

Eric GLEMET

I nstitut National de Recherche

en I nformati que et Automatique

B. P. 105

78153 Le chesnay Cedex, France

Email : eric.glenmet@nria.fr

Phone: +33 1 39 63 50 77

Fax: +33 1 39 63 53 30

GeneFl ND

htt p://di ana. ut hct. edu/ genefi nd. ht n

The Bi oinformati cs Research Group of the University of Texas Health
Center at

Tyler is pleased to announce the availability of its GeneFl ND Server
for

protein famly identification.

GeneFI ND (Gene Famly Identification Network Design) is an integrated
dat abase search systemthat conbi nes several search/alignnment tools
and ProCl ass database (http://diana. uthct.edu/proclass.htm) to
provide rapid and sensitive search results with enriched famly

i nformation. Multi- level filters are used, starting wth the fastest
MOTI FI ND neural networks, followed by BLAST search, SSEARCH (Smth-
Wat er man) sequence alignnent, and notif pattern search.

The server currently provides |large- scale on- line identification of
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query

sequences for 942 protein famlies. Search results are returned as
HTML

docunents show ng gl obal and notif scores, alignnment to best natched
menbers of all possible ProSite protein groups and PIR superfamlies,
notif pattern match, as well as links to correspondi ng Prod ass
famly records.

Please cite the following reference in publications that benefit from
t he

GeneFIND fam ly identification system

Wi, C H, Zhao, S., Chen, H L., Lo, C J. and MlLarty, J. (1996).
Motif identification neural design for rapid and sensitive protein
famly search. CABICS, 12(2), 109- 118.

Pl ease visit our site and send suggestions and coments to ne at
wu@ut het . edu.

Al so contact ne directly if you are interested in obtaining a copy of
t he

GeneFI ND software program | am | ooking forward to hearing from you!
Cathy Wi, Ph.D.

Associ ate Professor of Bi omathematics

University of Texas Health Center at Tyler

P. O Box 2003, Tyler, TX 75710

E- Mail : wu@t hct. edu

Fax : (903) 877- 5914

Phone : (903) 877- 7962
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WWV URL : http://diana. ut hct. edu/ ~w
ProCl ass Dat abase
htt p://di ana. ut hct . edu/ procl ass. ht m

The Bioinformatics Research Group of the University of Texas Health
Center at

Tyler is pleased to announce the availability of its Prod ass
Dat abase Server

for protein famly informtion.

The ProC ass database is a non- redundant protein database organized
according to famly relationships as defined collectively by ProSite
patterns and PIR superfamlies. The ProC ass database can facilitate
protein famly information retrieval, unveil domain and famly

rel ati onships, and classify nmulti- domai ned proteins, by conbining
gl obal and notif simlarities into a single famly

organi zati on schene.

The server provides on- line | D keyword search for ProC ass record
retrieval,

with hypertext links to SwssProt, ProSite and Pl R dat abases. Free
copi es of

t he ProC ass dat abase can be obtai ned via anonynous FTP to:
ftp://diana. uthct. edu/ pub/ProC ass/

Pl ease cite the followng reference in publications that benefit from
t he

ProCl ass dat abase:

Wi, C. H, Zhao, S. and Chen, H L. (1996). A protein class database
organi zed with ProSite protein groups and PIR superfamlies. Journal
of Conputational Biology, 3(4), 547- 561.
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Pl ease visit our site and send suggestions and coments to ne at
wu@it hct. edu. | am | ooking forward to hearing from you!

Cat hy Wi, Ph.D.

