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At the end of this workshop, you will be able to

| dentify relevant biotechnology fileson STN
Develop precise, yet comprehensive text-based search queries

Use file-specific features, such as online thesauri, to develop search queries

Use substance description based queries in REGISTRY and DGENE to complement the results of text-
based queries

Before you begin
Thisworkshop is designed for searchers with a basic knowledge of STN search techniques.

Prerequisite: STN Basics, Introduction to Online Searching for Chemistry, or equivaent
online experience
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BIOTECHNOLOGY FILES

In this section, you will learn
0 STN databases containing biotechnology information

O Unique database features and/or content




Overview

Biotechnology is arapidly growing sci-tech area, covering subjects such as

Identifying, cloning, and expressing genes encoding important target proteins related to a
disease or activity, and potential antibodies or ligands to these proteins

Genetic polymorphism, including single nuclectide polymorphism (SNP) or haplotypes
and the effect of this genetic variability on protein targets of candidate drugs

Screening methods used to identify lead molecules for target proteins, enzymes, or
receptors
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Biotechnology Databases on STN

STN contains awealth of information about biotechnology: Some files cover biotechnology

exclusively, while others cover biotechnology aspects as they pertain to the subject matter of
thefile.

All files that cover some aspects of biotechnology are included in the “Bioscience” file
cluster. The specific files may be displayed on STN using either

m A display command

=> D CLUSTER BI OSCI ENCES

m The STN Database Sdlection wizard
5TN Database SelectionWieard |

Select a subject area and then choose a database from the conespanding list.

\i’ I 'ou can select only ane database from the list. Discover! does nat suppart
rruilkifile: at thiz time.

e S0

Subject areas; Databazes;

ALLLEIE ;I EBEIOSIS The BINSIS Previews(R) /RN File lE;I

ATTTHOR3 BIOTECHAES Derwent Biotechnology Abstracts 1

W—I BIOTECHDS Derwent Biotechnology Abstracts ]

BEUSINESS EIOTECHNO Elsewvier Eiotechnobase 1930 to €tk

CASENS CAEL CAR ABSTRACTS 1973-present

CHEMENG CANCERLIT Cancer Literature Online lBES—Iiiﬂ

chEMISTRY x| |4] 4

Yiew thiz Databaze Summary Sheet u:u[:};he Wieb |

I Finigh I

¢ Back Cancel |
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Substance-Based Biotechnology Files

Substance-based files may be searched directly or indirectly by sequences, e.g., aBLAST
protein or nucleic acid search.

File

Sequence Content

Unique Features

REGISTRY

GENBANK

DGENE

B Nucleic acids

B Proteins

Nucleic acids

B Nucleic acids

B Proteins

CASRNs

Sequence description and patent source
in the Chemical Name field (/CN)

Note field (/NTE) describing modified or
non-natural sequences

Referenced and unreferenced sequences
CASRNs

CANSsfor referenced sequencesin the
Other Sourcesfield (/OS)

Sequence identifying information (/Cl,
IST, /IORGN, /FEAT)

Abstract text

Sequence identifying information
(/DESC) and keywords (/KW)

Patent information (/BIB)
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Text-Based Biotechnology Files

File Unique Features

CAplus Currency — daily updates
Journal and patent sources
CA Lexicon

CASRNs

BIOSIS

Meeting abstracts

Thesauri for Biosystematic codes, controlled terms, and
organisms

Gene name field (/GEN)
CASRNs

MEDLINE B MeSH thesaurus
OLDMEDLINE
CASRNSs

EMBASE B EMTREE thesaurus
International coverage
CASRNs

BIOTECHABS B 30% of thefileis patents

Controlled term thesaurus

BIOTECHNO B CASRNs

Trade names

not e
—p  TheCAplusfileisidentical in content with the HCAplusfile. For aquery
with many search terms, consider using HCAplus: Its charges are based on

connect hour, with no search term charges.
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TEXT-BASED SEARCH STRATEGIES

In this section, you will learn how to

O Use STN system features to overcome the challengesin
biotechnol ogy text searches

O Develop search strategies using online thesauri

0 Conduct amultifile search using file-specific search strategies




Biotechnology Search Challenges

In many ways, devel oping an effective biotechnology search strategy is similar to that for
any other subject area. However, severa challenges may greet the searcher; fortunately, each
with potential solutions.

Challenge Solution

Keeping current with avery active Files with frequent updates
area of research

| dentifying terminology B Web based support sites

B Online thesauri, including the CA Lexicon

Locating new disclosures B Patent-containing files

Vaue-added indexing to capture the science,
disclosed in the language of the scientist

B Onlineclassification thesauri, international and U.S.
patent classifications

Identifying relevant files INDEX command to explore content of multiple files,
including a cluster
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Identifying Useful Search Terms

There are anumber of waysto identify useful search terms for text-based searches:

m  STN search techniques
m  \Web resources

STN Search Techniques
Sear ch Technique Results Advantages
Free-text, "quick and B Controlled terminology B Quick
dirty" search, followed .
by results review with D Synonyms = No-costdisplay
SCAN
EXPAND in CT field B Controlled terminology Detailed exploration of
NONVITS database producer controlled
Syrony terminology
ANALYZE CT or Highly posted classification Identifies unfamiliar terms
classification indexing, indexing terms

e.g.IC,NCL, MC

Web Resources

Web resources are available to help identify the terminology of biotechnology:
m Glossary of genetic terms: http://www.nhgri.nih.gov/DIR/VIP/Glossary/index.html ‘#

m  Molecular biology learning tools and problem sets:
http://www.biology.arizona.edu/molecular bio/molecular bio.html #*

m  Graphicsgallery for biotechnology: http://www.accessexcellence.org/AB/GG/ *

m  Taxonomy: http://www.nchi.nlm.nih.gov/Taxonomy/taxonomyhome.html/ *

m  Additional biotechnology links: http://biochemlinks.com/bclinks/biotech.cfm #*
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Multifile Searching

For comprehensive searching it is usually necessary to search more than onefile. Several
features of the STN system facilitate multifile searching:

m A search may berunin multiplefiles at the same time
m A search may berun in separate files sequentially

m  The query underlying an L-numbered answer set can usually be re-searched by searching
that L-number directly

m  An L-numbered answer set is always available even when switching to a different file

In many cases, sequential file searching provides greater flexibility in developing arelevant
search strategy for each file. It isthe approach taken here.

Search Question: What recent literature, including patents, describes the study of
single nucleotide polymor phisms in potential genes associated
with the predisposition, treatment, or complications of diabetes?

Background (see the patent W0200190128):

Genetic variability within a population may explain why different patients react differently to
drug regimens, or are susceptible to specific diseases. Subtle alterations in nucleotide
sequences that encode a pharmaceutically significant protein may lead to avariation in
expression, structure and/or the function of the protein. Drugs interacting with these proteins
may exhibit differing efficacy, or pharmodynamics.

If desired this search could be expanded to research on the ordered combination of
polymorphisms in the various forms of the gene, known as a haplotypes.
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Important Search Concepts:

Major concepts — must be present for relevance

m  SNP, or single nucleotide polymorphisms

m  Genetic variation, variability or variants

m Diabetes

Minor concepts — may be used for refinement

Genes

Search Strategy

To conduct a multifile biotech text-based search

Step 1
Step 2

Step 3

Step 4

Step 5

Select relevant files.

Develop a search strategy in the primary file.

Search additional files using the same, or a modified,
search strategy.

Remove duplicate records.

Display results.
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Step 1. Select relevant files

Files, in most cases, are selected on past search experience and search results. Lacking that
experience initially, acluster of files, e.g. BIOSCIENCES, can be searched. Since many
clusters may include >20 files, the best approach is to use the INDEX command.

INDEX scans the selected files and determines how many answers would be retrieved from
each of thefilesin the cluster, IF you actually entered that file to conduct the search.

=> | NDEX BI OSCI ENCE

| NDEX ' ADI SALERTS, ADI SI NSI GHT, ADI SNEWS, ACRI COLA, ANABSTR, AQUASCI ,
Bl OBUSI NESS, BI OCCOMMERCE, BI OSI'S, BI OTECHABS, Bl OTECHDS,
Bl OTECHNO, CABA, CANCERLI T, CAPLUS, CEABA-VTB, CEN, CI N, CONFSCI,
CROPB, CROPU, DDFB, DDFU, DCENE, DRUGB, DRUGLAUNCH, DRUGVONGG,. ..

=> S SI NGLE NUCLEOTI DE POLYMORPHI SM

1 FI LE ADI SALERTS
26 FI LE AGRI COLA
8 FI LE ANABSTR
2 FI LE BI OBUSI NESS
70 FI LE Bl OCOMVERCE
1152 FILE BICSI S
107 FI LE Bl OTECHABS
107 FI LE Bl OTECHDS
1072 FI LE Bl OTECHNO
55 FI LE CABA
69 FI LE CANCERLI T
1014 FI LE CAPLUS

[
[
®
42 FI LES HAVE ONE OR MORE ANSVERS, 61 FI LES SEARCHED I N STNI NDEX

L1 QUE SI NGLE NUCLEOTI DE POLYMORPHI SM

=> D RANK
F1 435788 DGENE
F2 2961 GENBANK
F3 1271 EMBASE
F4 1152 Bl OSI S
F5 1072 Bl OTECHNO
F6 1014 CAPLUS
F7 695 SClI SEARCH
F8 486 MEDLI NE
F9 463 ESBI OBASE
F10 401 PROMI

[

[

(]
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Helpful
HINT

More information about the INDEX command, and all STN commands,
isavailable at:
http://www.cas.org/trai ning/stncommands/stncommands.html #

Step 2. Develop a search strategy in the primary file

Most strategies are developed using an iterative search - evaluate - modify approach, until
agood balance of precision and recall is achieved.

Conduct a “quick and dirty” search in HCAplus:

=> FI LE HCAPLUS
=> SET ABBREV ON PERM
=> SET PLURALS ON PERM

=> S SI NGLE NUCLEOTI DE POLYMORPHI SM AND DI ABETES

973074
2407
975132

279110
98096
327203

71591
17106
75330

SI NGLE
SI NGLES
SI NGLE

(SINGLE OR SI NGLES)

NUCLEOTI DE
NUCLEOTI DES
NUCLEOTI DE

( NUCLECTI DE OR NUCLEOTI DES)

POLYMORPHI SM
POLYMORPHI SMS
POLYMORPHI SM

( POLYMORPHI SM OR POLYMORPHI SVB)
SI NGLE NUCLEOTI DE POLYMORPHI SM
('SI NGLE( W NUCLEOTI DE( W POLYMORPHI SM)
DI ABETES
SI NGLE NUCLEOTI DE POLYMORPHI SM AND DI ABETES

1962

67626

L1 100
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| dentify additional terminology using the no-cost display:

=> D SCAN
L1 100 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS
CC 14-8 (Mammal i an Pat hol ogi cal Bi ochemi stry)
Section cross-reference(s): 3
TI Mut ati on screeni ng of the hepatocyte nuclear factor (HNF)-6 gene in
Japanese subjects with diabetes nellitus
ST  hepatocyte nuclear factor 6 gene nutation di abetes Japan
IT Gene, anim
RL: BSU (Biological study, unclassified); PRP (Properties); BICL
(Bi ol ogi cal study)
(HNF- 6- encodi ng; nutation screeni ng of hepatocyte nucl ear factor
gene in Japanese subjects with diabetes nellitus)
IT Diabetes nellitus
(MODY (nmaturity-onset diabetes of the young); nutation
screeni ng of hepatocyte nuclear factor gene in Japanese subjects
with diabetes nellitus)
IT Transcription factors
RL: BSU (Biol ogi cal study, unclassified)g Bl OL ( Note CAS indexing:
(hepatocyte nuclear factors, 6; nutation scre )
nucl ear factor gene in Japanese subjects with| ® Gene animal
I'T  Human ®  Genetic polymorphism
Hurman groups . linked to single nucleotide
Popul ati on genetics
Susceptibility (genetic)
(rmutation screeni ng of hepatocyte nuclear factor gene in Japanese
subjects with dia mel 1itus)
IT Genetic pol ynor phi sm

(single nucleotide; nutation screening of hepatocyte nucl ear
factor gene in Japanese subjects with diabetes nellitus)

HOW MANY MORE ANSWERS DO YOU W SH TO SCAN? (1):1

L1
cC

TI

ST

I T

100 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS
14-8 (Manmml i an Pat hol ogi cal Bi ochem stry)
Secti on cr o_ss-_ref e(s): 2, 3 _ Note the free-text “ genetic
Genetic variation | dost erone synthase predicts variation” terminology.
pl asma gl ucose | evel s
genetic variation al dosterone synthase plasnma gl ucose
di abetic
Gene, anim
RL: ADV (Adverse effect, including toxicity); BSU (Biol ogical study,
uncl assified); PRP (Properties); BICL (Biological study)
(CYP11B2; genetic variation in al dosterone synthase
predicts fasting plasma glucose |levels in popul ation of Chinese
and Japanese origin in relation to diabetes)
Human gr oups
(Chi nese; genetic variation in al dosterone synthase
predicts fasting plasma glucose |levels in popul ation of Chinese
and Japanese origin in relation to diabetes)
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Exploretermsin the CA Lexicon:

Having seen additional possible search terms and controlled terminology indexing, several of
these terms may be explored in the CA Lexicon for further leads. The CA Lexiconisa
thesaurus of controlled indexing terms used in the CA files. The CA Lexicon isaccessed in
the Controlled Term (/CT) field.

If you wish to... Enter thiscommand:
Determine if atermisacontrolled => E TERM CT
indexing term
Explore all hierarchical entries for => E TERM+ALL/ CT or => E E-nunber+ALL
avdidterm

(+ALL isone of many Relationship Codes available)

Search aterm and its older, newer, => S E- nunber +PFT
or “use for” terms

Search aterm and its narrower => S E- nunmber +NT
termsin the hierarchy

=> SET EXPAND CONTI NOUS PERM

=> E S| NGLE NUCLEOTI DE POLYMORPHI SM CT The AT column indicates
the number of Associated
E#  FREQUENCY TERM Terms in the thesaurus.
E1l 0 2 SI NGLE MOLECULE ANALYSI S/ CT
E2 26 4 SI NGLE MOLECULE DETECTI OV CT
E3 0 2 --> SINGLE NUCLEOTI DE POLYMORPHI SM CT
E4 0 2 SI NGLE RADI AL | MMUNODI FFY” .
E5 0 2 SINGLE RADI AL | MVUNODI FF( - Singlenucleotide .
E6 0 2 SI NGLE RADI AL | MMUNODI FF{ Polymorphism’ isnot a valid
E7 0 2 SI NGLE RADI AL | MMUNODI FF( CT. However, anentry is
ANALYSI S/ CT availablein the Lexicon.
E8 469 2 S| NGLE STRANDED DNA/ CT
E9 0 2 SI NGLE STRANDED DNA Bl NDI NG PROTEI N SSB/ CT
E10 0 1 SI NGLE- BASE/ CT
Ell 0 2 SI NGLE- BASE PROPELLANTS/ CT
E12 0 1 S| NGLE- BATH CT
=> E E3+ALL
E13 0 --> Single nucleotide pol ynorphi sn CT
E14 USE Genetic pol ynorphi sm (L) single nucleotide/CT
*kkkkkk*x*k END *kkkkkk*x*k
E14 may be used directly asa
[search term. ]
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not e

— > If this search were to be broadened to include the “ haplotype” concept, the

CA Lexicon can again be used to explore possible additional terms:

=> E HAPLOTYPES/ CT “ Haplotypes® isa valid entry.
However, the AT column indicates

E#  FREQUENCY AT additional terms may be of interest,
Tt Tttt - in this case, narrower terms.
E15 1 7
E1l6 0 2 HAPLOTYPE/ CT
E1l7 2184 12 --> HAPLOTYPES/ CT
=> E E17+ALL
E27 9744 BT1 Genotypes/CT
E28 2184 --> Hapl otypes/CT

HN  Valid headi ng during volunme 126 (1997) to present.
E29 UF Hapl ot ype/ CT
E30 NT1 Antigens (L) H2D/ CT
E31 NT1 Antigens (L) H 2K/ CT
E32 NT1 Antigens (L) H 2a/CT
E33 NT1 Antigens (L) H 2b/CT
E34 NT1 Antigens (L) H2q/CT
E35 NT1 Histoconpatibility antigens (L) H2a/CT
E36 NT1 Histoconpatibility antigens (L) H 2b/CT
E37 NT1 Histoconpatibility antigens (L) H 2g/CT
E38 NT1 Histoconpatibility antigens (L) H 2s/CT
*kkkkkk*x*k END *kkkkkk k%
=> S HAPLOTYPES+NT/CT (OR => S E28+NT)

=> E GENE, AN MAL/CT

E#

E124
E125
E126
E127
E128
E129
E130
E131
E132
E133
E134
E135

“ Gene, animal” isa valid controlled
FREQUENCY AT TERM term, with hundreds of associated
terms. In this case most are to

0 2 GENE ZFY PROTEI NS/ CT specific genes, indexed as* Gene,

0 2 GENE ZI F/ 268 PROTEI NS/ animal” linked to the specific gene
154304 547 --> CGENE, AN MAL/CT designation.

0 7 GENE, ANI MAL (L) .ALPHA

0 5 GENE, ANI MAL (L) 1/CT

0 5 GENE, AN MAL (L) 2/CT

0 6 GENE, AN MAL (L) A/CT

0 7 GENE, ANI MAL (L) A-MYB/CT

0 8 GENE, ANI MAL (L) ABDOM NAL- A/ CT

0 7 GENE, ANI MAL (L) ABDOM NAL- B/ CT

0 6 GENE, ANI MAL (L) ABQ CT

0 6 GENE, ANI MAL (L) ACE/CT
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From the free-text observed in thetitles and indexing (D SCAN) and controlled terms
identified in the CA Lexicon, a search query can be developed for a comprehensive, yet
reasonably precise answer set.

Search therefined query:

=> S E14 OR SNP OR SI NGLE NUCLEOTI DE POLYMORPHI SM OCR GENETI C VARI A?
33124 GENETI C POLYMORPHI SM CT

113814 SINGLE/ I T Recall that E14 represents
114 SINGLES/IT the controlled term for single
113916 SINGLE/IT nucleotide polymor phism.

((SINGLE OR SINGLES)/1T)
194423 NUCLEOTI DE/ I T
48458 NUCLEOTI DES/ | T
230882 NUCLEOTI DE/ I T
( (NUCLEOTI DE OR NUCLEOTI DES) /1 T)
1484 " GENETI C POLYMORPHI SM (L) SI NGLE NUCLEOTI DE"/ CT
3365 SNP
876 SNPS
3772 SNP
(SNP OR SNPS)
973074 SI NGLE
2407 S| NGLES
975132 SI NGLE
(SI NGLE OR SI NGLES)
279110 NUCLEOTI DE
98096 NUCLEOTI DES
327203 NUCLEOTI DE
( NUCLEOTI DE OR NUCLEOTI DES)
71591 POLYMORPHI SM
17106 POLYMORPHI SMVB
75330 POLYMORPHI SM
( POLYMORPHI SM OR POLYMORPHI SMVS)
1962 SI NGLE NUCLEOTI DE POLYMORPHI SM
('SI NGLE( W NUCLEOTI DE( W POLYMORPHI SM)
486867 GENETI C
71309 GENETI CS
518835 GENETI C
( GENETI C OR GENETI CS)
863535 VARI A?
10269 GENETI C VARI A?
( GENETI C( W VARI A?)
L2 15119 " GENETI C POLYMORPHI SM (L) SI NGLE NUCLEOTI DE'/ CT OR SNP OR
SI NGLE NUCLEOTI DE POLYMORPHI SM OR GENETI C VARI A?

=> S DI ABETES

L3 67626 DI ABETES

_ Thefinal query utilizes both free-
=> S L2 AND L3 {text and controlled indexing. ]
L4 349 L2 AND L3

=> S L4 AND PY>1999

2057503 PY>1999
L5 197 L4 AND PY>1999
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H el p f u l HCAplusis updated daily with new records. Indexing for these records
HINT may not be available initialy. The combination of a controlled indexing
guery and free-text query assures retrieval of both indexed and newly
added records to the HCAplusfile.

When conducting a search with many text terms, it may be advantageous to rearrange the
answers into relevance order. On STN the FOCUS command uses sophisticated algorithms
based on search term occurrence, proximity, and fields.

Use FOCUS to place most relevant answers first:

= DTI 1-5 Compare thetitles of thefirst 5
records before and after using the

L5 ANSWER 1 OF 197 HCAPLUS COPYRI GHT 2002 FOCUS command.

TI Endot hel i n-1 pronoter pol ynorphi sm

L5 ANSWER 2 OF 197 HCAPLUS COPYRI GHT 2002 ACS
TI Variations in insulin secretion in carriers of gene variants in
IRS-1 and -2

L5 ANSWER 3 OF 197 HCAPLUS COPYRI GHT 2002 ACS
TI KI R6. 2 pol ynor phi sm predi sposes to type 2 di abetes by inducing

overactivity of pancreatic p-cell ATP-sensitive K+ channels

L5 ANSWER 4 OF 197 HCAPLUS COPYRI GHT 2002 ACS

TI Systematic search for single nucleotide
pol ynorphisnms in the resistin gene: the absence of evidence for
the association of three identified single nucleotide
pol ynor phi sns with Japanese type 2 di abetes

L5 ANSWER 5 OF 197 HCAPLUS COPYRI GHT 2002 ACS
TI Human resistin gene, obesity, and type 2 diabetes: nutation
anal ysi s and popul ati on study

=> FOCUS L5

PROCESSI NG COVPLETED FCR L5

L6 197 FOCUS L5 1-

= DTl 1-5

L6 ANSWER 1 OF 197 HCAPLUS COPYRI GHT 2002 ACS

TI I sol ati on and characterization of the human AKT1l gene,
identification of 13 single nucleotide pol ynorphisns (SNPs),
and their lack of association with Type Il diabetes

(continued on next page)
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L6
TI

L6
TI

L6
TI

L6
TI

ANSWER 2 OF 197 HCAPLUS COPYRI GHT 2002 ACS

Systemati c search for single nucleotide

pol ynorphisns in the resistin gene: the absence of evidence for
the association of three identified single nucleotide

pol ynor phi sms with Japanese type 2 di abetes

ANSVER 3 OF 197 HCAPLUS COPYRI GHT 2002 ACS

Det ecti on of single nucleotide pol ynorphisns

of the human von Hi ppel -Li ndau syndrome tunor suppressor (vHL) gene
pronoter and uses in prediction of genetic susceptibility to

di seases

ANSVER 4 OF 197 HCAPLUS COPYRI GHT 2002 ACS

Det ecti on of single nucleotide pol ynorphisns

of the TGF-B1 pronmoter and uses in prediction of genetic
susceptibility to diseases

ANSWER 5 COF 197 HCAPLUS COPYRI GHT 2002 ACS
Genetics of platelet receptor single-nucleotide polynorphisns:
clinical inmplications in thronbosis

=> D IBIB ABS H TIND 1-3

L6 ANSVWER 1 OF 197 HCAPLUS COPYRI GHT 2002 ACS

ACCESSI ON NUVBER: 2001: 467865 HCAPLUS Ful | -t ext

DOCUMENT NUVBER: 136: 181742

TI TLE: I sol ati on and characterization of the human AKT1
gene, identification of 13 single nucleotide
pol ynor phi sns (SNPs), and their |ack of
association with Type Il diabetes

AUTHOR( S) : Mat subara, A.; Wasson, J. C.; Donelan, S. S.;
Wwelling, C M; daser, B.; Permutt, M A

CORPORATE SOURCE: Di vi si on of Metabolism Endocrinol ogy and
Di abet es, Washi ngton University School of
Medi ci ne, St. Louis, MO USA

SOURCE: Di abetol ogi a (2001), 44(7), 910-913
CODEN: DBTGAJ; | SSN. 0012-186X

PUBLI SHER: Springer - Verl ag

DOCUMENT TYPE: Jour nal

LANGUAGE: Engl i sh

AB  Ains/hypothesis. AKT1l, a serine/threonine protein kinase, is an

i mportant downstreamtarget of the insulin-signaling pathway, wth
both anti-apoptotic and peripheral nmetabolic effects. Because
impaired insulin signaling is a major hallmark of Type Il (non-

i nsul i n-dependent) diabetes nellitus, the authors considered whether
the AKT1 gene could be a candi date gene involved in susceptibility
of this condition. To test this possibility, the authors isolated
and characterized the human AKT1 gene. The authors al so | ooked for
singl e nucl eoti de pol ynorphisns in the gene and exam ned their
association with Type Il diabetes nellitus in the Ashkenazi Jew sh
popul ati on. Methods. Human BAC/ Pl genomic libraries were screened
to isolate the AKT1 gene. To obtain structural information and the
sequences of the exon-intron boundaries, BAC/ Pl clones were directly
sequenced. ldentification of single nucleotide pol ynorphi sms was
done by pol ynerase chain reaction of each exon, followed by

denat uring high performance liquid chromatog. Six single nucleotide

(continued on next page)
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pol ynor phi snms were genotyped in Ashkenazi Jewi sh patients with Type
Il diabetes nellitus and in control subjects. Results. The human
AKT1 gene was at least 24.6 kb in length and conprised 14 exons.
Al toget her 13 putative intragenic single nucleotide polynorphisns,
with minor-allele frequencies ranging from0.011 to 0.354, were
identified. The allelic and the genotypic frequencies of 6 single
nucl eoti de pol ynorphi sns were the sane in diabetic patients and in
control subjects. Conclusion/interpretation. The results of the
aut hors' studies show that the AKT1 gene is not a major contributor
to susceptibility to Type Il diabetes nmellitus in Ashkenazi Jews.
14-8 (Manmal i an Pat hol ogi cal Bi ochemi stry)
Section cross-reference(s): 3, 7, 13
AKT1 gene sequence human pol ynorphismtype Il diabetes; single
nucl eoti de pol ynor phi sm AKT1 gene type Il diabetes
Gene, anim
RL: BSU (Biol ogical study, unclassified); PRP (Properties); BICL
(Bi ol ogi cal study)
(AKT1; isolation and characterization of human AKT1 gene,
identification of 13 single nucleotide
pol ynor phi sms (SNPs), and | ack of association with type
Il diabetes in Ashkenazi Jew sh popul ati on)
Human groups
(Ashkenazi Jew sh; isolation and characterization of human AKT1
gene, identification of 13 single nucleotide polynorphisns
(SNPs), and | ack of association with type Il diabetes in
Ashkenazi Jew sh popul ati on)
Genetic el ement
RL: BSU (Biological study, unclassified); PRP (Properties); BICL
(Bi ol ogi cal study)
(exon; isolation and characterization of human AKT1 gene,
identification of 13 single nucleotide
pol ynor phi sns (SNPs), and | ack of association with type
Il diabetes in Ashkenazi Jew sh popul ation)
Genetic el ement
RL: BSU (Biol ogical study, unclassified); PRP (Properties); BICL
(Bi ol ogi cal study)
(intron; isolation and characterization of human AKT1l gene,
identification of 13 single nucleotide
pol ynor phi snms (SNPs), and | ack of association with type
Il diabetes in Ashkenazi Jew sh popul ati on)
Al'l el e frequency
DNA sequences
Genot ypes
Human
Popul ation genetics
Protei n sequences
Susceptibility (genetic)
(isolation and characterization of human AKT1 gene,
identification of 13 single nucleotide pol ynorphi snms (SNPs),
and | ack of association with type Il diabetes in Ashkenazi Jew sh
popul ati on)
Di abetes nellitus
(non-insulin-dependent; isolation and characterization of human
AKT1 gene, identification of 13 single nucleotide
pol ynmor phi sms (SNPs), and | ack of association with type
Il diabetes in Ashkenazi Jew sh popul ati on)

(continued on next page)

Text-Based Search Strategies —21



Genetic pol ynor phi sm <: [Controlledtermindexing. ]

(single nucleotide; isolation and characterization
of human AKT1 gene, identification of 13 single
nucl eoti de pol ynorphi sms (SNPs), and | ack
of association with type Il diabetes in Ashkenazi Jew sh
popul ati on)
399106-12-8
RL: BSU (Biological study, unclassified); PRP (Properties); BICL
(Bi ol ogi cal study)
(am no acid sequence; isolation and characterization of human
AKT1 gene, identification of 13 single nucleotide pol ynorphisns
(SNPs), and | ack of association with type Il diabetes in
Ashkenazi Jew sh popul ati on)
148640- 14-6, Protein ki nase Akt
RL: BSU (Biol ogical study, unclassified); PRP (Properties); BICL
(Bi ol ogi cal study)
(isolation and characterization of human AKT1 gene,
identification of 13 single nucleotide pol ynorphisns (SNPs),
and | ack of association with type Il diabetes in Ashkenazi Jew sh
popul ati on)
381882-29-7, GenBank AF283818  381882-30-0, GenBank AF283819
381882-31-1, GenBank AF283820  381882-32-2, GenBank AF283821
381882-33-3, GenBank AF283822  381882-34-4, GenBank AF283823
381882-35-5, GenBank AF283824  381882-36-6, GenBank AF283825
381882-37-7, GenBank AF283826  381882-38-8, GenBank AF283827
381882-39-9, GenBank AF283828  381882-40-2, GenBank AF283829
381882-41-3, GenBank AF283830
RL: BSU (Biological study, unclassified); PRP (Properties); BICL
(Bi ol ogi cal study)
(nucl eoti de sequence; isolation and characterization of human
AKT1 gene, identification of 13 single nucleotide pol ynorphisns
(SNPs), and | ack of association with type Il diabetes in Ashkenaz
Jewi sh popul ati on)

REFERENCE COUNT: 10 THERE ARE 10 Cl TED REFERENCES AVAI LABLE

L6

FOR THI S RECORD. ALL Cl TATI ONS AVAI LABLE
IN THE RE FORVAT

ANSVER 2 OF 197 HCAPLUS COPYRI GHT 2002 ACS

ACCESSI ON NUMBER: 2002: 210348 HCAPLUS Ful | -t ext
TI TLE: Systematic search for single nucleotide

pol ynorphisnms in the resistin gene: the absence
of evidence for the association of three

i dentified single nucl eotide pol ynorphisnms with
Japanese type 2 di abetes

AUTHOR( S) : Gsawa, Haruhi ko; Onuma, Hiroshi; Mirakan,

Aki ko; Ochi, Masaaki; Nishiniya, Tatsuya; Kato,
Keni chi; Shim zu, Ikki; Fujii, Yasuhisa; GChashi
Jun; Maki no, Hidei chi

CORPORATE SOURCE: Department of Laboratory Medicine, Ehinme

Uni versity
School of Medicine, Eh[ Notethatindexing is not yet

SOURCE: Di abetes (2002), 51(3)| availablefor thisrecord. It was

CODEN: DI AEAZ; | SSN: Of retrieved with the free-text query.