Associ ate Professor of Biomathematics
University of Texas Health Center at Tyl er
P. O Box 2003, Tyler, TX 75710

E- Mail : wui@it hct. edu

Fax : (903) 877- 5914

Phone : (903) 877- 7962

WWV URL : http://diana. uthct.edu/~w
Procrustes Gene Recognition Software
http://ww+ hto. usc. edu/ sof t war e/ procrustes/
Procrustes 4.0 is geared towards conputational support of experinental

gene identification and annotation- quality gene predictions. The new
di stinctive features of Procrustes 4.01 are:

- identification of genes and exons for which the predictions are
guaranteed to be correct (Las Vegas gene predictions)

- error- tolerant gene recognition

- construction of prinmer cover for PCR based gene identification in
| ar ge- scal e sequencing projects (CGenePriner software)

- highly specific recognition of exons for selection of probes and
PCR prinmers to cDNA ( CASSANDRA sof t war e)

- recognition of inconplete genes in unfinished cosmd- size genomc
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sequences via local spliced alignnent

- new graphical outputs for nultiple gene predictions and
experinental gene identification

- assignnment of confidence |evels to gene predictions
- multiple gene predictions via suboptiml spliced alignnment

- gene recognition based on simlar domains rather than entire
pr ot ei ns

- gene recognition in different species.

PROCRUSTES is now avail able in commmand |ine version for
I ncorporation in DNA sequence anal ysis pipelines.

The previous version of Procrustes is described in
Gelfand, MS., Mronov, A A ,6 Pevzner, P.A

"Gene recognition via spliced sequence alignnent”, Proc. Natl. Acad.
Sci. USA (1996), 93, 9061- 9066

and is protected by U S. patent application "Conbinatorial Gene
Recogni ti on" 60/ 035, 720.

ALL THE VI ROLOGY ON THE WAV UPDATE
(http://ww.tul ane. edu/ ~dnsander/ garryfavweb. ht )

“"All the Virology on the WAWV is pleased to announce several updates
of interest to our users:

- Qur new AIDS/H V |inks nake our collection the npbst conprehensive
avai |l abl e

- "The Big Picture Book of Viruses" has new VIRUS PI CS from Abadi na
to Zirga

- Qur index of Mcrobiology and Virol ogy Departnents continues to
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grow. . . .

- New additions to our unique JOBS page have nade it a very popul ar
addi tion

- W' ve added nunerous |abs to our list of VIROLOGY LABS - Do we have
your s?

- Even nore sites have been added to our WEI RD VI ROLOGY secti on!

Al the Virology on the WAWV has al so been adding to its al ready
substanti al

collection of internet |inks of use to Virologists, Mcrobiologists
and the

general public. If you aren't famliar wth the site, or would |ike
to add a URL to ny collection, please read "About Al the Virol ogy on
t he WWV bel ow, and

don't mss the TABLE OF CONTENTS.

Thanks for your continued support!

P.S. COM NG SOON: Energi ng D sease Updates and new Gene Therapy Sites
Cancer V\EB

http://

www. gr ayl ab. ac. uk/ cancer web. ht m

Cancer WEB i s a cancer information resource site based in the UK It
has been running for 2 years and provides information and resources
for patients, clinicians and scientific researchers. The site is well
organi sed and has a fast search engine to | ocate docunents. W hope
that you will visit the site and that you find the information of

benefit. There are NO access restrictions and NO charges what soever.

CancerVEEB is also the UK redi stributor of the NCI PDQ dat abase,
I ncl udi ng the Cancer NET and CancerLIT files.
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Al'l sections can be easily found fromthe hone page, but we al so have:
| nfformation for clinicians

(http://ww. grayl ab. ac. uk/ cancerweb/clinical.htm)

I nformation for patients

(http://ww. grayl ab. ac. uk/ cancerweb/ patients. htm)

Si teNET

A conprehensive listing of cancer and academ c institutions,
hospital s and anonynous FTP sites. The entries are | ocated
geogr aphi cal | y.

(http://ww. grayl ab. ac. uk/ cancerweb/ sitenet. htm)
Cancer EEB Li brary

Pointers to the CancerLIT files and other resources to aid research
and reference i nformation.

(http://ww. grayl ab. ac. uk/ cancerweb/library. htm)
Educati onal Resources

Links to other sites that contain quality information relevant to
education of a nunber of nedical specialities, including oncology.

(http://ww. grayl ab. ac. uk/ cancer web/ educat e. ht m )
A obal Cancer Links

A listing of other WMV resources relating to cancer, all arranged by
tunmour type. (http://ww. grayl ab. ac. uk/ cancerweb/further. html)

Dr. G aham Dar k

Cancer WEB , The UK Cancer Resource Site , Gay Laboratory
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Nort hwood, M ddl esex HA6 2JR, UK

Phone: Int +44 (0)1923 828611

Fax: Int +44 (0)1923 835210
cancerweb@ww. gr ayl ab. ac. uk

webwi zar d@wwv. gr ayl ab. ac. uk

http://

www. gr ayl ab. ac. uk/ cancer web. ht m

Bi ol ogi cal Data Transport Bioinformati cs Resource
http://ww. data- transport.com

Fromthis resource, several kinds of bioinformatics rel ated searches
can be

executed - to GenBank, the MEDLI NE nol ecul ar bi ol ogy subset, OM M
Entrez,

t he BCM Search Launcher, PDB, BLAST, GDB, etc. Direct searching of
several life sciences vendor resources are avail able as

well, all in one centralized | ocati on.

We've sinplified the U to these free public resources significantly
- you

may find the Query Depot useful when you want to quickly scan for
I nfo at

the start of your search for information on the Internet.

Looking forward to your continued suggestions for additions and
changes.
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Hel p us to continue making this resource a high value tinme saver for
you,

R Scott Jokerst (510- 648- 8229) scott jokerst @ata- transport.com
Bi ol ogi cal Data Transport http://ww. data- transport.com

Bringing FOCUS to |ife sciences informatics, product, & services
resour ces

VWHAT HAPPENED TO THE FARSI DE CARTOON??7?77?

A common feature of this award w nning newsletter (didn't know we won
an award? Well we awarded ourselves the first annual |SICR newsletter
award for newsletters deserving an award) has been The Farsi de by
Gary Larson. It turns out United Press Syndicate nmade a little error
when it told us we could use 4 cartoons/year. It seens that was only
permtted if you published a nonthly newsletter. Quarterly

newsl etters are only permtted 1/year. Since we ran our cartoon in
March, we CAN T USE ANYMORE THI S YEAR Now if any | SICR nenbers know
M. Larson personally, please get himto do a cartoon just for us!.
Then we can syndicate it and sell lots of T shirts. In lieu of a
cartoon, we are offering a FAMOUS QUOTE from M. Larson:

G eat nonents in Science: Einstein determnes that tine actually is
noney

Now f or any buddi ng cartooni sts we nay have, here is a box to be
filled in wwth an original cartoon, suitable for all audiences. Fil
it in and send it back so we can use it in one of the next 2 issues.

Title here YOUR Nane Here
Funny caption here

Devel opnental Studies
Hybri doma Bank

Under the auspices of the National Institute of Child Health and
Human Devel opnment, a hybri doma bank has been established to supply
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I nvestigators with nonocl onal anti bodies at cost which are useful for
devel opnent al studi es. Mnocl onal antibodies may be ordered in the
formof tissue culture supernatant, partially purified Ig, or ascites
fluid; selected hybridonas are also available. All materials

di stributed by the Bank are to be used for research purposes only and
are not to be distributed to any third party. The Bank is actively
engaged in acquiring and devel opi ng additional hybridomas to augnent
the current collection.

For your catal ogue of nearly 300 hybri donmas cont act
David R Soll / Karen Jensen

Devel opnent al Studi es Hybri doma Bank

University of |owa

Depart nment of Biol ogi cal Sciences, 436 BB

lowa City, |owa 52242- 1324

Tel ephone: (319) 335- 3826

Clinical Trials

| TA- G CAT- C/ 890301 EU- 96054. Phase Il pilot study of Epirubicin/
Bl eonyci n/

Vi nbl asti ne/ Predni sone with G CSF and either Zi dovudi ne or
D danosine in H V- associ ated Hodgki n's di sease. Contact: Unrberto
tirelli, Aviano, Italy. TEL: 0434- 659284