PUBL| SHER: Anmeri can Di abetes Asso
DOCUMENT TYPE: Jour nal
LANGUAGE: Engl i sh

(continued on next page)
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L6

Resistin is a novel polypeptide specifically secreted from

adi pocytes, and its serumlevels are increased in obese diabetic
m ce. Resistin antagonizes insulin and could account for insulin
resistance. To determi ne whether there are single nucleotide

pol ynmor phi sms (SNPs) in the resistin gene associated with type 2
di abet es, sequences for 24 Japanese type 2 diabetic patients were
initially analyzed using PCR direct sequencing. Three SNPs were
found in the introns, but none were present in the coding regions.
The allele frequencies of genonmc -167CT, +157C>T, and +299G5A in
99 Japanese control subjects were deternmined to be 3.5, 6.6, and
39.4% resp. In each pair of these SNPs, |inkage disequil. were
found between either -167CT and +299G>A or +157C>T and +299GA. A
I i nkage disequil. was also detected anong -167CT, +157C>T, and
+299G>A, and only four of the eight possible haplotypes defined by
these SNPs were found. A conparison of the frequencies of these
SNPs and hapl ot ypes between 99 type 2 di abetes and 99 contro

subj ects reveal ed no evidence for any association These identified
SNPs, which were in |inkage disequil., represent potentially usefu
tools for searching for their association with specific phenotypes
of di abet es.

14 (Mammal i an Pat hol ogi cal Bi ochemi stry)

ANSVER 3 OF 197 HCAPLUS COPYRI GHT 2002 ACS

ACCESSI ON NUMBER: 2002: 123275 HCAPLUS Ful | -t ext
DOCUMENT NUMBER: 136: 162394
TI TLE: Det ecti on of single nucleotide pol ynorphisns of

the hunan von Hi ppel - Li ndau syndrone tunor
suppressor (vHL) gene pronoter and uses in
prediction of genetic susceptibility to diseases

I NVENTOR( S) : Moskowi t z, David W
PATENT ASSI GNEE( S) : Dzgenes, LLC, USA
SOURCE: PCT Int. Appl., 79 pp

CODEN: Pl XXD2

DOCUMENT TYPE: Pat ent

FAM LY ACC. NUM COUNT: 1

LANGUAGE: Engl i sh
PATENT | NFORMATI ON: {

A fully indexed Feb 14 patent
publication.

PATENT NO KIND DATE APPLI CATI ON NO. DATE
WD 2002012567 Al 20020214 WD 2001- US24985 20010809
W AE, AG AL, AM AT, AU, BA, BB, BG BR, BY, BZ, CA
CN, CO CR CU, CZ, Dk, DM DZ, EC, EE, ES, FI, GB,
GE, G4 GM HR HU, ID IN 1S JP, KE, KG KP, KR
LC, LK LR LS, LT, LU, MA, MD, MG MK MN, MW MK
NO, Nz, PL, PT, RO RU, SD, SE, SG SI, SK, SL, TJ, ™™
TT, TZ, UA UG US, Uz, VN, YU ZA 2ZW AM AZ, BY, KG
MD, RU, TJ, T™
RW GH GV KE, LS MN M, SD, SL, SZ, TZ, UG ZW AT, BE
Cy, DE, DK, ES, FI, FR GB, GrR IE IT, LU M NL, PT,
TR, BF, BJ, CF, CG C, CM GA G\, GQ GN M, M NE,
TD, TG

A

ZrRR

22 RIRRBEI

PRI ORI TY APPLN. | NFO. : US 2000-224084P P 20000809

AB

The invention discloses the single nucl eotide pol ynorphi snms ( SNPs)
at positions 520 and 638 on the human von Hi ppel - Li ndau syndromne
tunmor suppressor gene prompter and detection of individuals at risk

(continued on next page)
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ST

for pathol. conditions based on the SNPs. |In particular, the
i nvention discloses that a single nucleotide pol ynorphi sm ( SNP)
associated with colon cancer, hypertension, atherosclerotic
peri pheral vascul ar di sease due to hypertension, cerebrovascul ar
acci dent due to hypertension, cataracts due to hypertension,
hypert ensi ve cardi omyopat hy, myocardial infarction due to
hypertensi on, end stage renal disease due to hypertension, non-
i nsulin dependent diabetes nellitus, atherosclerotic periphera
vascul ar di sease due to non-insulin dependent diabetes nellitus,
cerebrovascul ar accident due to non-insulin dependent diabetes
nmel litus, ischem c cardionyopathy, ischemic cardi omyopathy with non-
i nsulin dependent diabetes nellitus, myocardial infarction due to
non-insulin dependent diabetes nellitus, atrial fibrillation wthout
val vul ar di sease, alc. abuse, alc. cirrhosis, anxiety, asthng,
chroni c obstructive pul monary di sease, chol ecystectomny, degenerative
j oint disease, end stage renal disease and frequent de-clots, end
stage renal disease due to focal segnental glonmerular sclerosis, end
stage renal disease due to insulin dependent diabetes nellitus, end
stage renal disease due to non-insulin dependent diabetes nellitus,
and sei zure disorder. The invention also discloses nmethods for
using the SNP to determ ne susceptibility to these diseases;
nucl eoti de sequences containing the SNP; kits for determ ning the
presence of the SNP; and nethods of treatnent or prophylaxis based
on the presence of the SNP
ICM C12Q001- 68
ICS CO7HO021-02
3-3 (Biochemi cal Genetics)
Section cross-reference(s): 1, 14
singl e nucl eoti de pol ynor phi sm hunman vHL
gene pronoter diagnosis; von Hippel Lindau syndrone tunor suppressor
gene pronoter pol ynor phi sm
Crrhosis
(alc.; detection of single nucleotide
pol ynor phi snms of the human von Hi ppel - Li ndau syndronme tunor
suppressor (vHL) gene pronoter and uses in prediction of genetic
susceptibility to di seases)
PCR (pol ynerase chain reaction)
(allele specific; detection of single nucleotide
pol ynor phi snms of the human von Hi ppel - Li ndau syndronme tunor
suppressor (vHL) gene pronoter and uses in prediction of genetic
susceptibility to di seases)
Fl uorescent substances
(as label; detection of single nucleotide
pol ynor phi snms of the human von Hi ppel - Li ndau syndronme tunor
suppressor (vHL) gene pronoter and uses in prediction of genetic
susceptibility to di seases)
Ant i bodi es
Anti gens
Enzymes, bi ol ogi cal studies
Pepti des, biol ogical studies
Radi onucl i des
St eroi ds, biological studies
Vi tam ns

(continued on next page)
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RL: BSU (Biol ogical study, unclassified); BlIOL (Biological study)
(as label; detection of single nucleotide
pol ynor phi sns of the hunan von Hi ppel - Li ndau syndrone tunor
suppressor (vHL) gene pronoter and uses in prediction of genetic
susceptibility to di seases)

o
°
°
Di abetes nellitus
(i nsulin-dependent; single nucleotide
pol ynor phi sns of the vHL gene pronoter and uses in diagnosis of
di seases)
DNA sequence anal ysi s
(mni; detection of single nucleotide
pol ynor phi snms of the human von Hi ppel - Li ndau syndronme tunor
suppressor (vHL) gene pronoter and uses in prediction of genetic
susceptibility to diseases)
Di abetes nellitus
(non-insulin-dependent; detection of single
nucl eoti de pol ynorphi sms of the human von
Hi ppel - Li ndau syndrone tunor suppressor (vHL) gene pronoter and
uses in prediction of genetic susceptibility to diseases)
DNA sequences
(of gene vHL pronmoter of human; detection of single
nucl eoti de pol ynor phi sms of the human von
Hi ppel - Li ndau syndrone tunor suppressor (vHL) gene pronoter and
uses in prediction of genetic susceptibility to diseases)
At her oscl erosi s
(of peripheral vascul ar di sease due to hypertension or non-
i nsulin dependent diabetes nellitus; single
nucl eoti de pol ynorphi snms of the vHL gene pronoter and uses in
di agnosi s of di seases)
Pronoter (genetic el enent)
RL: BSU (Biol ogical study, unclassified); DGN (D agnostic use); PRP
(Properties); THU (Therapeutic use); BIO. (Biological study); USES
(Uses)
(of von Hippel -Li ndau syndrone tunor suppressor gene; single
nucl eoti de pol ynorphi sns of the vHL gene pronoter and
uses in diagnosis of diseases)
Geneti ¢ net hods
(oligonucleotide ligation anal.; detection of single
nucl eoti de pol ynorphi sns of the human von
Hi ppel - Li ndau syndrone tunor suppressor (vHL) gene pronoter and
uses in prediction of genetic susceptibility to diseases)
Bl ood vessel, disease
(peripheral, due to hypertension or diabetes nellitus type
I'l; single nucleotide pol ynorphi sns of
the vHL gene pronoter and uses in diagnosis of diseases)
Geneti ¢ net hods
(restriction fragnent anal.; detection of single
nucl eoti de pol ynorphi sns of the human von
Hi ppel - Li ndau syndrone tunor suppressor (vHL) gene pronoter and
uses in prediction of genetic susceptibility to diseases)

(continued on next page)
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Geneti ¢ pol ynor phi sm
(single nucleotide; detection of single
nucl eoti de pol ynorphi sns of the human von
Hi ppel - Li ndau syndrome tunor suppressor (vHL) gene pronoter and
uses in prediction of genetic susceptibility to diseases)
Brai n, disease
(stroke, due to hypertension or diabetes nellitus type II
singl e nucl eoti de pol ynorphi sns of the vHL
gene pronoter and uses in diagnosis of diseases)
37332-03-9, Fl uorochrone
RL: BSU (Biol ogical study, unclassified); BlIOL (Biological study)
(as label; detection of single nucleotide
pol ynor phi sns of the TGF-pB1l pronmpter and uses in
predi ction of genetic susceptibility to diseases)
395912-99-9
RL: BSU (Biological study, unclassified); DGN (D agnostic use); PRP
(Properties); THU (Therapeutic use); BIO.L (Biological study); USES
(Uses)
(nucl eoti de sequence; detection of single nucleotide
pol ynor phi snms of the human von Hi ppel - Li ndau syndronme tunor
suppressor (vHL) gene pronoter and uses in prediction of genetic
susceptibility to diseases)
395915-41-0  395915-42-1  395915-43-2  395915-44-3  395915-45-4
395915-46-5  395915-47-6  395915-48-7
RL: PRP (Properties)
(uncl ai med nucl eoti de sequence; detection of single
nucl eoti de pol ynorphi sns of the human von
Hi ppel - Li ndau syndronme tunor suppressor (vHL) gene pronoter and
uses in prediction of genetic susceptibility to diseases)

REFERENCE COUNT: 3 THERE ARE 3 ClI TED REFERENCES AVAI LABLE FOR

THI'S RECORD. ALL CI TATI ONS AVAI LABLE I N
THE RE FORNVAT
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Step 3. Search additional files

Termsidentified from the primary file may be searched in additional files; however, the
controlled terminology will most likely require modification, based on individual database
producer indexing systems.

A search strategy, represented by an L-number, may be reused in any additional files when

appropriate.

Extend the search in BIOSI S:

=> FILE BICSI S

=> E SI NGLE NUCLEOCTI DE POLYMORPHI SM CT

Note: Many controlled indexing
phrases start with “ single
nucleotide polymorphism” .

E#  FREQUENCY AT TERM
E39 2 SI NGLE NUCLEOTI DE POLYMORPHI C MARKERS/ CT
E40 1 SI NGLE NUCLEQOTI DE POLYMORPHI C SI TES/ CT
E41 211 --> SI NGLE NUCLEQOTI DE POLYMORPHI SM CT
E42 4 SI NGLE NUCLEOTI DE POLYMORPHI SM ( SNP) / CT
E43 1 SI NGLE NUCLEOTI DE POLYMORPHI SM 63/ CT
E44 1 SI NGLE NUCLEOTI DE POLYMORPHI SM ALLELE
RESOLUTI ON/ CT

E45 1 SI NGLE NUCLEOTI DE POLYMORPHI SM ALLELES/ CT
E46 1 SI NGLE NUCLEOTI DE POLYMORPHI SM ANALYSI S/ CT
E47 1 SI NGLE NUCLEOTI DE POLYMORPHI SM CHI P/ CT
E48 1 SI NGLE NUCLEOTI DE POLYMORPHI SM COVPARI SONS/ CT
E49 1 SI NGLE NUCLEOTI DE POLYMORPHI SM COSEGREGATI ON/ CT
E50 1 SI NGLE NUCLEOTI DE POLYMORPHI SM DETECTI ON/ CT
Helpful i o

Recall that al individual words of the controlled term indexing (/CT) are

HINT part of the Basic Index (/Bl). In this example, the free-text query for

“single nucleotide polymorphism” will search both the indexing terms
and text within the title and abstract.

BIOSIS now contains afield for gene names (/GEN) which is also part
of the Basic Index. Its content will enhance this search.
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Conduct a free-text query in BIOSI S:

=> S SNP OR SI NGLE NUCLEOTI DE POLYMORPHI SM OR GENETI C VARI A?

3107 SNP
755 SNPS
3527 SNP
(SNP OR SNPS)
498870 SI NGLE
480 SI NGLES
499163 SI NGLE
(SI NGLE OR SI NGLES)
178428 NUCLEOTI DE
50677 NUCLEOTI DES
208801 NUCLEOTI DE
( NUCLEOTI DE OR NUCLEOTI DES)
72805 POLYMORPHI SM
23321 POLYMORPHI SMVS
84574 POLYMORPHI SM
( POLYMORPHI SM OR POLYMORPHI SMVS)
2031 SI NGLE NUCLEOTI DE POLYMORPHI SM
('SI NGLE( W NUCLEOTI DE( W POLYMORPHI SM)
399930 GENETIC
891815 GENETI CS
1085299 GENETI C
( GENETI C OR GENETI CS)
686324 VAR A?
25802 GENETI C VARI A?
( GENETI C( W VARI A?)

L7 30135 SNP OR SI NGLE NUCLEOTI DE POLYMORPHI SM OR GENETI C VARI A?
=> S DI ABETES
135224 DI ABETES
1 DI ABETESES
L8 135224 DI ABETES

(DI ABETES OR DI ABETESES)
=> S L7 AND L8
L9 385 L7 AND L8

=> S L9 AND PY>1999

1090352 PY>1999

L10 197 L9 AND PY>1999 Coverage of meetings and
conferencesis a strength of
=> D SCAN BIOSS

L10 197 ANSWERS BIOSIS COPYRI GHT 2002 Bl OLOG CAL ABSTRACTS | NC.
TI Genetic variation in the matri x netal |l oprotei nase 9
gene, MWP9, in Type 2 diabetes patients with renal disease.
I T M scel | aneous Descriptors
Meeting Abstract; Meeting Poster <::

HOW MANY MORE ANSWERS DO YOU W SH TO SCAN? (1):1

(continued on next page)
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L10
TI

I T

197 ANSWERS BIOSI'S COPYRI GHT 2002 Bl OLOd CAL ABSTRACTS | NC
Associ ation of cal pain 10 genetic pol ynorphisns with type 2
di abetes and insulin response in non-diabetic Chinese.
Met hods & Equi pnent
HOWA- bet a: eval uation nmethod; OGIT [oral glucose tolerance test]:
di agnosti c met hod
M scel | aneous Descriptors
SNP [single nucleotide
pol ynorphi sm; allelic frequency; genotype; glucose tol erance;
insulin response; risk assessnment; Meeting Abstract; Meeting
Post er

=> DIBIB ABS 1-2, 11

L10 ANSWER 1 OF 197 BICOSIS COPYRI GHT 2002 Bl OLOd CAL ABSTRACTS | NC
ACCESSI ON NUMBER: 2002: 203582 BICOSIS Ful | -text

DOCUMENT NUMBER: PREV200200203582

TI TLE: Mut ati on screening of the urocortin gene:

Identification of new single nucleotide
pol ynmor phi snms and associ ation studies with obesity
in French Caucasi ans.

AUTHOR( S) : Del pl anque, J.; Vasseur, F.; Durand, E. ;
Abderrahmani, A ; Dina, C; Weber, G; Quy-Gand,
B.; Cerment, K; Will, J.; Boutin, P.; Froguel, P
(1)

CORPORATE SOURCE: (1) Centre National de | a Recherche Scientifique

8090, Institut Pasteur de Lille, 1 rue Cal nette,
F-59019, Lille Cedex: froguel @mil-good. pasteur -
lille.fr France

SOURCE: Journal of dinical Endocrinology & Metabolism (

February, 2002) Vol. 87, No. 2, pp. 867-869.
http://jcem endoj ournal s.org. print.
| SSN: 0021- 972X

DOCUMENT TYPE: Article
LANGUAGE: Engl i sh
AB A linkage between obesity-rel ated phenotypes and the 2p21-23 | ocus

has been reported previously. The urocortin (UCN) gene resides at
this interval, and its protein decreases appetite behavior
suggesting that UCN may be candi date gene for susceptibility to
obesity. W localized the UCN gene by radiation hybrid mappi ng, and
the surroundi ng markers were genotyped in a collection of French
famlies. Evidence for |inkage was shown between the narker D2S165
and leptin levels (LOD score, 1.34; P = 0.006) and between D2S2247
and the z-score of body mass index (LOD score, 1.829; P = 0.0019).
The gene was screened for SNPs in 96 obese patients. Four new
variants were established. Two single nucleotide pol ynorphisms were
| ocated in the pronmoter (-535 A fwdarw G -286 G fwdarw A), one in
intron 1 (+31 C fwdarw G, and one in the 3'-untranslated region
(+34 C fwdarw T). Association studies in cohorts of 722 unrel ated
obese and 381 control subjects and transm ssion disequilibrium
tests, performed for the two frequent pronoter polynorphisns, in 120
fam lies (894 individuals) showed that no associati on was present
bet ween these variants and obesity, obesity-rel ated phenotypes, and
di abetes. Thus, our anal yses of the genetic variations of the UCN
gene suggest that, at least in French Caucasi ans, they do not
represent a major cause of obesity.

(continued on next page)
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L10

ANSVER 2 OF 197 BIGSIS COPYRI GHT 2002 Bl OLOG CAL ABSTRACTS | NC.

ACCESSI ON NUMBER: 2002: 203560 BIOSI'S Ful | -text
DOCUMENT NUMBER: PREV200200203560
TI TLE: A single nucl eotide

pol ynorphi smin protein tyrosi ne phosphatase PTP-1B
is associated with protection from di abetes or
i mpaired glucose tolerance in §i-Cree.

AUTHOR( S) : Mok, Andrea; Cao, Henian; Zinnman, Bernard; Hanl ey,

Anthony J. G ; Harris, Stewart B.; Kennedy, Brian P.;
Hegel e, Robert A (1)

CORPORATE SOURCE: (1) Bl ackburn Cardiovascul ar Genetics Laboratory,

Robarts Research Institute, 406-100 Perth Drive,
London, Ontario, N6A 5K8: robert.hegele@ri.on.ca
Canada

SOURCE: Journal of dinical Endocrinology & Metabolism (

February, 2002) Vol. 87, No. 2, pp. 724-727.
http://jcem endoj ournal s.org. print.
| SSN: 0021- 972X

DOCUMENT TYPE: Article
LANGUAGE: Engl i sh
AB  Several lines of evidence support a role for protein tyrosine

phosphat ase 1B (PTP-1B) in nmetabolism and specifically in insulin
sensitivity and obesity. W report the devel opnent of reagents for
the anplification and sequencing of the PTP-1B gene, which has
resulted in the identification of a novel single nucleotide

pol ynor phi sm ( SNP), designated 981Cfwdarw T. W found a significant
associ ation between this SNP and the risk of either inpaired glucose
tolerance (I GI) or type 2 diabetes in the i-Cree of Sandy Lake
Ontario, Canada. Six hundred and fifty-three subjects were genotyped
using PCR anplification of exon 8, followed by digestion with the
restriction enzyme Aval. Sixty-eight subjects were heterozygotes,
and none was a honobzygote. Thus, the overall frequencies of the C
allele and the T allele were 0.948 and 0.052, respectively. Subjects
with the PTP-1B 981T/981C genotype were approxi mately 40% | ess
likely to have | GI or diabetes as subjects with the 981C/ 981C
genotype (P = 0.040). There was no difference in quantitative traits
anong subj ects grouped according to the PTP-1B 981Cfwdarw T SNP
genotype. These very prelinmnary findings suggest that genonic
variation in PTP-1B is associated with a reduced risk of diabetes
and are consistent with the idea that this protein is inportant in
nmet abol i sm

L10 ANSWER 11 OF 197 BIOSIS COPYRI GHT 2002 BI OLOG CAL ABSTRACTS | NC.
ACCESSI ON NUMBER: 2002: 140998 BIOSI'S Ful | -text

DOCUMENT NUMBER: PREV200200140998

TI TLE: Si ngl e nucl eoti de pol ynor phi sns

(SNPs) associated with genetic susceptibility to
NASH NAFLD and ALD: Sane agai n pl ease.

AUTHOR( S) : Jacob, John (1); Saksena, Sushma (1); Leathart,

Julian B. (1); James, diver (1); Daly, Ann K (1);
Day, Christopher P. (1)

CORPORATE SOURCE: (1) Univ of Newcastle upon Tyne, Newcastle upon Tyne

UK

(continued on next page)
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SOURCE:

DOCUMENT TYPE
LANGUAGE

Hepat ol ogy, (Cctober, 2001) Vol. 34, No. 4 Pt. 2,
pp. 460A.

htt p: // hepat ol ogy. aasl dj ournal s. org/ scri pts/om dl

| / serve?acti on=sear chDB&sear chDBf or =hone& d=j hep.
print.

Meeting Info.: 52nd Annual Meeting and Post graduate
Courses of the Anerican Association for the Study of
Li ver Di seases

Dal | as, Texas, USA Novenber 09-13, 2001

| SSN: 0270-9139.

Conf er ence

Engl i sh

Extend the search into BIOTECHNO:

=> FI LE BI OTECHNO

=> S L10

753
515
1020

130102
32
130125

118911
20812
128368

43082
12081
45542
1333
231500
35306
247893

120121
13363

12928

250665

L11 123
=> D TRIAL 1-2

L11 ANSVER 1

Note: The complete multi-step
SNP query developed in BIOSIS can
SNPS be re-searched here.

SNP
(SNP OR SNPS)
SI NGLE
SI NGLES
SI NGLE
(SI NGLE OR SI NGLES)
NUCL EOTI DE
NUCLEOTI DES
NUCL EOTI DE
( NUCLEOTI DE OR NUCLEOTI DES)
POLYMORPHI SM
POLYMORPHI SMS
POLYMORPHI SM
( POLYMORPHI SM OR POLYMORPHI SMVS)
SI NGLE NUCLEOTI DE POLYMORPHI SM
('SI NGLE( W NUCLEOTI DE( W POLYMORPHI SM)
GENETI C
GENETI CS
GENETI C
( GENETI C OR GENETI CS)
VARI A?
GENETI C VARI A?
( GENETI C( W VARI A?)
DI ABETES
PY>1999
L9 AND PY>1999

BIOTECHNO use the D TRIAL
format for strategy evaluation.

OF 123 BI OTECHNO COPYRI GHT 2002 El sevi er Science B. V.

AN 2002: 34177889 Bl OTECHNO
TI The nechani sns of action of PPARs

(continued on next page)
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L11
AN
TI

*receptor intrinsic activity; *peroxisome proliferator activated
receptor; diabetes nellitus; dyslipidem a; gene expression
regul ati on; DNA responsive el enent; pronoter region; transcription
initiation; lipid nmetabolism atherosclerosis; inflammtion
cancer; infertility; demyelination; nolecular nechanics; protein
structure; dinerization; drug receptor binding; assay; drug effect;
treatment outcone; nolecular cloning; protein analysis; insulin
sensitivity; in vivo study; hypertension; genetic variability;
insulin resistance; fertility; central nervous system crysta
structure; human; nonhuman; review, priority journal; peroxisomne
proliferator activated receptor al pha; peroxisome proliferator
activated receptor ganmm; peroxisone proliferator activated
receptor delta; transcription factor; ligand; retinoid X receptor
fatty acid; icosanoid; fibric acid derivative; 2,4

t hi azol i di nedi one derivative; peroxisome proliferator activated
receptor agonist; rosiglitazone; pioglitazone; englitazone;
ciglitazone; antilipemc agent; 2 chloro 3 [4 (2 nmethyl 2

phenyl propoxy) phenyl ] propionic acid ethyl ester; 5 (2,4 dioxo 5
thiazolidinylmethyl) 2 nmethoxy n [4
(trifluoronethyl)benzyl]benzam de; phenyl acetic acid derivative;
796449; | 805645; gw 2570; nonsteroid antiinflammtory agent;

i ndonet aci n; fenoprofen; ibuprofen; gw 0072; clofibrate; unindexed
drug; unclassified drug

ANSVER 2 OF 123 BIOTECHNO COPYRI GHT 2002 El sevier Science B.V.
2001: 34177630 Bl OTECHNO

Anal ysis of |inkage disequilibrium between pol ynorphisns in the
KCNJ9 gene with type 2 diabetes nellitus in Pima Indians

*non insulin dependent diabetes nellitus; *nucleotide sequence;
genetic anal ysis; genetic |inkage; genetic pol ynorphisn race

di fference; potassium channel; chronpsone 1; genotype; disease
predi sposition; genetic predisposition; single nucleotide

pol ynor phi sm high risk popul ation; gene |inkage disequilibrium
human; mmjor clinical study; controlled study; adult; article;
priority journal; G protein coupled receptor
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not e

— p»  Though BIOTECHNO is heavily indexed, it does not contain an online

thesaurus.
=> E GENETI C POLYMORPHI SM CT
E51 1 GENETI C POLARI ZATI ON/ CT
E52 1 GENETI C POLLUTI ON/ CT
E53 10247 --> GENETI C POLYMORPHI SM CT
E54 1860 GENETI C PREDI SPCSI TI OV CT
E55 1 GENETI C PRI NCI PLES/ CT
E56 900 GENETI C PROCEDURES/ CT
E57 12 GENETI C PURI TY/ CT
E58 8839 GENETI C RECOVBI NATI ON/ CT
E59 1 GENETI C RECONSTRUCTI O\ CT
E60 4 GENETI C REG STRY/ CT
E61 4074 GENETI C REGULATI ON/ CT
E62 528 GENETI C RELATI ONSHI P/ CT

=> D IALL 2 Snce the indexing portion of

L11 ANSVER 2 OF 123
ACCESSI ON NUMBER:
TI TLE:

AUTHOR:

CORPORATE SOURCE:

SOURCE:

DOCUMENT TYPE:
COUNTRY:

LANGUAGE:

SUMVARY LANGUACE:
ABSTRACT:

Bl OTECHNO COPYRI GHT 2002

the record isrelatively
concise, the IALL format may
be preferred in thisfile.

2001: 34177630 Bl OTECH
Anal ysi s of |inkage dise

pol ynorphisns in the KCNJ9 gene wth type 2
di abetes nellitus in Pim |Indians

Wl ford J. K ; Hanson R L.; Kobes S.; Bogardus
C.; Prochazka M

J. K. Wl ford, Phoenix Epidenmiol. and Res.

Branch, N. Inst. Diabet./Digest./Kidney D s.
National Institutes of Health, 4212 North 16th
Street, Phoeni x, AZ 85016, United States.
E-mai |l : jwol ford@xchange. ni h. gov

Mol ecul ar Genetics and Metabolism (2001),
73/1 (97-103), 21 reference(s)

CODEN: MAVEFF | SSN. 1096- 7192

Journal; Article

United States

Engl i sh

Engl i sh

The KCNJ9 gene encodes a G protein-coupled inwardly rectifying
pot assi um channel

and is located within a regi on on human

chronosone 1 that has been |linked with type 2 di abetes
nellitus in Pima I ndi ans and Caucasi ans. To assess the

potenti al

contribution of genetic alterations within KCNJ9 to

di abetes susceptibility in the Pimas, we have genotyped 11
singl e nucl eoti de pol ynorphisms (SNPs) in 50 Pimas with
di abetes and 50 Pinmas over the age of 45 without diabetes and

in 51 sib pairs,

di scordant for the di sease, who were

(continued on next page)
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characterized by decreased allele sharing at the chronbsonma
| ocation of the maxi mum LOD score. We detected three SNP
clusters exhibiting distinct |inkage disequilibria.
Pol yrmor phisms in intron 2, exon 3, and the 3'-UTR were in
statistically significant |inkage disequilibriumwth diabetes
in the case-control group (P = 0.006), but not the sibling
pairs (P = 0.097). A weak association with diabetes was al so
found in the original |inkage set conprising 1150 Pi mas (odds
ratio = 0.64/P = 0.079 for a donminant nodel and OR = 0.67/P =
0.005 for a recessive nodel). However, no effect on |inkage
was detected foll owi ng adjustnent for one of the nost strongly
associated SNPs in the entire original |inkage set. Qur
results indicate that variants in KCNJ9 are associated with
di abetes in Pimas but do not account for the linkage of 1q
with diabetes in this popul ation. .COPYRGI. 2001 Acadenic
Press.
CONTROLLED TERM *non insulin dependent diabetes nellitus;
*nucl eoti de sequence; genetic analysis; genetic
I i nkage; genetic pol ynorphisnm race difference;
pot assi um channel ; chronpsone 1; genotype;
di sease predisposition; genetic predisposition
singl e nucl eoti de pol ynorphism high risk
popul ati on; gene |inkage disequilibrium hunman;
maj or clinical study; controlled study; adult;
article; priority journal; G protein coupled
receptor
GENE NUMBER: GENBANK AF193615 submitted number; GENBANK
AL121987
submi tted nunber
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Step 4. Remove duplicate records

Duplicate journa literature may be present among the HCAplus, BIOSIS, and BIOTECHNO
abstracts. Severa options are available for merging the answer sets, removing duplicates,
and arranging the records.

If you wish to... Use these STN commands:

Simply remove duplicate records => DUP REMOVE L# L# L#
where the L# s are the individual files answer sets

Merge multiple answer sets => DUP | DENTIFY L# L# L#
together, keeping al records

1. Merge multiple answer sets => DUP I DENTIFY L# L# L#

2. Group patent records by => FSORT L# (theonecreated by DUP IDE)
invention family

Rearrange the records based on => FOCUS L#
relevance the L# created by DUP REM or DUP IDE

Maintain the answersin file order => SET DUPCRDER FI LE
instead of chronological order issued before the DUP command
Remove duplicate records:
=> SET DUPORDER FI LE The order of the L-numbers
SET COMVAND COVPLETED indicates your preferencein file

selection for the retained record.
=> DUP REM L5 L10 L11

PROCESSI NG COVPLETED FOR L5
PROCESSI NG COVPLETED FOR L10
PROCESSI NG COVPLETED FOR L11

L12 346 DUP REM L5 L10 L11 (171 DUPLI CATES REMOVED) Nof[e: We know
ANSVEERS ' 1-197' FROM FI LE HCAPLUS which answers come
ANSVEERS ' 198-297' FROM FI LE BI OSI S fromwhich file.

ANSVEERS ' 298- 346" FROM FI LE BI OTECHNO
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not e . - , :
— »  TheSET DUPORDER FILE option allows selective displays, with unique

display formats, from each file.

However, this“merged” answer set may also be rearranged in relevance
order using the FOCUS command.

The same 346
=> FOCUS L12 recordsin relevance
order.
PROCESSI NG COVPLETED FOR L12
L13 346 FOCUS L12 1-

H el p f u l The order of the L-numbersin a DUP REM command indicates your
HINT preferencein file selection for the retained record. This preference may
be based on record content or display cost.

Step 5. Display records

Any display format consistent across al files may be used.

=> D IBIB ABS 1-3

L13 ANSWER 1 OF 346 HCAPLUS COPYRI GAT 2002 ACS

ACCESSI ON NUMBER; 2001: 467865 HCAPLUS Ful | -t ext
DOCUMENT NUMBER: 136: 181742
TI TLE: I solati on and characterization of the human AKT1

gene, identification of 13 single nucleotide
pol ynor phi sns (SNPs), and their |ack of

association with Type Il diabetes
AUTHOR( S) : Mat subara, A.; Wasson, J. C; Donelan, S. S.;
welling, C M; daser, B.; Pernmutt, M A
CORPORATE SOURCE: Di vi sion of Metabolism Endocrinol ogy and

Di abet es, Washi ngton University School of
Medi cine, St. Louis, MO, USA

SOURCE: Di abetol ogi a (2001), 44(7), 910-913
CODEN: DBTGAJ; | SSN:. 0012-186X

PUBLI| SHER: Spri nger - Ver | ag

DOCUMENT TYPE: Jour nal

LANGUAGE: Engl i sh

(continued on next page)
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AB  Ains/hypothesis. AKT1l, a serine/threonine protein kinase, is an
i mportant downstreamtarget of the insulin-signaling pathway, with
both anti-apoptotic and peripheral netabolic effects. Because
inmpaired insulin signaling is a major hallmark of Type Il (non-
i nsul i n-dependent) diabetes nellitus, the authors considered whether
the AKT1 gene could be a candi date gene involved in susceptibility
of this condition. To test this possibility, the authors isolated
and characterized the human AKT1 gene. The authors al so | ooked for
singl e nucl eoti de pol ynorphisnms in the gene and exam ned their
association with Type Il diabetes nellitus in the Ashkenazi Jew sh
popul ati on. Methods. Hurman BAC/ Pl genomic libraries were screened
to isolate the AKT1 gene. To obtain structural infornmation and the
sequences of the exon-intron boundaries, BAC/ Pl clones were directly
sequenced. ldentification of single nucleotide pol ynorphi sms was
done by pol ynerase chain reaction of each exon, followed by
denat uri ng high performance liquid chromatog. Six single nucleotide
pol ynor phi sns were genotyped in Ashkenazi Jew sh patients with Type
Il diabetes nellitus and in control subjects. Results. The human
AKT1 gene was at least 24.6 kb in length and conprised 14 exons.
Al toget her 13 putative intragenic single nucleotide polynorphisns,
with minor-allele frequencies ranging from0.011 to 0.354, were
identified. The allelic and the genotypic frequencies of 6 single
nucl eoti de pol ynorphi sns were the sane in diabetic patients and in
control subjects. Conclusion/interpretation. The results of the
aut hors' studies show that the AKT1 gene is not a major contributor
to susceptibility to Type Il diabetes nmellitus in Ashkenazi Jews.

REFERENCE COUNT: 10 THERE ARE 10 Cl TED REFERENCES AVAI LABLE

FOR THI S RECORD. ALL Cl TATI ONS AVAI LABLE
IN THE RE FORVAT

L13 ANSWER 2 OF 346 HCAPLUS COPYRI GHT 2002 ACS
ACCESSI ON NUMBER: 2002: 210348 HCAPLUS Ful | - t ext
TI TLE: Systematic search for single
nucl eoti de pol ynorphisms in the
resistin gene: the absence of evidence for the
association of three identified single
nucl eoti de pol ynorphisnms with
Japanese type 2 di abetes

AUTHOR( S) : Gsawa, Haruhi ko; Onuma, Hiroshi; Mirakani,
Aki ko; Ochi, Masaaki; Nishiniya, Tatsuya; Kato,
Keni chi; Shim zu, Ikki; Fujii, Yasuhisa; Chashi,
Jun; Maki no, Hidei chi

CORPORATE SOURCE: Department of Laboratory Medicine, Ehine
Uni versity School of Medicine, Ehine, 791-0295,
Japan

SOURCE: Di abetes (2002), 51(3), 863-866
CODEN: DI AEAZ; | SSN: 0012- 1797

PUBLI SHER: Ameri can Di abetes Associ ation

DOCUMENT TYPE: Jour nal

LANGUAGE: Engl i sh

(continued on next page)
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AB

L13

Resistin is a novel polypeptide specifically secreted from

adi pocytes, and its serumlevels are increased in obese diabetic

m ce. Resistin antagonizes insulin and could account for insulin
resistance. To determi ne whether there are single nucleotide

pol ynmor phi sms (SNPs) in the resistin gene associated with type 2

di abet es, sequences for 24 Japanese type 2 diabetic patients were
initially analyzed using PCR direct sequencing. Three SNPs were
found in the introns, but none were present in the coding regions.
The allele frequencies of genonmc -167CT, +157C>T, and +299G5A in
99 Japanese control subjects were deternmined to be 3.5, 6.6, and
39.4% resp. In each pair of these SNPs, |inkage disequil. were
found between either -167CT and +299G>A or +157C>T and +299GA. A
I i nkage disequil. was also detected anong -167CT, +157C>T, and
+299G>A, and only four of the eight possible haplotypes defined by
these SNPs were found. A conparison of the frequencies of these
SNPs and hapl ot ypes between 99 type 2 di abetes and 99 contro

subj ects reveal ed no evidence for any association These identified
SNPs, which were in |inkage disequil., represent potentially usefu
tools for searching for their association with specific phenotypes
of di abet es.

ANSVER 3 OF 346 HCAPLUS COPYRI GHT 2002 ACS

ACCESSI ON NUMBER: 2002: 123275 HCAPLUS Ful | -t ext
DOCUMENT NUMBER: 136: 162394
TI TLE: Det ecti on of single nucleotide

pol ynor phi snms of the hunman von Hi ppel - Li ndau
syndrone tunor suppressor (vHL) gene pronoter
and uses in prediction of genetic susceptibility
to di seases

I NVENTOR( S) : Moskowi t z, David W
PATENT ASSI GNEE( S) : Dzgenes, LLC, USA
SOURCE: PCT Int. Appl., 79 pp

CODEN: Pl XXD2

DOCUMENT TYPE: Pat ent
LANGUAGE: Engl i sh
FAM LY ACC. NUM COUNT: 1
PATENT | NFORMATI ON

PATENT NO KIND DATE APPLI CATI ON NO. DATE
WD 2002012567 Al 20020214 WD 2001- US24985 20010809 <--
W AE, AG AL, AM AT, AU, AZ, BA, BB, BG BR BY, BZ, CA CH
CN, CO CR CU, CzZ, DE, DK, DM Dz, EC, EE, ES, FI, G, D
GE, GH GM HR HU ID IL, IN IS JP, KE KG KP, KR KZ,
LC, LK LR LS, LT, LU, LV, MA, MD, MG MK, MN, MW MX, M
NO Nz, PL, PT, RO RU, SD, SE, SG SI, SK, SL, TJ, TM TR
TT, TZ, UA, UG US, Uz, VN YU ZA 2ZW AM AZ, BY, KG Kz,
MD, RU, TJ, T™
RW GH GV KE, LS MN M, SD, SL, SZ, TZ, UG ZW AT, BE, CH
Cy, DE, DK, ES, FI, FR GB, GR IE IT, LU M, NL, PT, SE
TR, BF, BJ, CF, CG C, CM GA G\, &Q GN M, M NE, SN,
TD, TG
PRI ORI TY APPLN. | NFO. : US 2000-224084P P 20000809

(continued on next page)
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AB

The invention discloses the single nucl eotide pol ynorphi snms ( SNPs)
at positions 520 and 638 on the human von Hi ppel -Li ndau syndrone
tunor suppressor gene pronoter and detection of individuals at risk
for pathol. conditions based on the SNPs. |In particular, the

i nvention discloses that a single nucl eotide pol ynorphi sm ( SNP)
associated with colon cancer, hypertension, atherosclerotic

peri pheral vascul ar di sease due to hypertension, cerebrovascul ar
accident due to hypertension, cataracts due to hypertension,

hypert ensi ve cardi omyopat hy, myocardial infarction due to

hypert ensi on, end stage renal disease due to hypertension, non-

i nsulin dependent diabetes nellitus, atherosclerotic periphera
vascul ar di sease due to non-insulin dependent diabetes nellitus,
cerebrovascul ar accident due to non-insulin dependent diabetes

mel litus, ischem c cardionyopathy, ischem c cardi omyopathy with non-
i nsulin dependent diabetes nellitus, myocardial infarction due to
non-insulin dependent diabetes nellitus, atrial fibrillation wthout
val vul ar di sease, alc. abuse, alc. cirrhosis, anxiety, asthng,
chroni ¢ obstructive pul nonary di sease, chol ecystectony, degenerative
j oint disease, end stage renal disease and frequent de-clots, end
stage renal disease due to focal segnmental glonerul ar sclerosis, end
stage renal disease due to insulin dependent diabetes nellitus, end
stage renal disease due to non-insulin dependent diabetes nellitus,
and seizure disorder. The invention also discloses nethods for
using the SNP to determ ne susceptibility to these diseases;

nucl eoti de sequences containing the SNP; kits for determ ning the
presence of the SNP; and nethods of treatnent or prophylaxis based
on the presence of the SNP

REFERENCE COUNT: 3 THERE ARE 3 ClI TED REFERENCES AVAI LABLE FCR

THI' S RECORD. ALL CI TATI ONS AVAI LABLE I N
THE RE FORMVAT

=> SAVE L13 SNPS/ A

ANSVER SET L13 HAS BEEN SAVED AS ' SNPS/ A

= LOG Y

He| pr| An answer set may be saved for further use at alater time. For

information on saving and later reactivating answer sets, see the segments

HINT  onthe SAVE and ACTIVATE commandsin

http://www.cas.org/trai ning/stncommands/stncommands.html
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Skills Practice

1. How has MALDI mass spectrometry been used in the identification or
determination of genetic markers?

2. Retrieve literature on genetic engineering applied to devel oping tomatoes
with increased freeze protection.

Note: A Chemical and Engineering News article referred to the concept of
“antifreeze proteins’.

3. Retrieve literature describing DNA or nucleic acid probes for low-density
lipoproteins and their usein ng the risk of atherosclerosis.
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BIOMOLECULE
SEARCH STRATEGIES

In this section, you will learn how to

O Locate biomolecule information using text terms and sequence
description terms

L Enhance biomolecul e search results using classification indexing




Searching for Biomolecules

Substance retrieval of biomolecules may be accomplished several ways on STN:

m  Similarity sequence searching, e.g., BLAST or FASTA

m  Code match sequence searching, e.g. /SQSN or /SQSP in the REGISTRY or DGENE
files

m  Searching sequence description of biomolecule names

ot e o o . .
— Similarity sequence searching is taught in the companion workshop

Sequence Searching on STN.

Biomolecule Naming System

With small molecules, very specific rules of nomenclature are applied to create a unique
substance name. With larger biomolecules, such as nucleic acids and proteins, amore
descriptive naming system is used. Biomolecule names may include information on the
source organism, clone, gene, strain, function, substrate, ligands, etc.

[ llustration — biomolecule name:

DNA (nouse clone FSH Rl follicle-stinulating hornone receptor cDNA)

not e : . -
——p Unclaimed sequences from patents do not receive a descriptive name on entry
to the REGISTRY file.

Biomolecule Search Strategies — 43



Searching Biomolecule Names

The descriptive information used in biomol ecule names may also be used to index the subject
matter of the original publication.

In many cases, the best approach for searching for information about biomolecules requires
searches of both text-based files and substance-based files. Thisisespecially true for classes
of sequences which may be described by both

m  Controlled term indexing
m Specific sequence

Search strategy

The combination text-based search and substance-based search is accomplished by doing the
following:

1. Search the sequence description of the biomolecule name in the text-based file. Identify
relevant controlled-term indexing.

2. Formulate a query using sequence description. Search this query in a substance-based
file, eg. REGISTRY, DGENE, or GENBANK.

Descriptive information in substance files
Within the substance-based files, biomolecule name (or descriptive) information appears in

the following fields. The Basic Index (/Bl) of these files includes the single words appearing
in these descriptive fields and usually represents the best search field.

File Representative Sequence Description Display Field

REGISTRY DNA (mouse clone FSH-R1 follicle-stimulating CN
hormone receptor cDNA)

DGENE Follicle stimulating hormone receptor; FSH receptor; DESC, KW
ovarian dysgenesis;, hypergonadotropic
hypogonadism; diagnosis

GENBANK Mus musculus adult male testis cDNA, RIKEN full- DEF
length enriched library, clone:4933403107:follicle
stimulating hormone receptor, full insert sequence
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Search strategies in substance files — overview

Each record in REGISTRY, DGENE, and GENBANK represents one substance. To retrieve
literature indexed to these substances, the following strategies are recommended:

From thisfile Transfer thisdata Example

REGISTRY! CAS RNsrepresented by an L# => FI LE HCAPLUS
=> S L# from REG STRY

DGENE? PN or OS => FI LE WPI NDEX
=> TRANSFER L# PN

GENBANK? RN to REGISTRY => FI LE REG STRY
or => TRANSFER L# RN
OSto HCAPLUS or

=> FI LE HCAPLUS
=> TRANSFER OS / AN

! CAS RNs from REGISTRY may be searched in any STN file containing CAS RN indexing, e.g., MEDLINE,
BIOSIS, etc.

2 DGENE contains a sequence abstract and bibliographic information for the patent. More comprehensive
information for the invention isincluded in the WPINDEX record.

3 GENBANK may include bibliographic information for the source of sequence information, although many
sequences are unpublished. The/OSfield provides alink to HCAPLUS for the source information, if available.
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Classes of Substances

Classes of nucleic acids or peptides, e.g., G-protein coupled receptors, may be described
using

m  Controlled term subject indexing
m  Specific sequences

For comprehensive retrieval of relevant information, this requires a search of text-based
records, as well as substance-based records.

Search Question: Retrieve journal and patent literature describing FSH-like
receptors.

Background (see the patent W02001088127):

FSH, or follicle stimulating hormone, receptors represent one type of cell-surface receptors
known as G-protein coupled receptors (GPCRS). It has been estimated that there are <50
types of GPCRs. GPCRs are good therapeutic targets.

Subclasses of GPCRs have been classified based on the structure of the GPCR. Members of
this family respond to a wide range of ligands, however, a specific receptor type such as
follicle-stimul ating hormone receptor may be very selective for selected ligands. These
ligands may provide models for development of agonists or antagonists for this receptor.

FSH-like GPCRs may be used to identify possible candidate compounds as agonists or
antagonists or to devel op antibodies that may block the receptor, preventing binding by an
endogenous ligand.

Medline' s definition for an FSH receptor is as follows: Cell surface proteins that bind
FOLLICLE STIMULATING HORMONE with high affinity and trigger intracellular
changes influencing the behavior of cells.
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Important search concepts:

Major concepts — must be present for relevance

m FSH receptors
m  Follicle-stimulating hormone receptors
m  GPCR or G-protein coupled receptors (may be too broad, depending on client needs)

Minor concepts — may be used for refinement

m Agonist

m  Antagonist
m  Antibody
m Ligand

Search Strategy

To retrieve literature on a class of biomolecules

Stage 1: Searching Text-Based Files

Step 1 Identify sequence description terms for the class of
biomolecules in subject indexing thesauri.

Step 2 Retrieve literature describing the class of
biomolecules.

Step 3 Enhance results using classification indexing.

Stage 2: Searching Substance-Based Files

Step 4 Evaluate the sequence description terms for
biomolecules in the substance-based file.

Step 5  Conduct afree-text name segment search.

Step 6 Retrieve literature indexed to specific sequences.
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Searching Text-Based Files

Step 1. Identify sequence description terms in a thesaurus

Online thesauri such asthe CA Lexicon in CAplusor MeSH in MEDLINE may provide
information on a class of biomolecules.

Explore FSH receptorsin the CA Lexicon:

=> FI LE HCAPLUS

=> SET EXPAND CONTI NUCUS

=> SET ABBREV ON; SET PLURALS ON

=> E FSH RECEPTORS/ CT

E# FREQUENCY
El 0
E2 0
E3 321
E4 0
ES 0
E6 0
E7 0
E8 0
E9 0
E10 0
Ell 0
E12 0
=> E E3+ALL
E13 486417
El4 226733
E15 2698
El6 486417
E17 226733
E18 2698
E19 486417
E20 226733
E21 2210
E22 878
E23 486417
E24 226733
E25 2210
E26 321
E27

E28

*kkkkkkk*%x

END* * *

AT TERM
1 FSE/ CT
1 FSH CT
16 --> FSH RECEPTORS/ CT
1 FSH FORM NG CT
2 FSH- FORM NG CELL ANTERI OR LOBE PI TU TARY
GLAND/ CT
1 FSH PRODUCI NG CT
2 FSH- PRODUCI NG CELL ANTERI OR LOBE PI TU TARY
GLAND/ CT
1 FSH SECRETI NG CT
2 FSH- SECRETI NG CELL ANTERI CR LOBE PI TUl TARY
GLAND/ CT
1 FSL/ CT
4 FSL 300/ CT
1 FSM CT

ﬁSH Receptors has been a valid

BT3 Proteins/CT
BT2 Receptors/CT
BT1 G protein-coupl eq
BT4 Proteins/CT
BT3 Receptors/CT
BT2 G protein-coupledr
BT4 Proteins/CT
BT3 Receptors/CT
BT2 Protein receptors/
BT1 Gonadotropin rece
BT3 Proteins/CT
BT2 Receptors/CT

controlled term since 1997. Itsuse
will result in precise search results.

If broader retrieval isdesired, terms
such as the following can be used:

B Protein receptors

B Gonadotropin receptors

B G protein-coupled receptors

BT1 Protein receptors/CT

>

FSH receptors/CT

HN  Valid heading during volune 126 (1997) to

present.
OLD

Receptors (L) FSH CT

UF Follitropin receptors/CT
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—>

Controlled terminology may lag behind an evolving area of research. A

controlled indexing term may not be created until the concept has made a
significant appearance in the literature.

Exploring broader terms:

A search of broader terminology may retrieve additional records where the FSH concept was
not of major emphasis and the record was only indexed to a broad class term.

=> E G PROTEI N COUPLED RECEPTCRS/ CT

E#  FREQUENCY
E29 0
E30 0
E31 0
E32 0
E33 2698
E34 0
E35 0

[ ]

[ ]

[ J
=> E E33+ALL
E41 486417
E42 226733
E43 2698
E44
E45 130
E46 123
E47 163
E48
E49
E50 366
E51
E52 190
E53 558
E54
E55

Punctuation (e.g., hyphens) can
be important in controlled

AT TERM terminology phrases.
2 G PERI OO CT
2 G PHASE/ CT
--> G PROTEI N COUPLED RECEPTCRS/ CT

8 G PROTEI N- COUPLED RECEPTCR KI NASE/ CT

124 G PROTEI N COUPLED RECEPTCRS/ CT
6 G PROTEI N- COUPLED RECEPTORS (L) CRLR (CALCI TONI N

RECEPTOR- LI KE RECEPTOR) / CT

8 G PROTEI N- COUPLED RECEPTORS (L) GLUCAGON- LI KE

PEPTI DE- 2/ CT

BT2 Proteins/CT
BT1 Receptors/CT
--> G protein-coupled receptors/CT
HN  Valid heading during volune 126 (1997) to
present.
OLD Receptors (L) G protein-coupled/ CT
NT1 ACTH receptors/CT
NT1 Bonbesin receptors/CT
NT2 Gastrin-rel easing peptide receptors/CT
NT2 Receptors (L) gastrin-releasing peptide/CT
NT2 Receptors (L) neuronedin B/ CT
NT1 Calcitonin gene-rel ated peptide receptors/CT
NT2 Receptors (L) CCGRP1 (cal citonin gene-
rel ated peptide 1)/CT
NT1 Calcitonin receptors/CT
NT1 Corticotropin releasing factor receptors/CT
NT2 Receptors (L) ACTHrel easing factor, type
I/ CT
NT2 Receptors (L) ACTH-rel easing factor, type
I/CT

(continued on next page)
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E56 321 NT1 FSH receptors/CT

E57 218 NT1 Gal anin receptors/CT
E58 163 NT1 Gastrin-rel easing peptide e
E59 142 NT1 @ ucagon receptors/CT FSH receptorsisalso a
E60 147 NT1 ducagon-1ike peptide-1 r| narrower termunder
E61 878 NT1 Gonadotropin receptors/ CT| Gonadotropin receptors.
E62 321 NT2 FSH receptors/CT
E63 NT2 Receptors (L) FSH CT
E64 NT2 Receptors (L) gonadotropin, conplexes/CT
E65 NT2 Receptors (L) pituitary gonadotropin I/CT
E66 NT2 Receptors (L) pituitary gonadotropin 11/CT
E67 NT2 Receptors (L) pituitary gonadotropin type
I/ CT

o

°

°

Step 2. Retrieve literature describing the class of biomolecules

The CAplusfile is updated daily with new records, indexing for which may not be added for
several weeks. This hasimplications for search strategy:

m  Toretrieve indexed records, a search using controlled terminology resultsin a precise
answer set.

m To retrieve non-indexed records, afree-text query should be run. Some loss of precision
may occur, but the gains of currency are significant.