CCG 0935. Phase | study of MOAB Ch 14.18 with GV CSF i medi atel y
foll ow ng aut ol ogous nmarrow or PBSC transplantation in children with
neur obl astoma or ot her GD2- positive malignancies. Contact: M Fevzi
Ozkaynak, Val halla, NY. TEL: 914- 285- 7997

SWOG- 8790 | NT- 0083. Phase Ill random zed conpari son of adjuvant
i ntraperitoneal Interferon alpha vs no further treatnent in patients
with stage Il ovarian carcinoma with no evidence of disease at

second- | ook | aparotomny follow ng platinum based chenot herapy.
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Contact: David Samuel Al berts, Tucson, AZ. TEL: 520- 626- 7685

T96- 0056H. Phase | trial of oral 9- cis- retinoic acid and
interferon - alfa in patients with AIDS- associ ated Kaposi's sarcona.
Contact: Carolyn Wasserheit- Lieblich, New York, NY. TEL: 212- 263-
6485

JMC- V96- 1104 NCI- V96- 1104. Phase | study of intraprostatic
i njections with | eukocyte interleukin for advanced hor none-
refractory prostate cancer. Contact: M chael Mastrangel o,

Phi | adel hia, PA. TEL: 215- 955- 8875

DUMC- 93122 NCI - H96- 1111. Phase | study of interleukin- 2 gene-
nodi fi ed aut ol ogous tunor cell vaccine in advanced breast cancer.
Contact: H KimLyerly, Durham NC TEL: 919- 681- 8350

CALGB- 9621. Phase | study of MDR (nultidrug resistance) nodul ation
with PSC 833 with a pilot study of cytogenetic risk- adapted
consolidation followed by a phase Il pilot study of i mrunotherapy

Wi th reconbinant interleukin- 2 (RIL- 2) in previously untreated AM
patients | ess than 60 years old. Contact: Joanne Coburn, Lebanon, NH.
TEL: 603- 650- 6720

T96- 0036. Interleukin- 12 and EPOCH chenot herapy in untreated and
interleukin- 12 in previously treated AIDS- rel ated | ynphoma.
Contact: Wndham H W/ son, Bethesda, MD. TEL: 301- 435- 2415

FAMOUS QUOTES

Al ways take a job that is too big for you

Harry Enerson Fosdi ck

Teaching Help Needed

This Fall | will start a new position as Assistant Professor of
M crobiology in which I will be teaching Inmunol ogy plus an
| mmunol ogy Laboratory to senior- |evel

coll ege students. | amin the process of gathering informtion on
various resources for 1) experinents for the
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I mmunol ogy | aboratory and 2) | aboratory manuals for the inmunol ogy
| abor at ory.

Does any | SICR nenber have this information or know of soneone or

sonmepl ace where | may obtain this kind of information? Iwould be very
grateful for any information regarding this. | |look forward to
hearing fromyou. Thank you very nuch!

Manuel F. Varela, Ph.D.
Harvard Medi cal School
Cel | Bi ol ogy Depart nent
25 Shattuck Street

Bost on, MA 02115

TEL: 617- 432- 1859
Fax: 617- 432- 1144

mvar el a@var r en. ned. har var d. edu

Reviews of Interest

Billiau, A Interferon- gin Autoi mmunity. Cytokine and G owh Factor
Reviews 7: 25, 1996.

Burdin, N, Rousset, F., and Banchereau, J. B- cell- derived |IL- 10:
production and function. Methods: A Conpanion to Methods in
Enzynol ogy 11: 98, 1997.

Decker, T., Kovarik, P., and Meinke, A GAS elenents: a few
nucl eotides with a maj or inpact on cytokine- induced gene expression.
J. Interf. and Cyt. Res. 17: 121, 1997.

Gonda, T.J. and D Andrea, R J. Activating nutations in cytokine
receptors: inplications for receptor function and role in disease.
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Bl ood 89: 355, 1997.