Search for indexed records: The PFT relationship codeis
used to search for OLD, NEW
=> S E264PFT and UF terms.
L1 915 "FSH RECEPTORS"+PFT/ CT (3 TERMS)

(3A) proximity ensures that search

. terms are closely associated with one
Search for non-indexed records: another, in either order.

=> S FSHR OR (FOLLI CLE STI MULAT? OR FSH OR FOLLI TROPIN) (3A) RECEPTOR

L2 1614 FSHR OR (FOLLI CLE STI MULAT? OR FSH OR FOLLI TROPIN) (3A)
RECEPTOR

=> S L2 NOT L1
L3 738 L2 NOT L1

(continued on next page)
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Some of these records will be of marginal

=> S L3 AND NONI NDEXED/ ES interest. But some, especially those from the
non-indexed portion of the file may be very
881955 NONI NDEXED/ FS relevant. The File Segment index (/FS) clearly

those that are not.

=> D SCAN

L4 32 ANSVERS  HCAPLUS COPYRI GHT 2002 ACS

CC 3 (Biochemical CGenetics)

TI Stability of human follicle-stimnulating hornone
receptor MRNA in stably transfected cells

HOW MANY MORE ANSWERS DO YOU W SH TO SCAN? (1):1

L4 32 ANSVERS  HCAPLUS COPYRI GHT 2002 ACS

CC 3 (Biochemical CGenetics)

TI St age- dependent expression of androgen receptor and FSH
receptor in adult rat testis

ST androgen receptor cellular localization expression pattern; FSH
receptor testis testosterone spernatogenesis

HOW MANY MORE ANSWERS DO YOU W SH TO SCAN? (1):0

= S L1 R L4

L5 947 L1 OR L4

=> S L5 AND PY>1999

2084384 PY>1999
L6 172 L5 AND PY>1999

Step 3. Enhance results using classification indexing

One way to enhance retrieval is to evaluate the indexing of the answer set to identify most
often posted terms. Some of these terms may make good search terms.

To evaluate indexing for a set of records, use the STN ANALY ZE command. Key features of
the command include

m Uptofivefieldsof datamay be analyzed with one command

m Each extracted field of data may be displayed separately

m Whilethereisaflat fee associated with ANALY ZE, al displays of the data are no-cost
m  For further details: http://www.cas.org/training/stncommands/stncommands.html *

Biomolecule Search Strategies — 51


http://www.cas.org/training/stncommands/stncommands.html

ANALYZE the answer set for highly posted terms:
B CT = controlled terminology

=> ANALYZE L6 1- CT IC NCL B |C = international patent class

L7 ANALYZE L6 1- CT IC NCL : 889 TERMS

=> D CT TOP20 DOCC

L7 ANALYZE L6 1- CT IC NCL : ggg | Thedisplay code TOP20 shows the top
20 controlled indexing terms from the
TERM# # OCC # DOC % DOC CT I C NCL answer set. Results confirmthat the
________________________________________ majority of retrieved records do have
1 142 141 83. 43 FSH RECEPTORS FSH Receptors as a controlled term.
2 76 53 31.36 OVARY
3 51 51 30.18 GONADOTROPI N RECEPTORS
4 34 33 19.53 SI GNAL TRANSDUCTI ON, BI OLOG CAL
5 454 31 18.34 GENE, AN MAL
6 29 26 15.38 TESTIS
7 19 18 10.65 CELL PROLI FERATI ON
8 18 17 10.06 MRNA
9 23 16 9.47 MJTATI ON
10 18 16  9.47 STRUCTURE- ACTI VI TY RELATI ONSHI P
11 18 15 8.88 FERTILITY
12 14 13 7.69 PROTEI N MOTI FS
13 13 13 7.69 THYROTROPI N RECEPTORS
14 279 12 7.10 PROTEINS, SPECI FI C OR CLASS
15 95 12 7.10 TRANSCRI PTI ON FACTORS
16 62 12 7.10 RECEPTORS
17 17 11 6. 51 ANTI BODI ES
18 14 11 6. 51 GENETI C ELEMENT
19 11 11 6. 51 CELL DI FFERENTI ATI ON
20 11 11 6. 51 PROTEI N SEQUENCES
=> D | C DGI2
L7 ANALYZE L6 1- CT IC NCL : 889 TERMS
TERM # # OCC # DOC % DOC CT |1 C NCL The top international patent classes
-------------------------------------- appearing on 3 or more patent documents.
68 6 6 3.55 C12N005-10
69 6 6 3.55 Cl2Q001-68 The display code DGT2 shows answers
100 5 5 2.96 C12N015-12 with document counts >2. Any number
134 4 4 2.37 CO7K014- 705 may be used here.
135 4 4 2. 37 CO7K014-72
178 3 3 1.78 A61K038-24
179 3 3 1. 78 A61K048-00
192 3 3 1.78 C12N015-62
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Helpful
HINT

To determine the meaning of the international patent classification codes,
use the IC thesaurus in the CAplusfile.

=> E C12N005-10/1C + TI

E9

E10

Ell

E12

E13

140

0

1

66721

3973

BT5

BT4

BT3

BT2

BT1

gdic

SECTION C - CHEM STRY; METALLURGY
/1 C

CHEM STRY

Cl2/1C

Bl OCHEM STRY; BEER; SPIRITS; W NE;
VI NEGAR, M CROBI OLOGY; ENZYMOLOGY;
MUTATI ON OR GENETI C ENG NEERI NG
Cl2N I C

M CRO- ORGANI SM5 CR ENZYMES;
COVPCSI TI ONS THEREOF

(biocides, pest repellants or
attractants, or plant growth

regul ators contai ni ng mcro-

organi snms, Vviruses, nicrobial fungi
enzynes, fernentates, or substances
produced by, or extracted from

m cro-organi sns or animal materi al
AO01N063- 00; food conpositions A21
A23; medicinal preparations A61K
chemi cal aspects of, or use of
materi al s for, bandages, dressings,
absorbent pads or surgical articles
AB1L; fertilisers C05);
PROPAGATI NG, PRESERVI NG OR

MAI NTAI NI NG M CRO- ORGANI SMs
(preservation of living parts of
humans or ani mal s A01NOO1-02);
MUTATI ON OR GENETI C ENG NEERI NG,
CULTURE MEDI A (m crobi ol ogi ca
testing nedia Cl2Q (3)
C12N005-00/1C

Undi f ferenti ated human, aninmal or
plant cells, e.g. cell Ilines;

Ti ssues; Cultivation or naintenance
thereof; Culture nedia therefor
(plant reproduction by tissue

cul ture techni ques A01H004- 00)
(3.5)

El4

6866

>

( IPC EDITION. 3-6)
C12N005-10/1C

Cells nodified by introduction of
foreign genetic material, e.g.
virus-transforned cells (5)
( IPC EDITION. 5-6)

kkkkkkkk*k

END* * *
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|C summary:

IC Title No. of
recordsin
answer set

C12N005-10 Cells modified by introduction of foreign genetic 6

material, e.g. virus-transformed cells

C12Q001-68 Measuring or testing processes involving 6
enzymes or micro-organisms
. involving nucleic acids

C12N015-12 Genes encoding animal proteins 5

C07K014-705 Receptors; Cell surface antigens; Cell surface 4
determinants

C07K014-72 Receptors; Cell surface antigens; Cell surface 4

determinants .. for hormones

A61K038-24 Follicle-stimulating hormone (FSH); Chorionic 3
gonadotropins, e.g. HCG; Luteinising hormone
(LH); Thyroid-stimulating hormone

A61K048-00 Medicinal preparations containing genetic 3
material which isinserted into cells of theliving
body to treat genetic diseases; Gene therapy

C12N015-62 DNA sequences coding for fusion proteins 3

Expand search to include “ receptor” 1C classes:

=> S (CO7K014-705/1 C OR CO7K014-72/1C) AND (FSH OR FOLLI CLE STI MULAT? OR
FOLLI TROPI N)

L8 11 (CO7K014-705/1C OR CO7K014-72/1C) AND (FSH OR FOLLI CLE
STI MULAT? OR FOLLI TROPI N)
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Expand search to include“FSH” 1C class:

=> S A61K038-24/1 C AND RECEPTOR

L9

15 A61K038-24/1C AND RECEPTCR

=> S (L8 OR L9) AND PY>1999

L10

2084384 PY>1999
20 (L8 OR L9) AND PY>1999

| solate unique records:

=> S L10 NOT L6

11 additional patent records
of possible interest.

L11 11 L10 NOT L6
=> D SCAN
L11 11 ANSVERS HCAPLUS COPYRI GHT 2002 ACS
IC ICM Cl2N015-62
ICS CO7K019-00; C07K014-59; A61K038-24; CO07K016-26; C12N015-85;
C12N005- 10
CC 2-5 (Manmal i an Hor nbnes)
Section cross-reference(s): 3
TI Si ngl e-chai n bi functional glycoprotein hornones and their use as
agoni sts and ant agoni sts
ST  TSH FSH LH chori oni ¢ gonadotrophin single chain
IT Chineric genes
RL: BUU (Biol ogical use, unclassified); BIO. (Biological study);
USES
(Uses)
(for bifunctional hornones; single-chain bifunctiona
gl ycoprotein hornmones and their use as agoni sts and ant agoni sts)
I T Mol ecul ar cl oni ng
(of chineric genes for bifunctional hornones; single-chain
bi functional gl ycoprotein hornones and their use as agonists and
ant agoni st s)
IT Antibodies

RL: ARG (Anal ytical reagent use); ANST (Analytical study); USES
(Uses)
(to bifunctional hornones; single-chain bifunctional glycoprotein
hornones and their use as agoni sts and antagoni sts)
9002- 61- 3P, Chorioni c gonadotrophin 9002-67-9P, LH 9002-68-0P
FSH 9002-71-5P, TSH
RL: BAC (Biological activity or effector, except adverse); BPN
(Bi osynthetic preparation); BPR (Biological process); THU
(Therapeutic use); BIOL (Biological study); PREP (Preparation); PRCC
(Process); USES
(Uses)
(single-chain bifunctional glycoprotein hornones and their use as
agoni sts and ant agoni sts)

HOW MANY MORE ANSVEERS DO YOU W SH TO SCAN? (1):0
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Combineresults:

=> S L6 OR L11

L12 180 L6 OR L11
not e . .
— The search for FSH receptors could be enhanced by exploring other files as

well, similar to the first search example:

=> FI LE MEDLI NE

=> E RECEPTCRS, FSH+ALL/CT

[ ]
°
°
E148 34587 BT3 Receptors, Cell Surface/CT
E149 1258 BT2 Receptors, Peptide/CT
E150 626 BT1 Receptors, Neuropeptide/CT
E151 756 --> Receptors, FSH CT
E152 756 MN D12. 776. 543. 750. 720. 600. 370./CT
E153 756 WN D12. 776. 543. 750. 750. 555. 370./ CT
E154 756 WN D12. 776. 543. 750. 750. 660. 350. 300./ CT
DC an | NDEX MEDI CUS nmj or descri ptor
NOTE Cell surface proteins that bind
FOLLI CLE STI MULATI NG HORMONE wi t h
high affinity and trigger
i ntracel lul ar changes infl uencing
t he behavi or of cells.
I NDX DF: RECEPT FSH
AQ AD AG Al AN Bl BL CH CL DE DF
GEH IMIP ME PH RE TU UL
PNTE FSH (1966- 1986)
[ ]
°
°

kkkkkkkk*k ENDk**

=> FI LE USPATFULL

=> S (FSHR OR (FOLLI CLE STI MULAT? OR FSH OR FOLLI TROPIN) (S)
RECEPTOR) / Tl , AB, CLM

L16 33 (FSHR OR (FOLLI CLE STI MULAT? OR FSH OR
FOLLI TROPI N) (S) RECEPTOR) / Tl , AB, CLM
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Searching Substance-Based Files

The first stage of the search found literature indexed to controlled terms describing
biomolecules. There may also be specific peptide clones, analogs, and/or homologs of these
receptors developed for identifying drug targets and nucleic acids encoding for them.

These sequences may be retrieved in the substance files REGISTRY and DGENE. Nucleic
acids encoding for FSH receptors may be retrieved from the GENBANK file.

Step 4. Evaluate biomolecule names

The same terminology identified in the controlled indexing terms of CAplus using the CA
Lexicon may be used as search terms in substance-based files.

Specific chemical names are searched in the Chemical Name index (/CN) of the REGISTRY
database.

Test exact matches on biomolecule names;

=> FI LE REG STRY Note the complexity of
chemical names for most
=> SET EXPAND CONTI NUCUS biological compounds.

=> E FSH RECEPTORS/ CN

E165 1 FSH RECEPTOR ( SHEEP CLONE S3352A 670- AM NO ACI D
RESI DUE | SOFORM PRECURSCR) / CN

E166 1 FSH RECEPTOR ( THALARCTOS MARI TI MJS) / CN

El67 0 --> FSH RECEPTORS/ CN

E168 1 FSH Bl / CN

E169 1 FSH- Bl NDI NG | NHI BI TOR/ CN

E170 1 FSH- P/ CN

E171 1 FSH RELEASI NG FACTOR/ CN

E172 1 FSH RELEASI NG HORMONE/ CN

E173 1 FSH RH CN

E174 1 FSH36/ CN

E175 1 FSI 1/ CN

E176 1 FSJ-111/CN

not e

—»  Asearchinthe Chemical Name index results in the following:

=> S FSH RECEPTOR?/ CN

L1 12 FSH RECEPTOR?/ CN
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Test for broader matches on biomolecule names:
Similar to the construction of the Basic Index of biographic files, each word of achemical

nameis considered a Basic Index entry. Therefore, simple text-based search queries may be
conducted in the Basic Index of REGISTRY to retrieve the desired substances.

=> E FOLLI TROPI N

E177 168 FOLLI STATI N/ Bl
E178 1 FOLLI STREL/ Bl
E179 4 --> FOLLI TROPI N BI
E180 1 FOLLORMON BI
E181 6 FOLLOW NG BI
E182 1 FOLLTROPI N BI
E183 1 FOLLUTEI N BI
E184 1 FOLNI T/ Bl
E185 1 FOLOBUS/ BI
E186 1 FOLOGE/ BI
E187 1 FOLOGENQN BI
E188 6 FOLONE/ Bl

=> E FSH

E189 1 FSGSH Bl

E190 2 FSGTP1/ Bl
E191 111 --> FSH BI

E192 4 FSHB/ BI

E193 3 FSHO5/ Bl

E194 1 FSH1/ BI

E195 1 FSH15Ws/ BI
E196 2 FSH16/ Bl

E197 1 FSH2/ Bl

E198 2 FSH22/ Bl

E199 8 FSH23/ Bl

E200 2 FSH24/ BI

Note: (L) proximity isused
to ensure that name segments
appear in the same name.

Step 5. Conduct a free-text name segment search

=> S FSHR OR (FSH OR FOLLI TROPIN OR FOLLI CLE STI MULAT?) (L) RECEPTOR

L13 126 FSHR OR (FSH OR FOLLI TROPIN OR FOLLI CLE STI MJLAT?) (L)
RECEPTOR
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D SCAN to review specific biomolecules:

=> D SCAN

L13 126 ANSWERS REG STRY COPYRI GHT 2002 ACS

IN DNA (Cynops pyrrhogaster FSH receptor cDNA plus flanks) (9C)
SQ 3075

V- Unspeci fi ed

cl VAN

*** STRUCTURE DI AGRAM | S NOT AVAI LABLE ***
*** USE 'SQD OR 'SQ DE' FORVATS TO DI SPLAY SEQUENCE ***

HOW MANY MORE ANSVEERS DO YOU W SH TO SCAN? (1):1
L13 126 ANSVWERS REG STRY COPYRI GHT 2002 ACS

IN DNA (synthetic ovarian dysgenesis-correl ated FSH receptor gene
mut ant PCR prinmer 10f) (9C)

S 62
V- Unspeci fi ed
c VAN

*** STRUCTURE DI AGRAM | S NOT AVAI LABLE ***
*** USE 'SQD OR ' SQ DE' FORMATS TO DI SPLAY SEQUENCE ***

HOW MANY MORE ANSWERS DO YOU W SH TO SCAN? (1):1

L13 126 ANSVERS REG STRY COPYRI GHT 2002 ACS

IN DNA (hurman FSH receptor gene exon 6 plus flanks) (9Cl)
SQ 88

V- Unspeci fi ed

c VAN

*** STRUCTURE DI AGRAM |'S NOT AVAI LABLE ***
*** USE 'SQD OR ' SQ DE' FORMATS TO DI SPLAY SEQUENCE ***

HOW MANY MORE ANSWERS DO YOU W SH TO SCAN? (1):0

Step 6. Retrieve literature indexed to specific substances

=> FI LE HCAPLUS
=> S L13 AND PY>1999
47 L13

2084384 PY>1999
L14 15 L13 AND PY>1999
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Combining results of text- and substance-based searches:

=> S L14 OR L12

L15

183 L14 OR L12

| solating unique records from the substance search:

=> S L14 NOT L12

L16

3 L18 NOT L15

=> D IBIB ABS I ND

3 additional records were retrieved.
In many cases even more dramatic

enhanced retrieval

is observed.

L16 ANSWER 1 OF 3 HCAPLUS COPYRI GHT 2002 ACS
ACCESSI ON NUMBER
DOCUMENT NUMBER:

TI TLE:

| NVENTOR( S) :

PATENT ASSI GNEE(S) :

SOURCE:

DOCUMENT TYPE
LANGUAGE

FAM LY ACC. NUM COUNT:

PATENT | NFORVATI ON

PATENT NO.

WD 9013643
WD 9013643

AU
EP
EP

JP
EP

ES
us

PRI ORI TY APPLN

W AU, CA
RW AT, BE,
9057321
471030
471030

R AT, BE,
045051083
614975

R AT, BE,
2068388
6261800

I NFO. :

1991: 528537
115: 128537

HCAPLUS

Purification and cloning of glycoprotein hornone
receptor nol ecul es for diagnosis and therapy

US 1991-781153

Bl 19911031

(continued on next

Ni kolics, Karoly; MFarland, Keith C.; Segal off,
Deborah L.; Seeburg, Peter H
Genentech, Inc., USA
PCT Int. Appl., 78 pp
CODEN: Pl XXD2
Pat ent
Engl i sh
1
KIND DATE APPLI CATI ON NO.  DATE
A2 19901115 WO 1990- US2488 19900504
A3 19910110
HU, JP, NO, US
CH, DE, DK, ES, FR GB, IT, LU NL, SE
Al 19901129 AU 1990- 57321 19900504
Al 19920219 EP 1990- 908349 19900504
Bl 19941214
CH, DE, DK, ES, FR GB, IT, LI, LU NL, SE
T2 19920910 JP 1990- 508176 19900504
Al 19940914 EP 1994- 104166 19900504
CH, DE, DK, ES, FR, GB, IT, LI, LU NL, SE
T3 19950416 ES 1990- 908349 19900504
Bl 20010717 US 1994- 207814 19940307 <--
US 1989-347683 A2 19890505
EP 1990-908349 A3 19900504
WD 1990- US2488 A 19900504

page)
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AB

IC

ST

I T

I T

I T

I T

I T

Receptors for LH, chorionic gonadotropin (CG, FSH, and TSH are
purified and cloned. The receptors are useful in diagnosis and
therapy. Pharnaceutical conpns. contain therapeutically effective
ants. of the receptors. The receptors are also useful in assays for
their resp. hornones. The LH CG receptor was purified from
pseudopregnant rat ovaries, partial sequences were obtained and used
to nmake oligonucleotide priners, the priners were used in a
pol ynerase chain reaction (PCR) to prepare a product containing part
of the LH CG receptor codi ng sequence, and the PCR product was used
to screen a rat luteal cDNA library. The nucleotide and predicted
am no acid sequence of the rat LH CG receptor cDNA with 43
nucl eotides of 5 flanking and 759 nucl eoti des of 3' flanking
sequence are shown as are the sequences for FSH receptor cDNA. The
sequences were conpared to each other and to others, especially to
sequences of G protein-coupled receptors.
ICM C12N015-12
ICS A61K037-02; GO1N033-76; Cl12P021-08; C12N001-21; C12N005-10
2-10 (Manmal i an Hor nones)
Section cross-reference(s): 3, 6, 9, 63
receptor glycoprotein hornone; cloning LH chorionic gonadotropin
receptor; nucl eotide sequence LH chorionic gonadotropin receptor
Rat
(LH chori oni ¢ gonadotropin and FSH receptors of, nucleotide and
protei n sequences of)
Ovary, conposition
(LH chori oni ¢ gonadotropin receptor of)
Manmal
(cloning in cell of, of LH chorionic gonadotropin receptor-
encodi ng DNA)
Bacteria
Escheri chia col
Eukar yot e
Pr okaryot e
Yeast
(cloning in, of LH chorionic gonadotropin receptor-encodi ng DNA)
Gene and Cenetic el enent, aninma
RL: BI QL (Biological study)

(for glycoprotein hornone receptors, clonir— '
Receptors Thisrecord isindexed to a
RL: BIOL (Biological study) broader concept “ receptors’ .

(for glycoprotein hormones, for diagnosis arr=trrerapyy
Neopl asm i nhi bi tors
(gl ycoprotein hornone receptors)
Hor nones
RL: BIOL (Biological study)
(glycoprotein, receptors for, for diagnosis and therapy)
Prot ei n sequences
(of FSH receptor, of rat)
Protei n sequences
(of LH chorionic gonadotropin receptor, of rat)
Mol ecul ar cl oni ng
(of glycoprotein hornbne receptor DNA)
Phar nmaceuti cal dosage forns
(of glycoprotein hornone receptors)

(continued on next page)
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I T

I T

I T

I T

I T

I T

Pl asmi d and Epi sone
(pCFSH R, FSH receptor cDNA on, expression of, in 293 ani nal
cells)

Pl asmi d and Epi some
(pCLHR, LH chorionic gonadotropin receptor cDNA on, expression
of, in 293 animal cells)

Nucl ei ¢ acid hybridi zati on
(to DNA encoding FSH or LH chorioni c gonadotropin receptors)

Anti bodi es

RL: BI QL (Biologi pal st udy) Note the wealth of * genetic
(to gl ycoprotein hor none receptor) engineering” indexing concepts
Graves' disease added to this record.

Hypot hyroi di sm
Thyroid gl and, neopl asm
(treatrment of, with TSH hornone receptor)
Fertility
Ost eoporosi s
(treatnent of, with glycoprotein hornone receptor)
Animal cell Iine
(293, LH chorionic gonadotropin receptor cDNA expression in)
Deoxyri bonucl ei ¢ aci d sequences
(FSH receptor-speci fying, of rat)
Deoxyri bonucl ei ¢ aci d sequences
(LH receptor-specifying, of rat)
Prostate gl and
(di sease, benign hyperplasia, treatment of, with glycoprotein
hor none receptor)
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Option: Extending the search to DGENE/WPINDEX

The DGENE file, from Derwent, includes records for individual sequences indexed from the
patent records that are also added to the WPINDEX record. Each sequence record provides
more detail about the sequence itself, whereas the WPINDEX file includes more information
about the invention.

The sequence information is indexed into three fieldsin DGENE:

Thisfield ... Containsthe following infor mation:
KW Non-controlled indexing describing the content of the patent
DESC One-line description of the sequence
FEAT Additional information indicating positions of known features of the
seguence, e.g., coding regions

Once the sequences of interest are retrieved, the patent numbers may be readily transferred to
WPINDEX for additional information about the invention.

Similar to the earlier search in REGISTRY and HCAPLUS, a search of DGENE for specific
substances will be augmented with a subject search in the text-based file, WPINDEX, for
records where the substances of interest are described with subject terms.

Conducting a free-text name segment search:

=> FI LE DCENE

=> S (FSHR OR (FSH OR FOLLI TROPIN OR FOLLI CLE STI MULAT?) (L) RECEPTOR)
| FEAT, KW DESC

L17 117 (FSHR OR (FSH OR FOLLI TROPIN OR FOLLI CLE STI MULAT?) (L)
RECEPTOR) / FEAT, KW DESC

=> D TRIAL 1-2

L17 ANSWER 1 OF 117 DGENE COPYRI GHT 2002 DERVENT | NFORMATI ON LTD

AN AAMAT7959 Protein DGENE

TI New pol ynucl eoti de, useful for treating Al zheimer's disease,
Par ki nson' s di sease, Huntington's chorea, diabetes and tunours,
conprises isolated pol ynucl eotide encodi ng human follicle
stimulating hornmone-like G protein coupled receptor -

DESC Lymnmaea stagnhalis GPCR GRL101 precursor protein SEQ ID NO 3.

(continued on next page)
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SQL

L17
AN
TI

DESC

SQ

Human; follicle stimulating hornone-like G protein-coupled
receptor; FHS-1ike GPCR;, cytostatic; antidiabetic; osteopathic;
antinigraine; nootropic; neuroprotective; antiparkinsonian
antitunour, antiasthmatic; antiulcer; antiallergic; antigout;
cerebroprotective; antifertility; contraceptive; anorectic;
antianginal; tranquillizer; hypotensive; antidepressant;

neurol eptic; antienetic; anticonvul sant; cardi ant; anal gesic;
depil atory; gene; receptor; urinary incontinence; cancer; diabetes;
ost eoporosi s; neurodegenerative disorder; Al zheiner's disease;
Par ki nson' s di sease; Huntington's chorea; contraceptive; stroke;
great pond snail; GRL101; Swi ssProt Accession Nunber P46023.
1115

ANSVER 2 COF 117 DGENE COPYRI GHT 2002 DERWENT | NFORMATI ON LTD
AAMAT7958 Protein DGENE

New pol ynucl eoti de, useful for treating Al zheinmer's disease,

Par ki nson' s di sease, Huntington's chorea, diabetes and tunours,
conprises isolated pol ynucl eotide encoding human follicle

stimul ating hormone-like G protein coupled receptor -

Human FSH-1i ke GPCR SEQ I D NO 2.

Human; follicle stimulating hornone-like G protein-coupled
receptor; FHS-like GPCR;, cytostatic; antidiabetic; osteopathic;
antim graine; nootropic; neuroprotective; antiparkinsonian;
antitunour, antiasthmatic; antiulcer; antiallergic; antigout;
cerebroprotective; antifertility; contraceptive; anorectic;
antianginal; tranquillizer; hypotensive; antidepressant;

neurol eptic; antienetic; anticonvul sant; cardi ant; anal gesic;
depil atory; gene; receptor; urinary incontinence; cancer; diabetes;
ost eopor osi s; neurodegenerative disorder; Al zheiner's disease;
Par ki nson' s di sease; Huntington's chorea; contraceptive; stroke.
191

L ocating patents indexed to specific sequences:

The STN TRANSFER command may be used to take selected information, e.g. the patent
numbers from these sequence records, and re-search this information in the target file,
WPINDEX. Additional features of the command include

m  Morethan one field of data may be transferred, however using only PN suffices here

m Itisan automated processinitiated in the target file, WPINDEX in this example

m For further details: http://www.cas.org/trai ning/sthcommands/stncommands.html *
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=> FI LE WPI NDEX The TRANSFER command

—> TRANSEER L17 PN selected 12 PN terms. This

implies that the 117 sequences
were described in 12 patents.

ENTER ANSVEER NUMBERS, RANGES (1-), OR ?:1-
L18 TRANSFER L17 1- PN : 12 TERMS
L19 12 L18

=> S L19 AND PY. B>1999

1262084 PY. B>1999
(PY. B>1999)

L20 3 L19 AND PY. B>1999

=> DIBIB 3

L20 ANSWER 3 OF 3 WPI NDEX COPYRI GHT 2002 DERVENT | NFORMVATI ON LTD
ACCESSI ON NUMBER: 2001- 091069 [ 10] WPl NDEX

DOC. NO. CPI: C2001- 026721

TI TLE: New composition for regulating fertility, and for

chermopreventi on and chenot herapy of cancer,
conprises an anti sense oligonucleotide that is
conpl enentary to a NUCLEOTI DE SEQUENCE OF A
FOLLI CLE- STI MULATI NG HORMONE RECEPTOR.

DERVENT CLASS: A96 BO4 D16

| NVENTOR( S) : LABARBERA, A R WANG Y; ZHU, C
PATENT ASSI GNEE(S):  (UYCI-N) UNI'V Cl NCI NNATI

COUNTRY COUNT: 92

PATENT | NFORVATI ON:

PATENT NO  KI ND DATE VEEK LA PG
WO 2000073416 Al 20001207 (200110)* EN 89 <--
RW AT BE CHCY DE DK EAES FI FRGB GH GMCGR IE IT KE LS LU MC
MNNL OA PT SD SE SL SZ TZ UG ZW
W AE AG AL AM AT AU AZ BA BB BG B
DM DZ EE ES FI GB GD GE GH GM H
KR KZ LC LK LR LS LT LU LV MA
RO RU SD SE SG SI SK SL TJ
ZW
AU 2000051379 A 20001218 (200118)

BY CA CH CN CR CU CZ DE DK
HUIDIL INIS JP KE KG KP
MO MG MK MN MW MX NO NZ PL PT
TM TR TT TZ UA UG US UZ VN YU ZA

APPLI CATI ON DETAI LS:

PATENT NO KIND APPLI CATI ON DATE
WD 2000073416 Al WD 2000- US13488 20000516
AU 2000051379 A AU 2000-51379 20000516

FI LI NG DETAI LS:

PATENT NO KIND PATENT NO

AU 2000051379 A Based on WD 200073416

PRI ORI TY APPLN. I NFO US 1999-158612P 19991008; US 1999-136489P
19990528
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Whilein WPINDEX the free-text query developed for HCAplus can also be searched here.
For Derwent subscribers additional search approaches may be available, e.g. Derwent
Manual Code classification.

Note: (3A) proximity isused to ensure

. . search terms are closely associated
Search by free-text in WPINDEX: with one another, in either order.

=> S FSHR OR (FSH OR FOLLI TROPIN OR FOLLI CLE STI MULAT?) (3A) RECEPTOR

L22 27 FSHR OR (FSH OR FOLLI TROPIN OR FOLLI CLE STI MULAT?) (3A)
RECEPTOR

=> S L22 AND PY. B>1999
1262084 PY. B>1999
(PY. B>1999)
L23 11 L22 AND PY. B>1999

=> S L21 OR L23

L24 11 L21 OR L23

=> D IBIB

L24 ANSWER 1 OF 11 WPINDEX COPYRI GHT 2002 DERVENT | NFORMVATI ON LTD
ACCESSI ON NUMBER: 2002- 049533 [ 06] WPl NDEX

DOC. NO. NON- CPI: N2002- 036590

DOC. NO. CPI: C2002- 014019

TI TLE: New pol ynucl eoti de, useful for treating Al zheimer's

di sease, Parkinson's disease, Huntington's chorea,
di abetes and tunors, conprises isolated
pol ynucl eoti de encodi ng human follicle stimulating
hormone-1i ke G protein coupled receptor.

DERVENT CLASS: BO4 D16 S03

| NVENTOR( S) : RAMAKRI SHNAN, S
PATENT ASSI GNEE(S):  (FARB) BAYER AG
COUNTRY COUNT: 94

PATENT | NFORVATI ON:

PATENT NO KI ND DATE VEEK LA PG
WO 2001088127 A2 20011122 (200206)* EN 98 <--
RW AT BE CHCY DE DK EAES FI FRGB GH GMCGR IE IT KE LS LU MC
MVMZ NL QA PT SD SE SL SZ TR TZ UG ZW
W AE AG AL AM AT AU AZ BA BB BG BR BY BZ CA CH CN CR CU CZ DE
DK DMDZ EEES FI B GO GECHGMVHR HUID IL IN IS JP KE KG
KP KR KZ LC LK LR LS LT LU LV MA MD MG MK MWN MV MX MZ NO NZ
PL PT RORU SD SE SG SI SK SL TJ TM TR TT TZ UA UG US UZ VN
YU ZA ZW

APPLI CATI ON DETAI LS:
PATENT NO KI ND APPLI CATI ON DATE

WD 2001088127 A2 WO 2001- EP5613 20010517

PRI ORI TY APPLN. I NFO US 2000-205057P 20000518
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Many of these inventions may also be included in the answer set from HCAplus. However, a
unique invention may beincluded here. Again, the TRANSFER command can readily
extract and search the patent numbersin CAplus.

TRANSFER PNsfrom WPINDEX to HCAplus.

=> TRANSFER L24 1- PN

L25 TRANSFER L24 1- PN : 29 TERMS
L26 11 L25

=> S L26 NOT L15
L27 3 L26 NOT L15
=> D SCAN

L27 3 ANSVWERS  HCAPLUS COPYRI GHT 2002 ACS
IC |ICM GD1NO33-52
ICS CO7HO021-04; C07KO014-00; C12N015-12
CC 2-1 (Manmalian Hornbnes)
Section cross-reference(s): 1, 3
TI Enzyne- based G protein-coupl ed receptor assay for nonitoring GPCR
activity and protein/protein interactions in GPCR signaling and for
screeni ng |igands
ST enzynme assay G protein coupled receptor signaling |ligand screening;
| CAST assay G protein coupled receptor signaling |ligand screening
IT Aninmal cell line
(A431, cells expressing fusion proteins containing <SYMI8>-
gal act osi dase nutants, a GPCR and anot her interacting protein;
enzyne- based G protein-coupled receptor assay for nonitoring GPCR
signaling and for screening |igands)
IT Adenosine receptors
RL: BAC (Biological activity or effector, except adverse); BPR
(Bi ol ogi cal process); BIOL (Biological study); PROC (Process)
(A2; enzyme-based G protein-coupled receptor assay for nonitoring
GPCR activity and protein/protein interactions in GPCR signaling
and for screening |igands)

°

) Thisrecord appears to be indexed more

) _ broadly to G protein coupled receptors.
IT G protein-coupled receptors Highlights the value of multifile searching.

RL: BAC (Biological activity or effectory

(Bi ol ogi cal process); BIOL (Biological study); PROC (Process)
(enzyme-based G protein-coupled receptor assay for nonitoring
GPCR activity or screening |igands)

°

°

o

IT 355171-82-3

RL: PRP (Properties)

(uncl ai med protein sequence; enzyne-based G protein-coupl ed
receptor assay for nonitoring GPCR activity and protein/protein
interactions in GPCR signaling and for screening |igands)

=> S L15 OR L26 [Recall L15istheoriginal HCApIus]

answer set of 183 records.
L28 183 L15 OR L26
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Option: Extending the search to GENBANK

The GENBANK fileisthe largest integrated database of nucleic acid sequences, both
referenced in the literature and un-referenced. Unique to GENBANK on STN is the addition
of CAS RNsand in many cases alink to the HCAplus record for the source reference.

Similar to DGENE, sequence description information is best searched in these fields:

Thisfield ... Containsthe following infor mation:
DEF One-line description of the sequence
FEAT Additional information indicating positions of known
features of the sequence, e.g., coding regions

Conducting a free-text name segment search:

Searching “trandation” in the FEAT search field may retrieve a nucleic acid record that
includes trandlation information for a specific peptide.

=> FI LE GENBANK

=> S (FSHR OR (FSH OR FOLLI TROPI N OR FOLLI CLE STI MULAT?) (L)
RECEPTOR) / DEF, FEAT

L29 75 (FSHR OR (FSH OR FOLLI TROPIN OR FOLLI CLE
STI MULAT?) ( L) RECEPTOR) / DEF, FEAT

=> S L29 AND TRANSLATI ON FEAT

589881 TRANSLATI OV FEAT 55 of the nucleic acid records include

L30 55 L29 AND TRANSLATI OV FEAT trandation information for the encoded
- D ALL protein.

L30 ANSWER 1 OF 55 GENBANK® COPYRI GHT 2002
LOCUS (LOO): AF436883 GenBank (R
GenBank ACC. NO. (GBN): AF436883

CAS REG STRY NO. (RN): 370552-29-7

SEQUENCE LENGTH (SQ): 529

MOLECULE TYPE (Cl): mRNA; | i near

DI VI SION CODE (Cl): O her vertebrates

DATE ( DATE): 14 Nov 2001

DEFI NI TI ON ( DEF) : Sal mo sal ar putative follicle-

stimulating hornone receptor nRNA,
partial cds.

(continued on next page)
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SOURCE:
ORGANI

NUCLEI C ACI D COUNT (NA):

SM ( ORGN) :

REFERENCE
AUTHOR ( AU)

TITLE (T1):

JOURNAL (SO):

REFERENCE
AUTHOR ( AU)
TITLE (T1):
JOURNAL (SO):

Atl anti c sal non.
Sal no sal ar

Eukaryot a; Metazoa

Vertebrata; Eutel eoy Thiswasa direct submission—thereisno

Neopt erygi i
Pr ot acant hopt erygi i

Sal no

108 a

168 c

Tel eos

127

1 (bases 1 to 529)

Ander sson, E. ;
Ackers, J. A ;

CDNA from Atl
Unpubl i shed

Kumar, R S.

2 (bases 1 to 529)

Ackers, J. A ;

Ku

mar ,R S. ;

Di rect Subm ssion

Submitted (22- OCT-

Bi ot echnol ogy,

Bi ot echnol ogy I nstitute,

Trant,J. M ;
St ef ansson, S. O
I sol aton of putative FSH receptor

ntic sal non gonads

<

Trant,J. M

Uni versity of Maryl and

literature reference given. Perhapsthe
CASRN could be used to retrieve literature
in HCAplus.

001) Center of Marine

701 East Pratt Street,

Baltinore, MD 21202, USA
FEATURES ( FEAT):
Feat ure Key Locati on Qualifier
+ +

source 1..529 [ organi sn=" Sal no sal ar"
/ db- xr ef ="t axon: 8030"
/[tissue-type="ovary"

CDS <1..>529 / codon-start=2

[Nmemenwsmanrmdn ]

SEQUENCE ( SEQ) :
1 acacaaactg

61
121
181
241
301
361
421
481

aggagcagag
gtcagtgctg
gcctccectg
ctgcgecttc
acccggggct
ggcct gt agt
tctacgtgtc
gettgtgttg

tttctcatgg

gggccggggt
ggt gaagttg
tccctattca
cat aaacacc
caggacaacc
cccgeccccg
ctcatctgga
ctaggcagcc

—>

gcaacct gca
t cct agacat
agcatctgtc
caaagct acg
agaggaacag
tccacttctt
atgccttcaa
tcatctctgt
gagcgaagat

/ product ="putative
follicle-stimulating hornone

receptor”

[ protein-id="AAL31634. 1"
/ db-xref="G :16923915"
/transl ati on=" HKLFLMGNLQLSHVHNNSFK
GAEGPGFLDI SRTALSSLPESVLG
EVEHL SAVSVFSLRAL PPLSLFTKLRQANLTYPS
HCCAFHKHQRNRTFRMNSACFKPG
AQDNL HFFIVDFCL NWTI'SVACSPAPDAFNPCEDI M
GSAPLRVLI W | SVLALLGNTI VL
LVLLGSRAKMTVPRFL"

actttctcat
ctctcgtaca
cgctgtctcg
acaggct aac
gaccttccgg
catggacttc
cccct gt gaa
gctcgcact g
gacggt gcca

atgcat aata
gcgct gagt t
gtgttctcac
ct cacctacc
at gaact ccg
tgtttaaatt
gacat cat gg
ttaggcaaca
cgcttcctg

attccttcaa
ccctgccaga
t cagagcgct
catctcactg
cgtgctttaa
ggacgt ct gt
gct ccgececc
ccat cgt gct
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Skills Practice

1. Retrieve literature that discusses genetic vectors used in the recombinant
preparation of tumor necrosis factor receptor or receptor-like proteins.

Note: There are many types of genetic vectors — explore the CA Lexicon to
identify sequence description terms. Use REGISTRY to locate specific
receptor proteins, limiting to protein/FS.
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BIOTECHNOLOGY
SEARCHING ON STN

SUGGESTED SOLUTIONS
TO SKILLS PRACTICE PROBLEMS

APRIL 2002

The solutions presented here are solutions that can be attained using techniques and search
tools presented in the accompanying workbook.



Skills Practice (page 40):

Question 1:  How has MALDI mass spectrometry been used in the identification or
determination of genetic markers?

=> FI LE HCAPLUS

=> E MALDI/CT

E# FREQUENCY AT TERM
El 1 6 MALDANE SARSI / CT
E2 1 MAL DANI DAE/ CT
E3 0 3 --> MALDI/CT
E4 0 3 MALDI MASS SPECTROVETRY/ CT
E5 0 1 MALE/ CT
E6 0 2 MALE ACCESSCRY GLAND/ CT
E7 0 2 MALE ACCESSORY GLAND REPRODUCTI VE ORGAN CT
E8 0 2 MALE ACCESSCRY REPRODUCTI VE GLAND/ CT
E9 84 2 MALE ACCESSORY REPRODUCTI VE ORGAN CT
E10 0 2 MALE ACCESSCRY SEX ORGAN CT
E1l1l 0 2 MALE CASTRATI QV CT
E12 33 2 MALE CONTRACEPTI VES/ CT
=> E E4+ALL
E13 0 --> MALDI mass spectronetry/CT MALDI mass spectrometry is
E14 USE Laser desorption nmass spectrom nota controlled vocabulary
phot oi oni zati on, matrix-assi st{ indexing term.
E15 USE Laser ionization nass spectro
phot odesorption, matri x-assi sted/ CT
kkkkkkkk*k END***
=> E E15+ALL
E1l6 26307 BT3 Anal ysis/CT
E17 1500 BT3 Measurenent/CT
E18 19964 BT2 Mass spectronetry/CT
E19 1240 BT1 Laser ionization mass spectronetry/CT
E20 --> Laser ionization nass spectronetry (L)
phot odesorption, matri x-assi sted/ CT
E21 UF  MALDI/CT
E22 UF MALDI mass spectronetry/CT
E23 UF Matri x- assi sted | aser desorption ionization

mass spectronetry/CT
*kkkkkkk k% END***

(continued on next page)
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=> S E20+PFT

Suggested Solution 1, page 40 - continued

L1 1768 "LASER | ONI ZATI ON MASS SPECTROVETRY (L) PHOTODESORPTI ON,
MATRI X- ASSI STED" +PFT/ CT (4 TERMS)

=> S MALDI OR MATRI X ASSI STED( S) DESORPTI ON( S) | ONIl ZATI ON

= S L1 OR L2

L3 6402

L1 OR L2

=> E GENETI C MARKERS/ CT

E# FREQUENCY

E24 0
E25 1035
E26 5802
E27 9767
E28 0
E29 0
E30 0
E31 0
E32 0
E33 0
E34 0
E35 0
=> E E26+ALL
E36 5436
E37 9767
E38 32308
E39 5802
E40 1035
E41

E42

E43

E44

E45

E46

E47 1657
E48

E49

ES0 500
E51 980

AT TERM
5 GENETI C MAPS/ CT
2 GENETI C MARKER/ CT

16 --> CENETI C MARKERS/ CT

(o]
NN WN

GENETI C METHODS/ CT

GENETI C METHODS (L) DNA FI NGERPRI NTI NG CT
GENETI C METHODS (L) GENE DI SCOVERY/ CT
GENETI C METHODS (L) GENOTYPI NG/ CT

GENETI C METHODS (L) NASBA (NUCLEI C ACI D

SEQUENCE- BASED AMPLI FI CATI ON) / CT

NNWN

GENETI C METHODS (L) SELEX/ CT

GENETI C METHODS (L) TWO HYBRI D SCREENI NG CT
GENETI C OBESI TY/ CT

GENETI C OPERATOR/ CT

BT1 Bi onarkers (biological responses)/CT
BT2 Genetic nethods/CT
BT1 Genetic mapping/CT
--> Genetic markers/CT

HN

Qb
UF
UF
UF
UF
UF
UF
NT1
NT1

NT1

NT1
RT

*kkkkkkxk END***

Val id headi ng during volume 126 (1997) to
present.

Genetic marker/CT

Arbitrary DNA segment/CT

Chr onosone mar kers/ CT

DNA mar ker s/ CT

Gene marker/CT

Mar ker s/ CT

Mar kers (genetic)/CT

EST (expressed sequence tag)/CT

Genetic element (L) EST (expressed sequence
tag)/CT

Genetic elenent (L) STS (sequence-tagged
site)/CT

STS (sequence-tagged site)/CT

QIrL (quantitative trait loci)/CT

(continued on next page)
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Suggested Solution 1, page 40 - continued

=> S E39+PFT, NT

L4 8797 " GENETI C MARKERS" +PFT, NT/ CT (12 TERVS)
=> S (DNA OR GENETI C OR GENE) (S) MARKER OR EST OR STS OR SEQUENCE TAG?

L5 199700 (DNA OR GENETI C OR GENE) (S) MARKER OR EST OR STS OR
SEQUENCE TAG?

=> S L4 R L5
L6 199700 L4 OR L5
=> S L3 AND L6
L7 112 L3 AND L6
=> D IBIB ABS HI TIND 1-4

L7 ANSVER 1 OF 112 HCAPLUS COPYRI GAT 2002 ACS

ACCESSI ON NUVBER: 2002: 195073 HCAPLUS Ful | - t ext

TI TLE: Mal di -t of nmass spectronetry of bacteria
AUTHOR( S) : Lay, Jackson O, Jr.

CORPORATE SOURCE: Di vi sion of Chemi stry, National Center for

Toxi col ogi cal Research, Food and Drug

Administration, Jefferson, AR, 72079, USA
SOURCE: Mass Spectronetry Reviews (2002), Vol une Date

2001, 20(4), 172-194

CODEN: MSRVD3; | SSN. 0277-7037

PUBLI SHER: John Wley & Sons, Inc.
DOCUMENT TYPE: Jour nal
LANGUAGE: Engl i sh

AB  The devel opnent of MALDI - TOF nass spectronetry nmethods for the
characterization of bacteria is reviewed and di scussed. The genera
use of MALDI for the characterization of large bionols. led directly
to obvious applications involving the anal. of isolated bacteria
proteins. More surprising was the observation that MALDI - TOF nass
spectronmetry could be applied directly to crude cellular fractions
or cellular suspensions and that the resulting data from such
compl ex mixts. could provide evidence for chenotaxonom c
classification. Versatility and the rapidity of anal. led to the
rapi d devel opment of a nunber of MALDI - TOF net hods invol ving
bacteria. Exanples of sone of the applications covered in this
review are the anal. of bacterial RNA and DNA, the detection of
reconbi nant proteins, the characterization of targeted or unknown
proteins, bacterial proteomcs, the detection of virulence nmarkers,
and the very rapid characterization of bacteria at the genus,
species, and strain level. The denonstrated capability of taxononic
classification at the strain level, using unprocessed cells, opens
the possibility that MALD - TOF and simlar nmass spectronetry
approaches may contribute significantly to fulfilling energing needs
for the devel opnent of near real-tinme nmethods for the
characterization of bacteria.

CC 9 (Biochemical Methods)

(continued on next page)
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Suggested Solution 1, page 40 - continued

REFERENCE COUNT: 71 THERE ARE 71 Cl TED REFERENCES AVAI LABLE
FOR THI S RECORD. ALL Cl TATI ONS AVAI LABLE
IN THE RE FORVAT

L7 ANSVER 2 OF 112 HCAPLUS COPYRI GAT 2002 ACS

ACCESSI ON NUVBER: 2002: 79731 HCAPLUS Ful | -t ext

TI TLE: A Trypanosona brucei protein conplex that binds
G overhangs and co-purifies with tel onerase
activity

AUTHOR( S) : Cano, Maria |Isabel N.; Blake, Julie Johnson;
Bl ackburn, Elizabeth H.; Agabian, Nina

CORPORATE SOURCE: Departments of Stonatol ogy, M crobiol ogy and

| munol ogy, University of California, San
Franci sco, CA, 94143-0422, USA

SOURCE: Journal of Biological Chemistry (2002), 277(2),
896- 906
CODEN: JBCHA3; | SSN. 0021-9258

PUBLI| SHER: Anerican Society for Biochenistry and Mol ecul ar
Bi ol ogy

DOCUMENT TYPE: Jour nal

LANGUAGE: Engl i sh

AB  The chronpsomal ends of Trypanosoma brucei, |ike those of nost

eukaryotes, contain conserved 5 -TTAGGG 3' repeated sequences and
are maintai ned by the action of telonmerase. Fractionated T. bruce
cell exts. with telonerase activity were used as a source of
potential regulatory factors or tel onerase-associ ated conponents
that might interact with T. brucei teloneres. Electrophoretic
mobility shift assays and UV crosslinking were used to detect
possi bl e single-stranded tel omeric protein-DNA conpl exes and to
estimate the approx. size of the protein constituents. Three
singl e-stranded tel oneric protein-DNA conpl exes were observed
Conpl ex C3 was highly specific for the Gstrand tel oneric repeat
sequence and shares bi ochem characteristics with Grich, single-
stranded tel ormeric binding proteins and with conmponents of the
tel omer ase hol oenzyne described in yeast, ciliates, and hunans.
Susceptibility to RNase A or chem nucl ease (hydroxyl radical)
pre-treatnment showed that conplex C3 was tightly associated with an
RNA conponent. Matrix-assisted | aser desorption /ionization-tine of
flight nmass spectronetry was used to estinmate the nol. nmass of the
pepti des obtained by in-gel Lys-C digestion of |ow abundance C3-
associ ated proteins. The nol. masses of the peptides showed no
honol ogi es with other proteins fromtrypanosones or with any protein
in the databases screened.
CC 7-3 (Enzynes)
REFERENCE COUNT: 56 THERE ARE 56 Cl TED REFERENCES AVAI LABLE
FOR TH S RECORD. ALL Cl TATI ONS AVAI LABLE
IN THE RE FORVAT

L7 ANSWER 3 OF 112 HCAPLUS COPYRI GHT 2002 ACS

ACCESSI ON NUVBER: 2002: 40647 HCAPLUS Ful | -t ext

TI TLE: Characterisation of global protein expression by
t wo- di nensi onal el ectrophoresis and nass
spectronetry: proteonics of Toxopl asnma gondi

(continued on next page)
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Suggested Solution 1, page 40 - continued

AUTHOR( S) : Cohen, A. M; Runpel, K. ; Coonbs, G H;

Wastling, J. M

CORPORATE SOURCE: Division of Infection & ImMmunity, Institute of

Bi onedi cal and Life Sciences, University of
d asgow, d asgow, Gl2 8QQ WK

SOURCE: I nternational Journal for Parasitology (2002),
32(1), 39-51
CODEN: | JPYBT; |SSN. 0020-7519

PUBLI SHER: El sevi er Sci ence Ltd.

DOCUMENT TYPE: Jour nal

LANGUAGE: Engl i sh

AB  The devel opnent of tools for the anal. of global gene expression is

vital for the optimal exploitation of the data on parasite genones
that are now being generated in abundance. Recent advances in two-
di mensi onal el ectrophoresis (2-DE), mass spectronetry and

bi oi nformati cs have greatly enhanced the possibilities for nmapping
and characterization of protein populations. W have enpl oyed these
devel opnents in a proteom cs approach for the anal. of proteins
expressed in the tachyzoite stage of Toxoplasma gondii. Over 1000
pol ypepti des were reproduci bly separated by high-resol ution 2-DE
using the pH ranges 4-7 and 6-11. Further sepns. using narrow range
gel s suggest that at |east 3000-4000 pol ypepti des should be

resol vabl e by 2-DE using nultiple single pH unit gels. Mass
spectronmetry was used to characterize a variety of protein spots on
the 2-DE gels. Peptide nass fingerprints, acquired by matri x-
assisted | aser desorption/ionisation-( MALDI) nmass spectronetry,
enabl ed unanbi guous protein identifications to be nade where ful
gene sequence information was avail able. However, interpretation of
peptide mass fingerprint data using the T. gondii expressed sequence
tag (EST) database was less reliable. Peptide fragnentation data,
acqui red by post-source decay nass spectronmetry, proved a nore
successful strategy for the putative identification of proteins
using the T. gondii EST database and protei n databases from ot her
organi sms. I n sone instances, several protein spots appeared to be
encoded by the sane gene, indicating that post-translationa
nmodi fi cation and/or alternative splicing events may be a common
feature of functional gene expression in T. gondii. The data
denonstrate that proteonic anal yses are now viable for T. gondii and
other protozoa for which there are good EST dat abases, even in the
absence of conpl ete genonme sequence. Mreover, proteonics is of
great value in interpreting and annotating EST dat abases.

CC 10 (Mcrobial, Algal, and Fungal Biochem stry)
REFERENCE COUNT: 38 THERE ARE 38 Cl TED REFERENCES AVAI LABLE
FOR TH S RECORD. ALL Cl TATI ONS AVAI LABLE
IN THE RE FORVAT
L7  ANSWER 4 OF 112 HCAPLUS COPYRI GHT 2002 ACS
ACCESSI ON NUMBER: 2002: 27248 HCAPLUS Ful | -t ext
TI TLE: Denonstrati on of Di nmet hyl nonanoyl - CoA
Thi oesterase Activity in Rat Liver Peroxisones
Fol | owed by Purification and Mol ecul ar C oning
of the Thi oesterase |Involved
AUTHOR( S) : Oman, R ; el Mabet, L.; Dacrenont, G ; Spijer,

D.; Wanders, R J. A

(continued on next page)
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Suggested Solution 1, page 40 - continued

CORPORATE SOURCE: Department of Cinical Chem stry, University of

Anmst erdam Ansterdam 1100 DE, Net h.