Hall, G L., Conpston, A., and Scolding, N J. Beta- interferon and
multiple sclerosis. Trends Neurosci. 20: 63, 1997.

Liu, L., Danmen, J. E., Ware, M, Hughes, M, and Krystal, G SH P, a
new pl ayer in cytokine induced signalling. Leukema 11: 181, 1997.

Murray, H W Interferon- ganma in infection and i munoparal ysis.
I ntensive Care Med. 22: $455, 1996.

Pal | one, F. and Montel eone, G Regulatory cytokines in inflammtory
bowel disease. Alinent. Pharmacol. Ther. 10(Suppl. 2): 75, 1996.

Tsokos, G C. Lynphocytes, cytokines, inflammation, and inmune
trafficking. Curr. Op. in Rheum 8: 395, 1996.

COMMON QUESTIONS TO THE EDITORS

In the spirit of full disclosure, we thought we would reprint sone of
t he nost commobn questions to the editors.

Q Do you get paid for being editors?

A. Wll, there is a small 1SICR budget item providing $150, 000/ year
for the editors that we hope has been overl ooked. The only snal
problemis that it is not payable until 2096 and nust be collected in
person between 11- 11:10 PM at the White House.

Q Sonetinmes | can't even understand the words in the web site
descriptions. Do you all really know what those sites are really good
for?

A. You think with a 14.4 nodem and an old 486 we have the patience to
downl oad all that stuff? Actually, if it has the word "protein" or
“nucl eotide" in the description we figure somebody mght find it
useful .

Q How do you find the tine to dig up those reviews? |'ve never heard
of sonme of those journals.
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A It;'s amazing the tine one has after a site visit commttee has
gone over one's research program

Q Wiy do you all do this newsletter? Wiat's in it for you?

A It;"'s amazing the tine one has after a site visit commttee has
gone over one's research program Actually, |I'm shocked that you
woul d ask this question. It's not our fault that the society is
openi ng a new headquarters office in Maui and that the newsletter
editorial board has found quartly neetings absolutely essenti8al for
produci ng this award w nni ng docunent.

Q Wat would it take to get sonething | wite in the newsletter?

AL W are wlling to consider all subm ssions froml| SICR nenbers. It
does hel p however, if subm ssions are acconpani ed by sonething green
containing a fanmous US historical picture. Alternatively, chocol ate
hel ps a | ot.

HELP US WITH THIS NEWSLETTER

s there anything you would Iike to see in the newsletter? Renenber
we wel cone conplaints as well, provided that they are sent care of
the I1CS. If you have anything constructive for us or if you want to
send us food or nobney, contact:

Howar d Young

Lab. of Experinental | nmmunol ogy

NCl - FCRDC, 560/31- 23

Frederick, NMD 21702- 1201

Fax: 301- 846- 1673

Emai | : youngh@ci fcrf. gov

Patricia Fitzgeral d- Bocarsly, Ph.D.

UVDNJ - New Jersey Medi cal School
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Dept. of Pathol ogy and Lab. Med.
185 So. Orange Ave

Newar k, NJ 07103

Fax: (973) 972- 7293

Emai | : bocarsl y@indnj . edu

Paul D. Drew

Uni versity of Arkansas for Medical Sciences
Dept. of Anatony - Slot 510
4301 West Mar kham St.

Littl e Rock, AR 72205

FAX: (501) 686- 6382

Emai | : DrewPaul D@xchange. uans. edu

RENEW YOUR MEMBERSHIP NOW!

BE A SPORT, PAY YOUR STUDENT/ POSTDOCS MEMBERSH P FEE OF $10! DON T
LET THEM M SS OQUT ON FUTURE | SSUES OF THE SOCI ETY NEWSLETTER!

1997
| SI CR MEETI NG
OCT. 19- 24
Sher at on Har bor 1sland

SAN DI EGO, CA
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Conf erence Secretari at

Keli Dicine

Tel 216- 464- 2055

Fax 216- 464- 3884

HOUSI NG RESERVATI ON DEADLI NE

SEPTEMBERL
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