SOURCE: Bi ochem cal and Bi ophysi cal Research

Conmuni cati ons (2002), 290(2), 629-634
CODEN: BBRCA9; | SSN: 0006- 291X

PUBLI SHER: Acadeni c Press

DOCUMENT TYPE: Jour nal

LANGUAGE: Engl i sh

AB  Peroxisonmes play an indispensable role in cellular fatty acid

CcC

oxi dation in higher eukaryotes by catalyzing the chain shortening of
a distinct set of fatty acids and fatty acid derivs. including
pristanic acid (2,6, 10, 14-tetranet hyl pentadecanoic acid). Earlier
studi es have shown that pristanic acid undergoes three cycles of B-
oxi dation in peroxisonmes to produce 4, 8-di net hyl nonanoyl - CoA ( DM\
CoA) which is then transported to the mtochondria for ful
oxidation to CO2 and H2O. In principle, this can be done via two
different mechani snms in which DVN-CoA is either converted into the
correspondi ng carnitine ester or hydrolyzed to 4, 8-di nethyl nonanoi c
acid plus CoASH. The latter pathway can only be operational if

per oxi sonmes contai n 4, 8-di net hyl nonanoyl - CoA t hi oesterase activity.
In this paper we show that rat |iver peroxisones indeed contain 4, 8-
di met hyl nonanoyl - CoA thi cesterase activity. W have partially
purified the enzyne invol ved from peroxi somes and identified the
protein as the rat ortholog of a known hunan thi oesterase using
MALDI -TOF mass spectronetry in conbination with the rat EST

dat abase. Het erol ogous expression studies in Escherichia col
established that the enzyne hydrol yzes not only DWMN\-CoA but al so

ot her branched-chai n acyl -CoAs as well as straight-chain acyl - CoA-
esters. CQur data provide convincing evidence for the existence of
the second pat hway of acyl -CoA transport from peroxi sones to

m tochondria by hydrolysis of the CoA-ester in peroxisones followed
by transport of the free acid to mtochondria, reactivation to its
CoA-ester, and oxidation to CO2 and H2O. (c) 2002 Acadeni c Press.
7 (Enzynes)

REFERENCE COUNT: 21 THERE ARE 21 Cl TED REFERENCES AVAI LABLE

FOR THI S RECORD. ALL Cl TATI ONS AVAI LABLE
IN THE RE FORVAT

=> D IBIB ABS H TIND 110-112

L7  ANSWER 110 OF 112 HCAPLUS COPYRI GHT 2002 ACS

ACCESSI ON NUMBER: 1995: 591743 HCAPLUS Ful | -t ext

DOCUMENT NUMBER: 122: 315550

TI TLE: Characterization of Polymers by Matrix-
Assi sted Laser Desorption
I oni zation-Tine of Flight Mass Spectronetry.
End Group Determ nation and Ml ecul ar Wi ght
Estimates in Pol y(ethyl ene glycols)

AUTHOR( S) : Mont audo, G orgi o; Montaudo, Maurizio S.;
Puglisi, Concetto; Sanperi, Filippo

CORPORATE SOURCE: Di partinmento di Scienze Chimche, Universita di

Catania, Catania, 95125, Italy

(continued on next page)
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Suggested Solution 1, page 40 - continued

SOURCE: Macr onol ecul es (1995), 28(13), 4562-9
CODEN: MAMOBX; | SSN. 0024- 9297

DOCUMENT TYPE: Jour nal

LANGUAGE: Engl i sh

AB  Matrix-assisted | aser desorption ionization-tinme of flight nass

spectronmetry (MALDI - TOF M5) all ows nass neasurenents of large nols.
such as those present in synthetic and natural macronols. W have
used a self-calibrating method for the MALDI - TOF spectra of

polyners, with 2-(4- hydroxyphenyl azo)benzoic acid as matri x,
enabling us to obtain accurate nmass val ues. Polyethyl ene glycol
(PEG samples having two different kinds of end groups were used in
our work: (i) anionic PEG H-(CH2-CH2-On-H, (ii) cationic PEG H
(CH2-CH2-O)n-OH. The MALDI - TOF spectra recorded in reflected node
al | owed unanbi guous identification of the end groups present in
these PEG sanples. Five anionic PEG sanples with very narrow nol.
wei ght distributions (MAD) were studied. The MALDI-TOF spectra of
PEGs were recorded in both linear and reflected nodes. Due to the
high sensitivity and the highly linear response of H MAS (a

m crochannel detector equipped with a photormultiplier), measurenents
of MALDI - TOF spectra were used in our work to estimte the MWV and
MAD of the PEG sanples. Qur results show that the nol. weight ests.
provi ded by MALDI - TOF nmeasurenments agree with the val ues obtai ned by
conventional techniques such as GPC, osnonetry, and vi scometry.

CC 36-4 (Physical Properties of Synthetic Hi gh Pol yners)
L7  ANSWER 111 OF 112 HCAPLUS COPYRI GHT 2002 ACS
ACCESSI ON NUVBER: 1995: 526012 HCAPLUS Ful | -t ext
DOCUMENT NUVBER: 122: 266525
TI TLE: Characterization of polymers by matrix-
assi sted | aser desorption/
ionization time-of-flight nass spectronetry:
nmol ecul ar wei ght estimates in sanples of varying
pol ydi spersity
AUTHOR( S) : Mont audo, G orgi o; Montaudo, Maurizio S.;
Puglisi, Concetto; Sanperi, Filippo
CORPORATE SOURCE: Di partimento di Scienze Chimche, Universita di
Catania, Catania, 95125, Italy
SOURCE: Rapi d Conmun. Mass Spectrom (1995), 9(5),
453- 60
CODEN: RCMSEF; | SSN. 0951-4198
DOCUMENT TYPE: Jour nal
LANGUAGE: Engl i sh
AB  Matrix-assisted | aser desorption/ionization tinme-of-flight nass
spectronetry (MALDI - TOF M5) was used to estimate nol. weight
di stributions (MAD) of PMMA, polystyrene, and pol y(ethylene glycol),
nyl on 6, polycarbonate, and pol yester. The nol. weight ests.
provi ded by MALDI - TOF neasurenents agree with the val ues obtai ned by
conventional techniques, such as gel-perneation chromatog. (GPC),
only in the case of polyner sanples with very narrow MAD. However,
when t he pol ydi spersity reaches values around 1.10 the difference
bet ween the MW neasured by GPC and neasured by MALDI nmay anount to
up to about 20% At higher dispersions, the MALDI spectra fail to
yield reliabl e MVval ues.
CC 36-4 (Physical Properties of Synthetic Hi gh Pol ymers)

Section cross-reference(s): 73

(continued on next page)
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Suggested Solution 1, page 40 - continued

I T Mol ecul ar wei ght
(distribution; of polynmers evaporating by matrix-assisted
| aser desorption/ionization tinme-of-flight mass
spectronetry)

I T Pol ycar bonat es, properties
Pol yesters, properties
Pol yners, properties
RL: PRP (Properties)

(rmol. weight distribution of polyners evaporating by matri x-
assisted | aser desorption/ionization
time-of -flight nmass spectronetry)
IT 9003-53-6, Polystyrene 9011-14-7, PWMMA  24936-97-8, Adipic
aci d- but anedi ol copol yner, sru 24980-41- 4, ¢-Caprol actone
honopol ymer 25038-54-4, Nylon 6, properties 25038-54-4D, Nyl on
6, functionalized 25103-87-1, Adipic acid-butanedi ol copol yner
25248-42- 4, ¢- Caprol act one homopol yner, sru 25322- 68- 3,
Pol y(et hyl ene gl ycol)
RL: PRP (Properties)
(rmol . weight distribution of polyners evaporating by matri x-
assi sted | aser desorption/ionization
tinme-of-flight nass spectronetry)
L7  ANSWER 112 OF 112 HCAPLUS COPYRI GHT 2002 ACS
ACCESSI ON NUMBER: 1995: 269471 HCAPLUS Ful | -t ext
DOCUMENT NUMBER: 122: 177400
TI TLE: Model s for matrix-assisted desorption by a
| aser-pul se

AUTHOR( S) : Johnson, R E

CORPORATE SOURCE: Engi neeri ng Physics, Thornton Hall B103
University of Virginia, Charlottesville, VA
22903, USA

SOURCE: Int. J. Mass Spectrom |on Processes (1994),
139, 25-38
CODEN: | JMPDN; | SSN: 0168-1176

DOCUMENT TYPE: Jour nal

LANGUAGE: Engl i sh

AB  Although there is no conplete quant. description of matrix-assisted

desorption of bionols., the qual. picture given by nbst workers is
roughly the sane. Based on such a picture, progress on a quant.
description can be made using a framework in which specific phys.
quantities can be extracted Such a franework is given here for the
total (ablation) yield and for the matrix or analyte nol. ion
yields, and the effect of averaging over a Gaussian |laser profile is
eval uated. The dependence of the yield on fluence near threshold
can be used to distinguish between ejection nodels, and the incident
angl e dependence of the yield can be used to determn ne whether
ejection occurs in response to the initial energy d. distribution or
whet her a transport process affects the ejection efficiency. Al so
the shift in value of the threshold fluence between matrix nol.
ejection and ion ejection is due to the difference in the energy
barriers to ejection. This shift is used to estinmate the energy per
ion for matrix ion formation and ejection to be =1.5 to 2eV.

Finally, the relation between the depth of origin of the anal yte
ions and the threshol d dependence of the yield is considered. In
the appendi x the relations of the excitation and ejection paraneters
to those phys. quantities determ ning the plune are described, as is
a sinple phys. nodel for MALDI.

Suggested Solutions/Biotechnology Searching on STN — 8



Suggested Solution 1, page 40 - continued

CC 80-6 (Organic Analytical Chem stry)
Section cross-reference(s): 9, 26, 73

=> FOCUS L7 Use FOCUSto reorder
the records by relevance.

PROCESSI NG COVPLETED FOR L7

L8 112 FOCUS L7 1-

=> DTI 1-5

L8 ANSWER 1 OF 112 HCAPLUS COPYRI GHT 2002 ACS

TI Det ecti on of single nucleotide pol ynorphi sns and cytosi ne
met hyl ations in chenically nodified genonic DNA for diagnosis and
prognosi s of genetic disorders

L8 ANSWER 2 OF 112 HCAPLUS COPYRI GHT 2002 ACS

TI Hi gh-t hroughput devel opnent and characterization of a genonew de
col l ection of gene-based single nucleotide pol ynorphi sm
mar kers by chi p-based matri x-assi sted | aser
desorption/ionization tinme-of-flight mass spectronetry

L8  ANSWER 3 OF 112 HCAPLUS COPYRI GHT 2002 ACS

TI Use of matrix-assisted | aser desorption/
ionization time-of-flight mass mappi ng and nanospray |iquid
chr omat ogr aphy/ el ectrospray ionization tandem nmass spectronetry
sequence tag analysis for high sensitivity
identification of yeast proteins separated by two-di nensional ge
el ectrophoresis

L8 ANSWER 4 OF 112 HCAPLUS COPYRI GHT 2002 ACS

TI Identifying Proteins Using Matrix-Assisted Laser
Desorption/lonization | n-Source Fragnentation Data
Conbi ned wi th Dat abase Sear chi ng

L8 ANSWER 5 OF 112 HCAPLUS COPYRI GHT 2002 ACS

TI Structural analysis and identification of gel-purified proteins,
available in the fentonole range, using a novel conputer program for
pepti de sequence assignnent, by natrix-assisted | aser desorption
ioni zation-reflectron time-of-flight-mass spectronetry

=> FILE BIOSI S

=> E GENETI C MARKERS/ CT

E# FREQUENCY AT TERM

E52 GENETI C MARKER PROTEI NS/ CT
E53 GENETI C MARKER SEARCH CT
E54 14 --> GENETI C MARKERS/ CT

E56 1 GENETI C MATERI AL/ CT

E57 GENETI C MATERI AL DELI VERY PHARMACEUTI CAL
COVPCSI TI ONS/ CT

ES8 2 GENETI C MATERI AL | NTERACTI ON/ CT

1
1
9
E55 2 GENETI C MARKI NG CT
5
1

(continued on next page)
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Suggested Solution 1, page 40 - continued

E59 1 GENETI C MATERI AL TRANSFER SYSTEM CT

E60 11 GENETI C MECHANI SM CT

E61 23 GENETI C MECHANI SMS/ CT

E62 1 GENETI C MECHANI SM5 OF RESI STANCE/ CT

E63 3 GENETI C MEDI ATI ON/ CT

=> DHS
(FILE ' HCAPLUS' ENTERED AT 15:21:05 ON 27 MAR 2002)

DEL HI' S
DEL SEL
FI LE ' HCAPLUS' ENTERED AT 16:12: 03 ON 27 MAR 2002
E MALDI/CT
E E4+ALL
E E15+ALL

L1 1768 S E20+PFT

L2 6251 S MALDI OR MATRI X ASSI STED( S) DESORPTI ON( S) | ONI ZATI ON

L3 6402 S L1 OR L2

E GENETI C MARKERS/ CT
E E26+ALL
L4 8797 S E39+PFT, NT
L5 199700 S (DNA OR GENETI C OR GENE) (S) MARKER OR EST OR STS OR
SEQUENCE T

L6 199700 S L4 OR L5

L7 112 S L3 AND L6

L8 112 FOCUS L7 1-

FILE 'BI OSI'S' ENTERED AT 16:21:38 ON 27 MAR 2002
E GENETI C MARKERS/ CT
=> S L2 AND L5 .
Directly use L-numbers
L9 51 L2 AND L5 fromHCAPLUSto re-
search the query in BIOS S,
=> D SCAN

L9 51 ANSVERS BICSIS COPYRI GHT 2002 Bl OLOG CAL ABSTRACTS | NC.

TI Denonstration of dinmethyl nonanoyl - CoA thi oesterase activity in rat
Iiver peroxisomes followed by purification and nol ecul ar cl oni ng of
the thioesterase invol ved.

I T M scel | aneous Descriptors

oxi dation

HOW MANY MORE ANSWERS DO YOU W SH TO SCAN? (1):2

L9
TI

I T

51 ANSWERS BIOSIS COPYRI GHT 2002 Bl OLOG CAL ABSTRACTS | NC.
Fi ne mappi ng and singl e nucl eoti de pol ynorphi sm associ ation results
of candi date genes for asthma and rel ated phenotypes.
Met hods & Equi pnent
MALDI - TOF Ms: anal ytical method; fine mapping: nolecul ar
genetic method; genotyping: nol ecul ar genetic nethod; single
nucl eoti de pol ynor phi sm anal ysi s: nol ecul ar genetic nethod
M scel | aneous Descriptors
phenot ype; single nucl eotide pol ynorphi sm

(continued on next page)
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Suggested Solution 1, page 40 - continued

L9 51 ANSWERS BIOSIS COPYRI GHT 2002 BI OLOG CAL ABSTRACTS | NC.
TI The proteone of nmize | eaves: Use of gene sequences and expressed
sequence tag data for identification of proteins with
peptide mass fingerprints.
I T Met hods & Equi pnent
Voyager - DE PRO rmass spectroneter: PerSeptive Bi osystens,
| aboratory equi pnent; matrix assisted | aser desorption
/ionization-time of flight nass spectroneter: anal ytica
nmet hod, spectroscopic techni ques: CB; two-di nensiona
el ectrophoresis: anal ytical nethod, gel electrophoresis
I T M scel | aneous Descriptors
expressed sequence tag data; gene sequences; genone
sequence information; proteone

HOW MANY MORE ANSVEERS DO YOU W SH TO SCAN? (1):0
=> DUP REM L8 L9

FI LE ' HCAPLUS' ENTERED AT 16:23: 11 ON 27 MAR 2002
FILE 'BIOSIS ENTERED AT 16:23:11 ON 27 MAR 2002

PROCESSI NG COVPLETED FOR L8

PROCESSI NG COVPLETED FOR L9

L10 115 DUP REM L8 L9 (48 DUPLI CATES REMOVED)
ANSVERS ' 1-99' FROM FI LE HCAPLUS
ANSVERS ' 100-115" FROM FI LE BI CSI S

=> FOCUS L10 FOCUS may be used with a
5 s NG ETED FOR L10 multifile answer set as well.
L11 115 FOCUS L10 1-

= DTI 1-5

L11 ANSWER 1 OF 115 HCAPLUS COPYRI GHT 2002 ACS

TI H gh-t hroughput devel opnent and characterization of a genonew de
col l ection of gene-based single nucleotide pol ynorphi sm
mar kers by chi p-based matri x-assi sted | aser
desorption/ionization tinme-of-flight mass spectronetry

L11 ANSWER 2 OF 115 HCAPLUS COPYRI GHT 2002 ACS

TI Use of matrix-assisted | aser desorption/
ionization time-of-flight mass mappi ng and nanospray |iquid
chr omat ogr aphy/ el ectrospray ionization tandem nmass spectronetry
sequence tag analysis for high sensitivity
identification of yeast proteins separated by two-di nensional ge
el ectrophoresi s

L11 ANSWER 3 OF 115 HCAPLUS COPYRI GHT 2002 ACS

TI Identifying Proteins Using Matrix-Assisted Laser
Desorption/lonization | n-Source Fragnentation Data
Conbi ned wi th Dat abase Sear chi ng

(continued on next page)
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Suggested Solution 1, page 40 - continued

L11 ANSWER 4 OF 115 HCAPLUS COPYRI GHT 2002 ACS

TI Structural analysis and identification of gel-purified proteins,
available in the fentonol e range, using a novel conputer program for
pepti de sequence assignnent, by matrix-assisted |aser
desorption ionization-reflectron tine-of-flight-mass spectronetry

L11 ANSWER 5 OF 115 HCAPLUS COPYRI GHT 2002 ACS
T Protein identification based on matrix assisted |aser
desorption/ionization-post source decay-nmass spectronetry

=> D | BIB ABS HI TI ND

L11 ANSWER 1 OF 115 HCAPLUS COPYRI GAT 2002 ACS

ACCESSI ON NUMBER: 2001: 77638 HCAPLUS Ful | -t ext
DOCUMENT NUMBER: 135: 163086
TI TLE: Hi gh-t hroughput devel opnent and characterization

of a genonew de coll ecti on of gene-based single
nucl eoti de pol ynor phi sm nar kers by
chi p-based matri x-assi sted | aser
desorption/ionization time-of-flight
mass spectrometry

AUTHOR( S) : Buet ow, Kenneth H.; Ednonson, M chael;
MacDonal d, Richard; difford, Robert; Yip, Ping;
Kel l ey, Jenny; Little, Daniel P.; Strausberg,
Robert; Koester, Hubert; Cantor, Charles R
Braun, Andreas

CORPORATE SOURCE: Laboratory of Popul ation Genetics, Division of
Cancer Epi dem ol ogy and Genetics, Nationa
Cancer Institute, Bethesda, MD, 20892-5060, USA

SOURCE: Proceedi ngs of the National Acadeny of Sciences
of the United States of Anerica (2001), 98(2),
581- 584
CODEN: PNASA6; | SSN: 0027-8424

PUBLI SHER: Nati onal Academy of Sciences

DOCUMENT TYPE: Jour nal

LANGUAGE: Engl i sh

AB W describe here a systemfor the rapid identification, assay
devel opnent, and characterization of gene-based single nucleotide
pol ynor phi sms (SNPs). This system coupl es informatics tools that
m ne candi date SNPs from public expressed sequence tag resources and
automati cally designs assay reagents with detection by a chip-based
mat ri x- assisted | aser desorption/ionization tinme-of-flight nass
spectronmetry platform As a proof of concept of this system a
genonew de coll ection of reagents for 9,115 gene-based SNP genetic
mar kers was rapidly devel oped and validated. These data provide
prelimnary insights into patterns of polynorphismin a genonew de
col l ection of gene-based pol ynor phi sns.

CC 3-1 (Biochem cal Cenetics)
Section cross-reference(s): 9

ST  genonme SNP pol ynor phi sm mar ker MALDI TOF nmass spectronetry

(continued on next page)
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Suggested Solution 1, page 40 - continued

Ti me-of -flight mass spectronetry
(MALDI -; hi gh-throughput devel opnent and characterization of
a genonew de col |l ection of gene-based single nucleotide
pol ynor phi sm mar kers by chi p-based matri x-
assisted | aser desorption/ionization
time-of -flight nmass spectronetry)

Bi osensors
(chi p; high-throughput devel opnent and characterization of a
genonewi de col |l ecti on of gene-based single nucleotide
pol ynor phi sm mar kers by chi p-based matri x-assi sted | aser
desorption/ionization time-of-flight mass spectronetry)

Genone
(hi gh-throughput devel opnent and characterization of a genonew de
col l ection of gene-based single nucl eotide pol ynorphi sm
mar kers by chi p-based matri x-assi sted | aser
desorption/ionization time-of-flight mass spectronetry)

Gene

RL: ANT (Analyte); ANST (Anal ytical study)
('hi gh-throughput devel opment and characterizati on of a genonew de
col l ection of gene-based single nucl eotide pol ynorphi sm
mar kers by chi p-based matri x-assi sted | aser
desorption/ionization tinme-of-flight mass spectronetry)

Laser ionization nass spectronetry
(phot odesor pti on, matri x-assi sted,
time-of -flight; high-throughput devel opment and characterization
of a genonew de coll ection of gene-based single nucleotide
pol ynor phi sm mar kers by chi p-based matri x-assi sted | aser
desorption/ionization tinme-of-flight mass spectronetry)

Laser desorption nmass spectronetry
(phot oi oni zati on, matrix-assisted, time-of-flight;
hi gh-t hr oughput devel opnent and characterization of a genonmew de
col l ection of gene-based single nucleotide pol ynorphi sm
mar kers by chi p-based matri x-assi sted | aser
desorption/ionization time-of-flight mass spectronetry)

Geneti ¢ pol ynor phi sm
(single nucl eotide; high-throughput devel oprent and
characterization of a genonew de coll ection of gene-based single
nucl eoti de pol ynor phi sm narkers by chi p-based matri x-assi sted
| aser desorption/ionization tinme-of-flight mass spectronetry)

REFERENCE COUNT: 11 THERE ARE 11 Cl TED REFERENCES AVAI LABLE

FOR THI S RECORD. ALL Cl TATI ONS AVAI LABLE
IN THE RE FORVAT
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Skills Practice (page 40):

Question 2:  Retrieve literature on genetic engineering applied to developing tomatoes with
increased freeze protection.

Note: A Chemical and Engineering News article referred to the concept of
“antifreeze proteins’.

=> FI LE HCAPLUS
=> S TOVATO AND FREEZI NG
=> D SCAN

L1 141 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS
CC 17 (Foods)
TI Det erm nati on of hydrogen cyani de on greenhouse tomatoes
ST  hydrogen cyani de tomat oes; cyani de hydrogen tomat oes;
t omat oes hydrogen cyani de
I'T Tomat oes
(hydrogen cyani de deternination on)
IT 74-90-8
RL: ANT (Analyte); ANST (Analytical study)
(determination of, on greenhouse tomatoes)

HOW MANY MORE ANSWERS DO YOU W SH TO SCAN? (1):2

L1 141 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS
CC 17-10 (Food and Feed Chemi stry)
Section cross-reference(s): 11
TI Content of potentially anticarcinogenic flavonoids of 28 vegetables
and 9 fruits comonly consuned in the Netherl ands
ST flavonoid fruit vegetabl e; season |eafy vegetable flavonoid;
quercetin fruit vegetable; kaenpferol fruit vegetable; nyricetin
fruit vegetable; luteolin fruit vegetable; anticarcinogen flavonoid
f ood
I'T G ape
(black, myricetin of, season in relation to)
I T Neopl asm i nhi bi tors
(flavonoids of fruits and vegetables in relation to)
IT Turnip
(flavonoi ds of tops of, season in relation to)
IT Apricot
Bean
Broad bean
Kal e

(continued on next page)
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I T

I T

I T

Suggested Solution 2, page 40 - continued

Pea
Peach
Spi nach

(flavonoi ds of, processing and season in relation to)
Mushr oom

(flavonoi ds of, processing in relation to)
Brassi ca ol eracea sabellica
Br occol
Brussel s sprout
Caul i f1 ower
Chi cory
Cucunber
Endi ve
Leek
Lettuce
Oni on
Pl um
Portul aca ol eracea
Radi sh
Rut abaga
Sauer kr aut
Strawberry

Tonmat o

(flavonoi ds of, season in relation to)
Appl e
Pear

(kaenpferol and quercetin of, season and variety in relation to)
Carr ot

(luteolin of, procq t eesing asamethod of food ]tion t o)

Canni ng <::| processing is not what we seek!
Freezing

(of fruits and vegetables, flavonoids response to)

I T

TI

ST

I T

FI avonoi ds

RL: BI QL (Biological study)
(of fruits and vegetabl es, processing and anti carci nhogenic
activity in relation to)

141 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS

ICM C12N015-00

3-3 (Bi ochenical Genetics)

Section cross-reference(s): 6, 11

Transcription factor stress-related proteins and nethods of use in

Pl ants

transcription factor stress related protein cDNA sequence; stress

tol erance transgeni c plant TFSRP gene expression

mRNA

RL: BOC (Biological occurrence); BSU (Biol ogical study,

uncl assified); BIOL (Biological study); OCCU (Cccurrence)
(APS-2, ZF-2, ZF-3, ZF-4, ZF-5, MYB-1, CABF-3 and SFL-1;
transcription factor stress-related proteins and nmet hods of use
in plants)

(continued on next page)

Suggested Solutions/Biotechnology Searching on STN — 15



Suggested Solution 2, page 40 - continued

Gene, anim

Proteins, specific or class

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(APS-2; transcription factor stress-rel ated proteins and net hods
of use in plants)

Transcription factors

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
( CABF- 3 ( CCAAT box-binding protein 3); transcription factor
stress-rel ated proteins and nmet hods of use in plants)

Gene, anim

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(CABF-3; transcription factor stress-related proteins and net hods
of use in plants)

Proteins, specific or class

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(DNA- bi ndi ng, zinc finger-containing, ZF-2; transcription factor
stress-rel ated proteins and nmet hods of use in plants)

Proteins, specific or class

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(DNA- bi ndi ng, zinc finger-containing, ZF-3; transcription factor
stress-rel ated proteins and nmet hods of use in plants)

Proteins, specific or class

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(DNA- bi ndi ng, zinc finger-containing, ZF-4; transcription factor
stress-rel ated proteins and nmet hods of use in plants)

Proteins, specific or class

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(DNA- bi ndi ng, zinc finger-containing, ZF-5; transcription factor
stress-rel ated proteins and nmet hods of use in plants)

Gene, anima

Proteins, specific or class

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(MYB-1; transcription factor stress-rel ated proteins and net hods
of use in plants)

(continued on next page)
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Gene, anim

Transcription factors

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(SFL-1; transcription factor stress-rel ated proteins and net hods
of use in plants)

Gene, plant

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(TFSRP; transcription factor stress-rel ated proteins and net hods
of use in plants)

Gene, anim

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(ZF-2; transcription factor stress-rel ated proteins and net hods
of use in plants)

Gene, anim

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(ZF-3; transcription factor stress-related proteins and net hods
of use in plants)

Gene, ani ma

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(ZF-4; transcription factor stress-related proteins and net hods
of use in plants)

Gene, ani mal

RL: AGR (Agricultural use); BPR (Biological process); BSU

(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL

(Bi ol ogi cal study); PROC (Process); USES (Uses)
(ZF-5; transcription factor stress-related proteins and net hods
of use in plants)

Stress, plant
(environmental, tolerance to; transcription factor stress-rel ated
proteins and met hods of use in plants)

Stress, plant <4‘:| _ [Thislooksmorerelevant.L
(freezing; tranScription factor stress-

met hods of use in plants)

Grass (Poaceae)
(perennial; transcription factor stress-related proteins and
nmet hods of use in plants)

Stress, plant
(salinity; transcription factor stress-related proteins and
nmet hods of use in plants)

HOW MANY MORE ANSVEERS DO YOU W SH TO SCAN? (1):0

(continued on next page)
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Suggested Solution 2, page 40 - continued

=> E ANTI FREEZE PROTEI NS/ CT

E#  FREQUENCY AT TERM

El 401 8 ANTI FREEZE/ CT

E2 0 2 ANTI FREEZE GLYCOPROTEI NS/ CT

E3 111 2 --> ANTI FREEZE PROTEI NS/ CT

E4 1098 2 ANTI FREEZE SUBSTANCES/ CT

E5 0 1 ANTI FREEZI NG CT

E6 0 2 ANTI FREEZI NG AGENTS/ CT

E7 0 1 ANTI FRI CTI ON/ CT

ES 0 2 ANTI FRI CTI ON ABRASI ON- RESI STANT CQOATI NG
MATERI ALS/ CT

E9 0 3 ANTI FRI CTI ON ABRASI ON- RESI STANT MATERI ALS/ CT

E10 0 2 ANTI FRI CTI ON AGENTS/ CT

El1l 166 2 ANTI FRI CTI ON COATI NGS/ CT

E12 0 2 ANTI FRI CTI ON LUBRI CATI NG O L ADDI TI VES/ CT

=> E E3+ALL

E13 111 --> Antifreeze proteins/CT

E14 USE Proteins (L) antifreeze/CT

kkkkkkk k% ENDk**

=> E E14+ALL

E15 485431 BT1 Proteins/CT

E16 --> Proteins (L) antifreeze/CT

E17 OLD Proteins, specific or class (L) antifreeze/CT

E18 UF Antifreeze proteins/CT

E19 UF THP proteins/CT

E20 UF  Thernmal hysteresis proteins/CT

*kkkkkkxk END***

=> S ANTI FREEZE( S) (PROTEI N OR GENE OR THP OR THERMAL HYSTERESI S)

L2 729 ANTI FREEZE( S) (PROTEI N OR GENE OR | Develop afree-text query from
HYSTERESI S) the controlled indexing terms.

=> E TOMATQ CT

E#  FREQUENCY AT TERM

E21 0 1 TOVATE/ CT

E22 0 2 TOVATI LLO' CT

E23 16630 89 --> TOVATO CT

E24 0 16 TOVATO (L) CANNED/ CT

E25 0 16 TOVATO (L) DI SEASE/ CT

E26 0 16 TOVATO (L) DI SEASE, EARLY BLI GHT/ CT

E27 0 17 TOVATO (L) DI SEASE, LATE BLI GHT/ CT

E28 0 16 TOVATO (L) DI SEASE, WLT/CT

E29 0 16 TOVATO (L) DWARF/ CT

E30 0 16 TOVATO (L) FROZEN CT

E31 0 2 TOVATO (L) L. CHEESMANI I/ CT

E32 0 2 TOVATO (L) L. CHEESMANII M NOR/ CT

(continued on next page)
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Suggested Solution 2, page 40 - continued

=> E E23+ALL

E33 3118 BT6 Eukaryote (Eukaryotae)/CT

E34 11634 BT5 Plant (Enbryophyta)/CT

E35 274 BT4 Angi osperm (Magnol i ophyta)/CT

E36 604 BT3 Dicotyl edon (Magnoliopsida)/CT

E37 1 BT2 Sol anal es/ CT

E38 495 BT1 Sol anaceae/ CT

E39 43461 BT3 Food/CT

E40 0 BT2 Pl ant-derived food (non-CA headi ng)/CT
E41 3118 BT5 Eukaryote (Eukaryotae)/CT

E42 11634 BT4 Plant (Enbryophyta)/CT

E43 274 BT3 Angi osperm (Magnol i ophyta)/CT

E44 0 BT2 Unassi gned angi osperns (non-CA headi ng)/CT
E45 10079 BT1 Vegetable/CT

E46 16630 --> Tomato/ CT

HN  Valid headi ng during volune 76 (1972)
to present.

NOTE Lycopersi con escul entum can be
assuned unl ess other information is
stated in the index entry.

E47 1253 OLD Tomat oes/CT

E48 UF L. escul entum Tomat o/ CT

E49 UF Lycopersi con/ CT

E50 UF Lycopersi con escul entunm CT

E51 UF Lycopersicon | ycopersi cuni CT

E52 UF Lycopersi cunmi CT

E53 UF Lycopersi cum escul enta/ CT

E54 UF  Sol anum | ycoper si cuni CT

E55 2 NT1 Lycopersi cum peruvi anunm CT

E56 NT1 Tomato (L) L. cheesmanii/CT

E57 NT1 Tomato (L) L. chilense/CT

E58 NT1 Tomato (L) L. chmiel ewskii/CT

E59 NT1 Tomato (L) L. escul entum
cerasiforne/CT

E60 NT1 Tomato (L) L. escul entum fl acca/CT

E61 NT1 Tomato (L) L. escul entum oogatah/ CT

E62 NT1 Tomato (L) L. escul entum
pi npinellifoliun CT

E63 NT1 Tomato (L) L. gl andul osuni CT

E64 NT1 Tomato (L) L. hirsutunm CT

E65 NT1 Tomato (L) L. parviflorunmi CT

E66 NT1 Tomato (L) L. pennellii/CT

E67 NT1 Tomato (L) L. peruvianum CT

E68 NT1 Tomato (L) L. pinpinellifoliunm CT

E69 NT1 Tomato (L) L. racem geruni CT

E70 NT1 Tomato (L) Lycopersicon cheesnanii/CT

E71 NT1 Tomato (L) Lycopersicon chil ense/CT

E72 NT1 Tomato (L) Lycopersicon
chm el ewskii/CT

E73 NT1 Tomato (L) Lycopersicon escul entum
cerasi forme/CT

E74 NT1 Tomato (L) Lycopersicon escul entum
flaccal/ CT

(continued on next page)
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E75

E76

E77

E78
E79

ESO
Es1
ES2
E83
E84
ES5
ES6
E87
ESs
E89
E90
E91
E92
E93
E94
E95
E96
E97
E98
E99
E100
E101
E102
E103
E104
E105
E106

E107
E108

18

19

NT1

NT1

NT1

NT1
NT1

NT1
NT1
NT1
NT1
NT1
NT2
NT2
NT2
NT1
NT1
NT1
NT1
NT1
NT1
NT1
NT1
NT2
NT2
NT2
NT2
NT2
NT2
NT2
NT2
NT2

NT2

Suggested Solution 2, page 40 - continued

Tomat o (L) Lycopersi
oogat ah/ CT
Tormato (L) Lycopersi
pi npinel lifoliun CT
Tomat o (L) Lycopersi
gl andul osunf CT
Tormat o (L) Lycopersi
Tormato (L) Lycopersi
parvi fl orunm CT
Tomat o (L) Lycopersi
Tomat o (L) Lycopersi
Tormat o (L) Lycopersi
pi npinellifoliunm CT
Tomat o (L) Lycopersi
racem geruni CT
Tomat o (Lycopersicon
Tomato (L) L. chee
Tormato (L) Lycoper
m nor/ CT
Tomat o (Lycopersic
m nor)/CT
Tormat o (Lycopersicon
Tormat o (Lycopersicon
Tomat o (Lycopersicon
cerasiforne)/CT
Tomat o (Lycopersicon
flacca)/CT
Tormat o (Lycopersicon
oogat ah) / CT
Tomat o (Lycopersicon
pi npinellifoliunm/CT
Tormat o (Lycopersicon
Tormat o (Lycopersicon
Tomato (L) L. glab
Tomato (L) L. hirs
Tomato (L) L. hirs
Tormato (L) Lycoper
gl abr at
Tomato (L) Lycoper
gl abrat um CT
Tomato (L) Lycoper
hi rsutum CT
Tormato (L) Lycoper
typi cuni CT
Tomat o (Lycopersic
gl abratum / CT
Tormat o (Lycopersic
hirsutun)/CT
Tomat o (Lycopersic
typicunm)/CT

con escul entum

con escul entum

con

con hirsutunf CT

con

con
con
con

pennel l'ii/CT
per uvi anum CT

con

cheesmanii)/CT
smani i m nor/CT
si con cheesmani i

on cheesmani i

chilense)/CT
chm el ewskii)/CT
escul entum

escul entum
escul entum
escul entum

gl andul osum)/ CT

hirsutun)/CT
ratum CT
ut um gl abrat uni CT
utum hi rsutum CT
si con
uni CT
si con hirsutum

sicon hirsutum
sicon hirsutum
on hirsutum
on hirsutum

on hirsutum

NT1 Tomato (Lycopersicon parviflorum/CT
NT1 Tomato (Lycopersicon pennellii)/CT
NT2 Tomato (L) Lycopersicon pennellii

puber ul um CT

(continued on next

page)
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Suggested Solution 2, page 40 - continued

E109 0 NT2 Tomato (Lycopersicon pennelli
puberul um/CT

E110 75 NT1 Tomato (Lycopersicon peruvi anum/CT

E111 NT2 Tomato (L) L. peruvianum
dent at umi CT

E112 NT2 Tomato (L) L. peruvianum
gl andul osunt CT

E113 NT2 Tomato (L) Lycopersicon peruvianum
dent at umi CT

E114 NT2 Tomato (L) Lycopersicon peruvianum
gl andul osunf CT

E115 2 NT2 Tomato (Lycopersicon peruvi anum
dentatun)/CT

E116 0 NT2 Tomato (Lycopersicon peruvi anum
gl andul osum)/ CT

E117 38 NT1 Tomato (Lycopersicon

pinpinellifoliun)/CT

E118 1 NT1 Tomato (Lycopersicon racenigerum/CT

E119 748 RT  Tomato juice/CT

E120 216 RT  Tomato products/CT

E121 RTCS Lycopene/ CT

*kkkkkkk*%x END***

=> S E46- E55

L3 17886 ( TOVATO CT OR TOVATCES/ CT OR "L. ESCULENTUM TOMATO'/CT OR

LYCOPERSI CON/ CT OR "LYCOPERS| CON ESCULENTUM'/ CT OR
"LYCOPERSI CON LYCOPERSI CUM'/ CT OR LYCOPERSI CUM CT OR
" LYCOPERSI CUM ESCULENTA"/ CT OR " SCLANUM LYCOPERSI CUM'/ CT COR
" LYCOPERSI CUM PERUVI ANUM'/ CT)
=> S L2 AND L3
L4 3 L2 AND L3
=> D IBIB ABS H TIND 1-3

L4 ANSVWER 1 OF 3 HCAPLUS COPYRI GHT 2002 ACS

ACCESSI ON NUMBER: 1997: 687812 HCAPLUS Ful | -t ext
DOCUMENT NUMBER: 128: 3163
TI TLE: The research on introducing fl ounder

antifreeze protein gene
(afp) into tomato

AUTHOR( S) : Huang, Yong-Fen; Wang, Q ng-Yin; Fu, Qui-Yong;
Zhao, Xi ao-Xi ang; Yang, Zhi-Xing

CORPORATE SOURCE: Department Bi ol ogy, Harbin Normal University,
Har bi n, 150080, Peop. Rep. China

SOURCE: Shengwu Huaxue Zazhi (1997), 13(4), 418-422
CODEN: SHZAE4; | SSN: 1000- 8543

PUBLI SHER: Zhongguo Shengwu Huaxue Yu Fenzi Shengwu Xuehu

DOCUMENT TYPE: Jour nal

LANGUACE: Chi nese

(continued on next page)
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AB

ST
I T

E#

E122
E123
E124
E125
E126
E127
E128
E129
E130
E131
E132
E133

Suggested Solution 2, page 40 - continued

Antifreeze protein gene (afp) which is integrated into the Ti
pl asm d pMon322, was introduced into tomato via the pollen-tube
pat hway and ovary injection. The transgenic plants of D1 and D2
generation produced afp DNA on Southern blot. The assay of cold
resistance in the filed showed that transgenic plants could grow
better than control under the average tenperature that is 4.4°C
bel ow normal year in earlier spring, neanwhile the fatal tenperature
dropped 2°C. Thus, AFP gene has been integrated into the transgenic
pl ants genone and expressed.
17-10 (Food and Feed Chemistry)
flounder antifreeze protein gene tomato
Pl asmi ds

(pMon322; research on introducing flounder antifreeze

protein gene (afp) into tonmato)
Fl ounder
Pol I en tube
Tenperature effects (biological)

Tonat o

(research on introducing fl ounder antifreeze protein

gene (afp) into tomato)
Genes (ani mal)
RL: BOC (Biological occurrence); BIOL (Biological study); OCCU
(Cccurrence)

(research on introducing flounder antifreeze protein

gene (afp) into tomato)
Antifreeze proteins
RL: BPR (Biol ogical process); BIO. (Biological study); PROC
(Process)

(research on introducing flounder antifreeze protein

gene (afp) into tomato)

RL: BPR (Biol ogical process); BIO. (Biological study); PROC
(Process)
(research on introducing flounder antifreeze protein
gene (afp) into tomato)

STRESS, PLANT/CT

FREQUENCY AT TERM

STRESS, M CROBIAL (L) OSMOTI C/ CT
STRESS, M CROBI AL (L) TOXI C/ CT

--> STRESS, PLANT/CT
STRESS, PLANT (L) ACIDITY/CT
STRESS, PLANT (L) ALUM NUM CT
STRESS, PLANT (L) ALUM NUM EXCESS/ CT
STRESS, PLANT (L) AMMONI UM EXCESS/ CT
STRESS, PLANT (L) ANAEROBI C/ CT
STRESS, PLANT (L) BORON DEFI Cl ENCY/ CT
STRESS, PLANT (L) BORON EXCESS/ CT
STRESS, PLANT (L) CHEM /CT
STRESS, PLANT (L) COLD/ CT

arRRDMRAADMAMNOPLW!

[cNoNololoNoNoNoNe]

(continued on next page)
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Suggested Solution 2, page 40 - continued

=> E E124+ALL

E134 4095 --> Stress, plant/CT
HN  Valid headi ng during volume 131 (July 1999) to
present.
E135 8427 OLD Plant stress/CT
E136 2515 OLD Plant stress and adaptation/CT
E137 UF Biol. stress/CT
E138 UF Bi ol ogi cal stress/CT
E139 UF Envi ronment al stress/CT
E140 110 NT1 Hypoxia, plant/CT
E141 NT1 Plant stress (L) W B/CT
E142 NT1 Plant stress (L) acidity/CT
E143 NT1 Plant stress (L) alumi nuni CT
E144 NT1 Plant stress (L) al um num excess/CT
E145 NT1 Plant stress (L) ammoni um excess/CT
E146 NT1 Plant stress (L) anaerobic/CT
E147 NT1 Plant stress (L) boron deficiency/CT
E148 NT1 Plant stress (L) boron excess/CT
E149 NT1 Plant stress (L) chem/CT
E150 NT1 Plant stress (L) cold/CT
E151 NT1 Plant stress (L) copper excess/CT
E152 NT1 Plant stress (L) darkness/CT
E153 NT1 Plant stress (L) defoliation/CT
E154 NT1 Plant stress (L) environnmental /CT
E155 NT1 Plant stress (L) freezing/CT
E156 NT1 Plant stress (L) frost/CT
E157 NT1 Plant stress (L) heat/CT
E158 NT1 Plant stress (L) hypoxic/CT
E159 NT1 Plant stress (L) infection/CT
E160 NT1 Plant stress (L) iron excess/CT
E161 NT1 Plant stress (L) light/CT
E162 NT1 Plant stress (L) light deficiency/CT
E163 NT1 Plant stress (L) light excess/CT
E164 NT1 Plant stress (L) manganese defici ency/CT
E165 NT1 Plant stress (L) manganese excess/CT
E166 NT1 Plant stress (L) nmech./CT
E167 NT1 Plant stress (L) nitrogen deficiency/CT
E168 NT1 Plant stress (L) nutrient/CT
E169 NT1 Plant stress (L) nutrient deficiency/CT
E170 NT1 Plant stress (L) osmotic/CT
E171 NT1 Plant stress (L) phosphorus deficiency/CT
E172 NT1 Plant stress (L) potassium deficiency/CT
E173 NT1 Plant stress (L) salinity/CT
E174 NT1 Plant stress (L) shading/CT
E175 NT1 Plant stress (L) sodicity/CT
E176 NT1 Plant stress (L) sulfur deficiency/CT
E177 NT1 Plant stress (L) water/CT
E178 NT1 Plant stress (L) water deficiency/CT
E179 NT1 Plant stress (L) water excess/CT
E180 NT1 Plant stress (L) woundi ng/CT
E181 NT1 Plant stress (L) zinc deficiency/CT
E182 NT1 Plant stress (L) zinc excess/CT
E183 NT1 Plant stress and adaptation (L) water/CT

(continued on next page)
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E184 NT1
E185 NT1
E186 NT1
E187 NT1
E188 NT1
E189 1081 RT
E190 880 RT
E191 239 RT
E192 2235 RT
E193 11518 RT

*kkkkkkxk END***

Suggested Solution 2, page 40 - continued

Pl ant stress and adaptation (L) water
deficiency/CT

Pl ant stress and adaptation (L) waterl ogging/CT
Stress (plant) (L) water/CT

Stress (plant) (L) water deficiency/CT
Stress (plant) (L) waterloggi ng/CT
Adaptation, plant/CT

At nosphere (environnental )/ CT
Chlorosis (plant)/CT

Fati gue, biological/CT

Oxi dative stress, biological/CT

=> S STRESS (S) PLANT (S) (FREEZING OR FROST)

L5 580 STRESS (S) PLANT (S) (FREEZI NG OR FROST)

=> S L5 AND ( TOVATO OR L3)

L6 23 L5 AND ( TOVATO CR L3)

=> S L6 AND (GENE OR GENETI C OR TRANSGEN C)

L7 17 L6 AND (CENE OR CENETI C OR TRANSCEN C)

=> S L7 NOT L4

L8 17 L7 NOT L4

=> D IBIB ABS H TIND 2

L8  ANSWER 2 OF 17 HCAPLUS COPYRI GHT 2002 ACS

ACCESSI ON NUMBER
DOCUMENT  NUMBER:
TI TLE:

| NVENTOR( S) :

PATENT ASSI GNEE(S) :
SOURCE:

DOCUMENT TYPE
LANGUAGE

FAM LY ACC. NUM COUNT:

2002: 157479 HCAPLUS Ful | -t ext

136: 179054

Transcription factor genes from Arabi dopsis
thaliana and their use for nodifying plant
traits

Pilgrim Marsha; Creel man, Robert; Dubell
Arnold J.; Heard, Jacqueline; Jiang, Cai-Zhong;
Keddi e, Janes; Adam Luc; Ratcliff, diver;
Reuber, J. Lynne; Ri echmann, Jose Luis; Yu
Guo- Li ang; Pineda, Onmaira

Mendel Biotechnol ogy, Inc., USA

PCT Int. Appl., 941 pp

CODEN: Pl XXD2

Pat ent
Engl i sh
8

(continued on next page)
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PATENT | NFORMATI ON

PATENT NO. KIND DATE APPLI CATI ON NO. DATE
WD 2002015675 Al 20020228 WO 2001- US26189 20010822
W AE, AG AL, AM AT, AU, AZ, BA, BB, BG BR BY, BZ, CA CH
CN, CO CR CU, CzZ, D, DK, DM Dz, EC, EE, ES, FI, G, D
GE, G4 GM HR HU ID IL, IN IS, JP, KE, KG KP, KR, KZ,
LC, LK LR LS, LT, LU, LV, MA, MD, MG MK, MN, MW MX, M
NO, Nz, PH PL, PT, RO RU, SD, SE, SG SI, SK, SL, TJ, T™M
TR, TT, TZ, UA UG US, UZ, VN YU, ZA, ZW AM AZ, BY, KG
KZ, MO, RU TJ, T™M
RW GH GM KE, LS, MN M, SD, SL, SZ, TZ, UG ZW AT, BE, CH,

Cy, DE, DK, ES, FlI, FR GR IE IT, LU M, N., PT, SE
TR, BF, BJ, CF, CG C, CM GA G\, &Q GN M, M NE, SN,
TD, TG

8

PRI ORI TY APPLN. | NFO.: US 2000-227439P P 20000822

AB

IC

I T

US 2000-713994 A 20001116
US 2001-837944 A 20010416

The invention relates to 232 Arabidopsis plant transcription factor
pol ypepti des, pol ynucl eoti des that encode them honologs froma
vari ety of plant species, and nethods of using the pol ynucl eoti des
and pol ypeptides to produce transgeni c plants havi ng advant ageous
properties conpared to a reference plant. Exenplary pol ynucl eoti des
encodi ng the pol ypeptides of the invention were identified in the A
t hal i ana GenBank dat abase using publicly avail abl e sequence anal
prograns and paraneters. Sequences initially identified were then
further characterized to identify sequences conprising specified
sequence strings corresponding to sequence notifs present in
fam lies of known transcription factors. Polynucleotide sequences
nmeeting such criteria were confirned as transcription factors.
Furt her pol ynucl eoti des of the invention were identified by
screening A thaliana and/or other plant cDNA |ibraries with probes
correspondi ng to known transcription factors under |ow stringency
hybri di zati on conditions. Addnl. sequences, including full-length
codi ng sequences, were subsequently recovered by the rapid
anplification of cDNA ends (RACE) procedure. The pol ynucl eoti des
can be or were ectopically expressed in overexpressor or knockout
pl ants and the changes in the characteristic(s) or trait(s) of the
pl ant observed
I CM AO01HO05- 00
ICS C12P021-00; C12N015-82
3-3 (Biochemi cal Genetics)
Section cross-reference(s): 5, 6, 11
Ant i oxi dant s

(alteration in level of; transcription factor genes from

Arabi dopsis thaliana and their use for nodifying plant traits)
Ani no acids, biological studies
A ucosi nol ates
Sterols
Tanni ns
Ter penes, biol ogical studies
Tocopherol s
Vi t am ns

(continued on next page)
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Waxes
RL: BSU (Biol ogical study, unclassified); BlIOL (Biological study)
(alteration in level of; transcription factor genes from
Ar abi dopsi s thaliana and their use for nodifying plant traits)
Car bohydr at es, preparation
Essential oils
Fats and A yceridic oils, preparation
Pr ot ei ns
RL: BMF (Bioindustrial manufacture); BlIOL (Biological study); PREP
(Preparation)
(alteration in production of; transcription factor genes from
Arabi dopsis thaliana and their use for nodifying plant traits)
Germ nati on
G ow h and devel opnent, pl ant
Leaf
Leaf senescence
Organ, plant
Root
Seed
Stem
Transpiration (plant)
(alteration in; transcription factor genes from Arabi dopsi s
thaliana and their use for nodifying plant traits)
Nucl ei ¢ aci ds
RL: AGR (Agricultural use); BUU (Biological use, unclassified); Bl QL
(Bi ol ogi cal study); USES (Uses)
(antisense; transcription factor genes from Arabi dopsis
thaliana and their use for nodifying plant traits)
G owm h and devel opnent, plant
(api cal doninance, alteration in; transcription factor genes
from Arabi dopsis thaliana and their use for nodifying pl ant
traits)
Mel on (pl ant)
(cantal oupe; transcription factor genes from Arabi dopsis
thaliana and their use for nodifying plant traits)
Stress, plant
(cold, enhanced tolerance to; transcription factor genes from
Arabi dopsis thaliana and their use for nodifying plant traits)
Conput er application
(comput er -readabl e medi um and stored sequence information
transcription factor genes from Arabi dopsis thaliana and
their use for nodifying plant traits)
Fungi
M cr oor gani sm
Pl ant virus
Radi ati on
(enhanced tol erance to; transcription factor genes from
Arabi dopsis thaliana and their use for nodifying plant traits)
Heavy netal s
RL: ADV (Adverse effect, including toxicity); BIO. (Biologica
st udy)
(enhanced tol erance to; transcription factor genes from
Arabi dopsis thaliana and their use for nodifying plant traits)

(continued on next page)
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Suggested Solution 2, page 40 - continued

G owm h and devel opnent, plant
(flowering, alteration in; transcription factor genes from
Arabi dopsis thaliana and their use for nodifying plant traits)
Stress, plant
(freezing, enhanced tol erance to; transcription factor
genes from Arabi dopsis thaliana and their use for nodifying
plant traits)
Root
(hair, alteration in; transcription factor genes from
Ar abi dopsi s thaliana and their use for nodifying plant traits)
Stress, plant
(heat, enhanced tolerance to; transcription factor genes from
Arabi dopsis thaliana and their use for nodifying plant traits)
Mel on (pl ant)
(honeydew;, transcription factor genes from Arabi dopsi s
thaliana and their use for nodifying plant traits)
Stem
(internode, alteration in; transcription factor genes from
Ar abi dopsi s thaliana and their use for nodifying plant traits)
G owm h and devel opnent, plant
(lateral branching, alteration in; transcription factor genes
from Arabi dopsis thaliana and their use for nodifying plant
traits)
Stress, plant
(l'ight deficiency, enhanced tol erance to; transcription factor
genes from Arabi dopsis thaliana and their use for nodifying
plant traits)
Reproduction, plant
(male sterility, alteration in; transcription factor genes
from Arabi dopsis thaliana and their use for nodifying pl ant
traits)
Leaf absci ssion
(petal, alteration in; transcription factor genes from
Ar abi dopsi s thaliana and their use for nodifying plant traits)
Li pi ds, biol ogi cal studies
RL: BSU (Biol ogical study, unclassified); BlIOL (Biological study)
(prenyl-containing, alteration in |level of; transcription factor
genes from Arabi dopsis thaliana and their use for nodifying
plant traits)
Frui t
(rosaceous; transcription factor genes from Arabi dopsis
thaliana and their use for nodifying plant traits)
Seed
(testa, alteration in; transcription factor genes from
Ar abi dopsi s thaliana and their use for nodifying plant traits)
Al fal fa (Medi cago sativa)
Ar abi dopsi s thaliana
Banana (Musa)
Bl ackberry
Bl ueberry
Capsi cum
Carr ot
Caul i f | ower
Cof f ee (Cof f ea)

(continued on next page)
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Corn
Cotton
Cucunber (Cucumi s sativus)
Di sease resistance, plant
Eggpl ant ( Sol anum nel ongena)
G ape
Her bi ci de resi stance
Lettuce (Lactuca sativa)
Mango (Mangifera indica)
Mel on (pl ant)
M nt
Onion (Allium cepa)
Papaya (Carica papaya)
Pea
Pi neappl e (Ananas conosus)
Pl ant (Enbryophyt a)
Pot at o ( Sol anum t uber osun
Prot ei n sequences
Rape (pl ant)
Raspberry
Rice (Oyza sativa)
Sequence honol ogy anal ysi s
Soybean (d ycine nmax)
Spi nach (Spi naci a ol eracea)
Squash (Cucurbita)
Strawberry
Sugar cane
Sunf | ower
Sweet corn
Tobacco

Tomat o
Transformati on, genetic
Tur f
Watermel on (Citrullus | anatus)
Wheat
cDNA sequences

(transcription factor genes from Arabi dopsis thaliana and

their use for nodifying plant traits)

EST (expressed sequence tag)

Gene, plant
Transcription factors
CDNA

RL: AGR (Agricultural use); BSU (Biological study, unclassified);
BUU (Bi ol ogi cal use, unclassified); PRP (Properties); BIQOL
(Bi ol ogi cal study); USES (Uses)
(transcription factor genes from Arabi dopsis thaliana and
their use for nodifying plant traits)
Organ, plant
(trichone, alteration in; transcription factor genes from
Ar abi dopsi s thaliana and their use for nodifying plant traits)
Brassi ca
(vegetabl e; transcription factor genes from Arabi dopsi s
thaliana and their use for nodifying plant traits)

(continued on next page)
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Suggested Solution 2, page 40 - continued

IT Stress, plant
(wat er deficiency, enhanced tol erance to; transcription factor
genes from Arabi dopsis thaliana and their use for nodifying
plant traits)
IT Stress, plant
(wat erl oggi ng, enhanced tol erance to; transcription factor
genes from Arabi dopsis thaliana and their use for nodifying
plant traits)
IT 9004-34-6, Cellulose, biological studies 9005-53-2, Lignin,
bi ol ogi cal studies 33069- 62- 4, Taxo
RL: BSU (Biol ogical study, unclassified); BlIOL (Biological study)
(alteration in level of; transcription factor genes from
Arabi dopsis thaliana and their use for nodifying plant traits)
IT 7727-37-9, Nitrogen, biological studies
RL: BSU (Biol ogical study, unclassified); BlIOL (Biological study)
(alteration in uptake of; transcription factor genes from
Arabi dopsis thaliana and their use for nodifying plant traits)
IT 9005-25-8, Starch, biological studies
RL: BSU (Biol ogical study, unclassified); BlIOL (Biological study)
(alteration in; transcription factor genes from Arabi dopsis
thaliana and their use for nodifying plant traits)

°
°
°
=> DHS

=> FILE BIOSI S

=> S L2
L9 643 ANTI FREEZE( S) ( PROTEI N

HYSTERESI S) Note using the CT from HCAPLUS,
a represented by E46-E55, re-qualified
=> S E46-E55/ Bl <::| to the Basic Index in BIOSIS

L10 35005 (TOVATO BI OR TOVATOES/BI OR "L. E o'/Bl OR
LYCOPERSI COV Bl OR "LYCOPERSI CON ESCULENTUM'/ Bl OR
"LYCOPERSI CON LYCOPERSI CUM'/ Bl OR LYCOPERSI CUM Bl OR
"LYCOPERSI CUM ESCULENTA"/ Bl OR " SOLANUM LYCOPERSI CUM'/ Bl OR
" LYCOPERSI CUM PERUVI ANUM'/ BI')

=> S L9 AND L10
L11 2 L9 AND L10
=> D IBIB ABS H TIND 1-2

L11 ANSWER 1 OF 2 BICSIS COPYRI GHT 2002 Bl OLOG CAL ABSTRACTS | NC.
ACCESSI ON NUMBER: 1993: 371026 BIOSIS Ful |l -text

DOCUMENT NUMBER: PREV199396056701

TI TLE: Proteins accunulate in the apoplast of winter rye
| eaves during cold acclimation

AUTHOR( S) : Marentes, Eduardo; Giffith, Marilyn (1); Mynarz,

Andrzej; Brush, Ruth Anne (1)

(continued on next page)
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Suggested Solution 2, page 40 - continued

CORPORATE SOURCE: (1) Dep. Biol., Univ. Waterloo, 200 University Ave.
West, Waterloo, ON N2L 3Gl Canada

SOURCE: Physi ol ogia Pl antarum (1993) Vol. 87, No. 4, pp.
499- 507.
| SSN: 0031-9317.

DOCUMENT TYPE: Article

LANGUAGE: Engl i sh

AB During cold acclimation, winter rye (Secale cereale L.) plants
develop the ability to tolerate freezing tenperatures by forming ice
in intercellular spaces and xyl emvessels. In this study proteins,
were extracted fromthe apoplast of rye |l eaves to determ ne their
role in controlling extracellular ice formation. Several
pol ypeptides in the 15 to 32 kDa range accunul ated in the |eaf
apopl ast during cold acclimation at 5 degree C and decreased during
deacclimation at 20 degree C. A second group of polypeptides (63, 65
and 68 kDa) appeared only when the | eaves were maxi mally frost
tolerant. lIce nucleation activity, as well as the previously
reported antifreeze activity, was higher in apoplastic extracts from
col d-acclimated than from nonacclinmated rye | eaves. These results
i ndi cate that apoplastic proteins exert a direct influence on the
grow h of ice. In addition, freezing injury was greater in extracted
col d-acclimated | eaves than in unextracted col d-acclinated | eaves,
whi ch suggests that the proteins present in the apoplast are an
i mportant conponent of the mechani smby which winter rye | eaves
tolerate ice formation.

CC Biochenical Studies - Proteins, Peptides and Am no Acids 10064
External Effects - Tenperature as a Prinmary Variable - Cold *10616
Met abol i sm - Proteins, Peptides and Anmino Acids *13012
Tenperature: Its Measurenent, Effects and Regul ation - Cryobi ol ogy
*23004
Pl ant Physi ol ogy, Bi ocheni stry and Bi ophysics - Tenperature *51503
Pl ant Physi ol ogy, Bi ochem stry and Bi ophysics - Metabolism *51519
Pl ant Physi ol ogy, Biochenistry and Bi ophysics - Transl ocati on,
Accumul ati on *51520

BC G anineae *25305

I T Maj or Concepts

Met abol i sm Physi ol ogy
I T M scel | aneous Descriptors
LI NOLENI C ACI D; MEMBRANE PERMEABI LI TY; RI PENI NG
ORCGN Super Taxa
G ami neae: Monocotyl edones, Angi ospermae, Spermat ophyta, Pl ant ae;
Sol anaceae: Di cotyl edones, Angi ospernae, Spernatophyta, Plantae
ORGN Organi sm Nare
G anmi neae (G am neae); Lycopersicon escul entum
( Sol anaceae)
ORGN Organi sm Superterns
angi osperns; dicots; nonocots; plants; spernatophytes; vascul ar
pl ants

(continued on next page)
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L11 ANSWER 2 OF 2 BICSIS COPYRI GHT 2002 BI OLOG CAL ABSTRACTS | NC
ACCESSI ON NUMBER: 1992: 27792 BICSIS Ful | -text

DOCUMENT NUMBER: BA93: 17067

TI TLE: EXPRESSI ON OF ANTI FREEZE PROTEINS I N

TRANSCGENI C PLANTS.

AUTHOR( S) : H GHTONER R, BADEN C, PENZES E; LUND P; DUNSMJUI R P
CORPORATE SOURCE: DNA PLANT TECHNCL. CORP., 6701 SAN PABLO AVE.,

OAKLAND, CALIF. 94608, USA.

SOURCE: PLANT MOL BIOL, (1991) 17 (5), 1013-1022
CODEN: PMBIDB. | SSN: 0167-4412
FI LE SEGVENT: BA, OLD
LANGUAGE: Engl i sh
AB Th quality of frozen fruits and vegetabl es can be conpronised by the

BC
I T

damagi ng effects of ice crystal growh within the frozen tissue.
Antifreeze proteins in the blood of some polar fishes have been
shown to inhibit ice recrystallization at |ow concentrations. In
order to determ ne whether expression of genes of this type confers
i mproved freezing properties to plant tissue, we have produced
transeni ¢ tobacco and tomato plants whi ch express genes encodi ng
antifreeze proteins. The afa3 antifreeze gene was expressed at high
steady-state nRNA levels in | eaves fromtransforned plants, but we
did not detect inhibition of ice recrystallization in tissue
extracts. However, both nRNA and fusion proteins were detectable in
transgenic tomato tissue containing a chinmeric gene encoding a
fusion protein between truncated staphyl ococcal protein A and
antifreeze protein. Furthernore, ice recrystallization inhibition
was detected in this transgenic tissue.
Genetics and Cytogenetics - Plant *03504
Bi ochem stry - Physi ol ogi cal Water Studies 10011
Bi ochem cal Studies - Proteins, Peptides and Amino Acids 10064
External Effects - Physical and Mechanical Effects *10612
External Effects - Tenperature as a Prinmary Variable - Cold *10616
Met abol i sm - Proteins, Peptides and Anmino Acids *13012
Tenperature: Its Measurenent, Effects and Regul ation - Cryobi ol ogy
*23004
Pl ant Physi ol ogy, Bi ochenistry and Bi ophysics - Water Relations
*51502
Pl ant Physi ol ogy, Bi ochem stry and Bi ophysics - Tenperature *51503
Pl ant Physi ol ogy, Bi ochemi stry and Bi ophysics - Metabolism *51519
Sol anaceae 26775
M scel | aneous Descriptors
TOVATO GENE EXPRESSI ON GENETI C TRANSFORMATI ON | CE
RECRYSTALLI ZATI ON | NHI BI TI ON | CE CRYSTAL DAMAGE Tl SSUE FREEZI NG
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Skills Practice (page 40):

Question 3:  Retrieve literature describing DNA or nucleic acid probes for low-density

lipoproteins and their use in assessing the risk of atherosclerosis.

=> FI LE HCAPLUS

=> S (DNA OR NUCLEIC ACID) (S) PROBE AND ATHEROSCLERCSI S AND LI POPROTEI N

L1

=>

L1

TI

ST
I T

20 (DNA OR NUCLEIC ACID) (S) PROBE AND ATHEROSCLERCSI S AND
LI POPROTEI N
D SCAN

20 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS

14-5 (Manmul i an Pat hol ogi cal Bi ochem stry)

Section cross-reference(s): 3

Fam lial apolipoprotein A-I, CIIl, and A-1V deficiency and

premat ure at herosclerosis due to deletion of a gene conpl ex on

chronosome 11

hi gh density |ipoprotein gene nutation atherosclerosis

Gene and Cenetic el enent, aninma

RL: PROC (Process)
(for high-d. |ipoprotein-associated apolipoproteins, nutation
of, in high-d. |ipoprotein deficiency and premature
at heroscl erosis in hunman)

At her oscl erosi s
(high-d. lipoprotein-associated apoli poprotein gene nutation
associated with premature, in human)

Li poproteins

RL: BI QL (Biological study)
(apo-, A-1, gene for, deletion of, in high-d. |ipoprotein
deficiency and premature atherosclerosis in hunman)

Li poprot ei ns

RL: BI QL (Biological study)
(apo-, A-1V, gene for, deletion of, in high-d. |ipoprotein
deficiency and premature atherosclerosis in human)

Li poprot ei ns

RL: BI QL (Biological study)
(apo-, C- 111, gene for, deletion of, in high-d. |ipoprotein
deficiency and prenmature atherosclerosis in hunan)

Mut at i on

(deletion, of high-d. |ipoprotein-associated apolipoprotein
genes, in high-d. lipoprotein deficiency and premature
at heroscl erosis in hunman)

(continued on next page)
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Suggested Solution 3, page 40 - continued

I'T  Lipoproteins . Lipoproteins’ isthe official
RL: BIOL (Biological study) . controlled vocabulary term, with
(high-d., deficiency of, mutation off aqgitional information * linked” toit:
associated with, in premature ather the text modification in parentheses

I T Deoxyri bonucl ei ¢ aci ds and the CAS Role indexing.
RL: PROC (Process)
(l'i poprotein A-I-specifying, deletion of, 1 n high-
| i poprotein deficiency and premature atherosclerosis
i n human)

I T Deoxyri bonucl ei ¢ aci ds
RL: PROC (Process)
(l'i poprotein A-1V-specifying, deletion of, in high-d.
| i poprotein deficiency and premature atherosclerosis
i n human)
I T Deoxyri bonucl ei ¢ aci ds
RL: PROC (Process)

(l'i poprotein CI1I-specifying, deletion of, in high-d.
| i poprotein deficiency and premature atherosclerosis
i n human)

HOW MANY MORE ANSVEERS DO YOU W SH TO SCAN? (1):1

L1 20 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS
IC ICM Cl2Q001-68
ICS CO07K014-705
CC 14-14 (Mamual i an Pat hol ogi cal Bi ochemi stry)
Section cross-reference(s): 3, 9
TI Pol ynorphisns in a type | scavenger receptor gene and the diagnosis
of obesity and cardi ovascul ar di sorders
ST  scavenger receptor gene pol ynorphi smobesity cardi ovascul ar di sease
risk; LDL HDL scavenger receptor gene pol ynorphism
IT Genes (aninal)
RL: BSU (Biol ogical study, unclassified); PRP (Properties); THU
(Therapeutic use); BIOL (Biological study); USES (Uses)
(SR-BI, polynorphisnms in; polynmorphismin type | scavenger
receptor gene and di agnosis of obesity and cardi ovascul ar
di sorders)
I T Body (anatomi cal)
(body mass index, polynorphismin SR-Bl gene and; pol ynorphismin
type | scavenger receptor gene and di agnosis of obesity and
cardi ovascul ar di sorders)

IT Prinmers (nucleic acid) Note the controlled term. The

Probes (nucleic acid) _ free-text query does pick this up.
RL: ARG (Anal ytical reagent use); THU (Therapeutic us

(Anal ytical study); BICOL (Biological study); USES (UseS)
(for detection of polynorphismin SR-BlI gene; pol ynorphismin
type | scavenger receptor gene and di agnosis of obesity and
cardi ovascul ar di sorders)

I T Pol yror phi sm (geneti c)

SSCP (single-strand conformation pol ynor phi sm
(in SR-Bl gene of human; pol ynorphismin type | scavenger
receptor gene and di agnosis of obesity and cardi ovascul ar
di sorders)

(continued on next page)
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Suggested Solution 3, page 40 - continued

Al'l el e frequency
(of alleles of SR-BlI gene; polynorphismin type | scavenger
receptor gene and di agnosis of obesity and cardi ovascul ar
di sorders)

H gh-density |ipoproteins

Lowdensity |ipoproteins

RL: BOC (Biological occurrence); BSU (Biol ogical study,

uncl assified); BIOL (Biological study); OCCU (Cccurrence)

(pol ynmorphismin SR-Bl gene and plasna | evels of; pol ynorphismin
type | scavenger receptor gene and di agnosis of obesity and
cardi ovascul ar di sorders)

At heroscl erosi s

Cachexi a

Car di ovascul ar di seases

Gal | st ones

besity
(pol ynorphismin SR-Bl gene and susceptibility to; pol ynorphism
in type | scavenger receptor gene and diagnosis of obesity and
cardi ovascul ar di sorders)

PCR (pol ynerase chain reaction)

(polymorphismin type | scavenger receptor gene and di agnosi s of
obesity and cardi ovascul ar di sorders)

Intron (genetic el enent)

RL: BSU (Biol ogical study, unclassified); BlIOL (Biological study)
(pol ynorphisns in, in SR Bl gene of human; pol ynorphismin type
scavenger receptor gene and di agnosis of obesity and
cardi ovascul ar di sorders)

Susceptibility (genetic)

(to obesity and cardi ovascul ar di sease, polynorphismin SR-BI
gene and; polynorphismin type | scavenger receptor gene and
di agnosi s of obesity and cardi ovascul ar di sorders)
Scavenger receptors
RL: BSU (Biol ogical study, unclassified); THU (Therapeutic use);
Bl OL (Biological study); USES (Uses)
(type I, class B; polynmorphismin type | scavenger receptor gene
and di agnosi s of obesity and cardi ovascul ar di sorders)

220133-92-6

RL: BPR (Biol ogical process); BSU (Biological study, unclassified);

PRP (Properties); THU (Therapeutic use); BICL (Biologica
study); PROC (Process); USES (Uses)
(am no acid sequence; polynorphismin type | scavenger receptor
gene and di agnosis of obesity and cardi ovascul ar di sorders)

220133-77-7 220133-78-8 220133-79-9 220133-80-2 220133-81-3

220133-82-4 220141-45-7 220141-47-9 220141-49-1 220141-50- 4

220141-52-6 220141-54-8 220141-56-0

RL: BSU (Biol ogical study, unclassified); PRP (Properties); THU

(Therapeutic use); BIOL (Biological study); USES (Uses)

(nucl eoti de sequence; polynorphismin type | scavenger receptor
gene and di agnosis of obesity and cardi ovascul ar di sorders)

(continued on next page)
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IT 220140-73-8  220140-74-9  220140-75-0 220140-76-1  220140-77-2
220140-78-3  220140-79-4  220140-83-0 220140-85-2  220140-90-9
220140-91-0 220140-92-1  220140-93-2  220140-94-3  220140-95-4
220140-96-5 220141-00-4  220141-05-9 220141-09-3 220141-12-8
220141-13-9 220141-19-5 220141-24-2  220141-25-3  220141-26-4
220141-27-5 220141-28-6  220141-29-7 220141-31-1 220141-32-2
RL: ARG (Anal ytical reagent use); PRP (Properties); THU (Therapeutic

use); ANST (Analytical study); BIOL (Biological study); USES
(Uses)

(prinmer for detection of polynorphismin SR Bl gene; pol ynorphism
in type | scavenger receptor gene and diagnosis of obesity and
cardi ovascul ar di sorders)

HOW MANY MORE ANSWERS DO YOU W SH TO SCAN? (1):0

=> E LOW DENSI TY LI POPROTEI NS/ CT

TERM

E# FREQUENCY AT

El 0 2 LOW BLOOD PRESSURE/ CT

E2 0 7 LOW CARBON STEEL/ CT

E3 0 --> LOWDENSI TY LI POPROTEI NS/ CT

E4 0 2 LOW ERUCI C ACI D RAPESEED O L/ CT
ES 0 1959 LOW G+C GRAM: PCSI Tl VE BACTERI A/ CT
E6 0 2 LOW GRAVI TY/ CT

E7 0 2 LOW HOP CLOVER/ CT

E8 0 2 LOW MOL. WI. KI NI NOGEN CT

E9 0 2 LOW ODOR BASE SCLVENT/ CT

E10 0 2 LOW ODOR PARAFFI N SCLVENT/ CT
Ell 0 2 LOW TEMP. / CT

E12 0 1 LOW AFFI NI TY/ CT

=> E LOMDENSI TY LI POPROTEI NS/ CT

E# FREQUENCY AT

TERM

E13 0 2 LOW DENSI TY LI POPROTElI N RECEPTOR- RELATED
PROTEI N/ CT
E14 0 2 LOW DENSI TY LI POPROTEI N RECEPTORS/ CT
E15 2753 2 --> LOWMDENSI TY LI POPROTEI NS/ CT
El6 0 1 LOW E/ CT
E17 0 1 LOW EM SSI VI TY/ CT
E18 0 1 LOW ENERGY/ CT
E19 0 2 LOW ENERGY ELECTRON BEAM CT
E20 0 2 LOW ENERGY ELECTRON M CROSCOPY/ CT
E21 0 2 LOW ENERGY ELECTRON M CROSCOPY (LEEM)/CT
E22 0 2 LOW ENERGY EXCI TATI ONS/ CT
E23 0 2 LOW ENERGY | ON BEAMS/ CT
E24 0 2 LOW ENERGY QUASI PARTI CLES/ CT
=> E EIS+ALL Confirms the use of “ low-d” as
E25 2753 --> Lowdensity |ipoproteins/CT f/%xgargﬁ?;;;:?;?: tl?pi];g?gzg”ed
E26 USE Lipoproteins (L) lowd./CT '
* k kkkk k%% END***

(continued on next page)
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Suggested Solution 3, page 40 - continued

=> E E26+ALL

E27 485431 BT2 Proteins/CT

E28 49563 BT1 Li poproteins/CT

E29 --> Lipoproteins (L) lowd./CT

E30 UF LDL/CT

E31 UF LDL (l owdensity |ipoproteins)/CT
E32 UF Low-d. |ipoprotein/CT

E33 UF Lowd. lipoproteins/CT

E34 UF Lowdensity |ipoproteins/CT

kkkkkkkk*k ENDk**

=> S LI POPROTEIN (S) (LOWD OR LOW DENSI TY OR LDL)
L2 32221 LI POPROTEIN (S) (LOND OR LOW DENSI TY OR LDL)

=> E ATHEROSCLERGCSI S/ CT

E# FREQUENCY AT TERM
E35 0 2 ATHERCGENI C DI ET/ CT
E36 183 2 ATHEROW CT
E37 15881 12 --> ATHEROSCLERCSI S/ CT
E38 0 9 ATHERGCSCLEROSI S (L) FATTY STREAK/ CT
E39 0 2 ATHERGCSCLERGOSI S | NHI Bl TORS/ CT
E40 1 9 ATHERGCSPERMA CT
E41l 5 8 ATHERCSPERVA MOSCHATUM CT
E42 2 9 ATHERCSPERVA REPANDULUM CT
E43 0 1 ATHERTON- TODDY CT
E44 0 2 ATHERTON- TODD PHOSPHORYLATI ON/ CT
E45 0 2 ATHERTON- TODD REACTI ON/ CT
E46 0 7 ATHERURUS/ CT
=> E E37+ALL
E47 5703 BT5 Disease, animal/CT
E48 0 BT4 Diseases, by body part (non-CA heading)/CT
E49 4691 BT3 Bl ood vessel, disease/CT
E50 6781 BT2 Artery, disease/CT
E51 5983 BT1 Arteriosclerosis/CT
E52 15881 --> Atherosclerosis/CT
HN  Valid heading during vol unes 66-115
(1967-1991) and 126 (1997) to present.
E53 OLD Arteriosclerosis (L) atherosclerosis/CT
E54 1 OLD At herogenesis/CT
E55 183 OLD Atheroma/CT
E56 RTCS 703- Hydr oxychol esterol / CT
E57 RTCS Chol esteryl 1inol eate/CT
E58 RTCS Lecithin-chol esterol acyltransferase/CT

kkkkkkkk*k ENDk**

(continued on next page)
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=> E E50+ALL
E59 5703 BT3 Disease, aninal/CT
E60 0 BT2 Diseases, by body part (non-CA heading)/CT
E61 4691 BT1 Bl ood vessel, disease/CT
E62 6781 --> Artery, disease/CT
HN  Valid heading during vol unes 116-125
(1992-1996) and 131 (July 1999) to present.
E63 UF Arterial diseases/CT
E64 5983 NT1 Arteriosclerosis/CT
E65 1 NT2 At herogenesi s/ CT
E66 183 NT2 Atheroma/CT
E67 15881 NT2 Atherosclerosis/CT
E68 NT2 Lung (L) arteriosclerosis/CT
E69 NT1 Artery (L) aorta, endothelium injury/CT
E70 NT1 Artery (L) aorta, hypertrophy/CT
E71 NT1 Artery (L) aorta, injury/CT
E72 NT1 Artery (L) aorta, lesion/CT
E73 NT1 Artery (L) aorta, stenosis/CT
E74 NT1 Artery (L) arteritis/CT
E75 NT1 Artery (L) basilar, spasni CT
E76 NT1 Artery (L) carotid, occlusion/CT
E77 NT1 Artery (L) coronary, endothelium injury/CT
E78 NT1 Artery (L) coronary, occlusion/CT
E79 NT1 Artery (L) coronary, spasm CT
E80 NT1 Artery (L) coronary, stenosis/CT
E81 NT1 Artery (L) endothelium injury/CT
E82 NT1 Artery (L) hypertrophy/CT
E83 NT1 Artery (L) injury/CT
E84 NT1 Artery (L) intima, hyperplasialCT
E85 NT1 Artery (L) occlusion/CT
E86 NT1 Artery (L) patent ductus arteriosus/CT
E87 NT1 Artery (L) periarteritis nodosa/CT
E88 NT1 Artery (L) peripheral, occlusion/CT
E89 NT1 Artery (L) renal, stenosis/CT
E90 NT1 Artery (L) spasm CT
E91 NT1 Artery (L) stenosis/CT
E92 6 NT1 Artery, neoplasm CT
E93 NT1 daudication (L) internmttent/CT
E94 NT1 Heart (L) coronary/CT
E95 NT1 Heart (L) restenosis/CT
E96 NT1 Heart, disease (L) coronary/CT
E97 NT1 Heart, disease (L) restenosis/CT
E98 512 RT  Aneurysm CT
E99 48926 RT  Artery/CT

kkkkkkhkk*k ENDk**

=> S ATHEROSCLERCSI S CR ARTERI OSCLERCSI S OR ATHEROGENESI S OR ATHEROVA
OR CORONARY OR ARTERY OR ARTERI AL OR CARDI OVASCULAR

L3 218970 ATHEROSCLEROSI S OR ARTERI OSCLEROCSI S OR ATHEROGENESI S OR
ATHEROVA OR CORONARY OR ARTERY OR ARTERI AL OR
CARDI OVASCULAR

(continued on next page)
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=> E PROBES (NUCLEIC ACID)/CT

E# FREQUENCY AT TERM
E100 1 7 PROBERGROTHI US SANGUI NOLENS/ CT
E101 0 1 PROBES/ CT
E102 9647 19 --> PROBES (NUCLEIC ACID)/CT
E103 0 2 PROBES ELECTRODES/ CT
E104 0 2 PROBES FLUORESCENT SUBSTANCES/ CT
E105 0 2 PROBI OTI ¢/ CT
E106 0 2 PROBI OTI C BACTERI A/ CT
E107 0 2 PROBI OTI CS/ CT
E108 0 1 PROBLEM CT
E109 0 1 PROBLEMATI CUM CT
E110 0 1 PROBLEMATI CUS/ CT
E111 0 9 PROBOLE/ CT
=> E E102+ALL
E112 9771 BT1 GCenetic nethods/CT
E113 20864 BT2 Acids/CT
E114 29472 BT2 Organic conpounds/CT
E115 36507 BT1 Nucleic acids/CT
E116 9647 --> Probes (nucleic acid)/CT
HN  Valid heading during volunme 126 (1997) to
present.
E117 OLD Nucleotides (L) oligo-, deoxyribo-, probes/CT
E118 OLD Nucleotides (L) oligo-, probes/CT
E119 OLD Ribonucleic acids (L) probes/CT
E120 UF Chr onosomal probes/ CT
E121 UF DNA probes/CT
E122 UF Nucl ei ¢ acid probes/CT
E123 UF  digodeoxyribonucl eotide probes/CT
E124 UF  digonucl eotide probes/CT
E125 UF Probe (nucleic acid)/CT
E126 UF RNA probes/CT
E127 45919 RT DNA/CT
E128 2824 RT DNA microarray technol ogy/ CT
E129 17657 RT Nucl ei ¢ acid hybridi zation/CT
E130 RTCS Cy5/CT

kkkkkkhkk*k ENDk**

=> S (DNA OR OLI GONUCLEOTI DE OR NUCLEI C ACID) (S) PROBE

L4

40211 (DNA OR OLI GONUCLECTI DE OR NUCLEIC ACID) (S) PROBE

= DHS

L1

(FILE ' HOVE' ENTERED AT 11:27:46 ON 28 MAR 2002)

FILE ' HCAPLUS ENTERED AT 11:27:59 ON 28 MAR 2002
20 S (DNA OR NUCLEIC ACID) (S) PROBE AND ATHEROSCLERCSI S AND

LI POP

E LOWDENSI TY LI POPROTEI NS/ CT

(continued on next page)
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E LOW DENSI TY LI POPROTEI NS/ CT
E E15+ALL
E E26+ALL
32221 S LI POPROTEIN (S) (LOND OR LOW DENSI TY OR LDL)
E ATHEROSCLERCSI S/ CT
E E37+ALL
E E50+ALL
218970 S ATHEROSCLEROSI S OR ARTERI OSCLERCS|I S OR ATHEROGENESI S
OR ATHE
E PROBES ( NUCLEI C ACI D)/ CT
E E102+ALL

40211 S (DNA OR OLI GONUCLEOTI DE OR NUCLEI C ACI D) (S) PROBE

=> S L2 AND L3 AND L4

L5

19 L2 AND L3 AND L4

=> FOCUS L5 While D SCAN is a no-cost format, at times the

KWIC format may be more useful for evaluating

PROCESSI NG COVPLETED FOR L5 records. E.g.the abstract is never shownin D

L6

= D KWC 1-2

L6
AB

L6
TI

19 FOCUS L5 1- SCAN, yet in a free-text query the search terms
maybe only appear there.

ANSVER 1 OF 19 HCAPLUS COPYRI GHT 2002 ACS

Areviewwith 117 refs. Apolipoprotein E plays a central role in

cl earance of lipoprotein remants by serving as a ligand for |owd.
| i poprotein and apolipoprotein E receptors. Three comon all el es
(apol i poprotein E2, E3 and E4) give rise to six phenotypes.

Apol i poprotein E3 is. . . apolipoprotein E isofornms derive from
nucl eoti de substitutions in codons 112 and 158. Resulting cysteine-
argi ni ne substitutions cause differences in: affinities for |owd.

| i poprotein and apolipoprotein E receptors, lowd. |ipoprotein
receptor activities, distribution of apolipoprotein E anong

| ipoproteins, lowd. |ipoprotein fornation rate, and chol estero
absorption. Acconpanying changes in triglycerides, chol esterol and
lowd. lipoprotein rmay pronote atherosclerosis devel opnent. Over
90% of patients with famlial dysbetalipoproteinen a have

apol i poprotein E2/E2. Apolipoprotein E4 may pronote atherosclerosis
by its lowd. lipoprotein raising effect. Establishment of

apol i poprotein E isofornms may be inportant for patients with

di abetes nellitus and several non-atherosclerotic diseases.

Apol i poprotein. . . enzyne-conjugated second anti body.

Apol i poprotei n E genotypi ng denonstrates underlying point nutations.
Anal yses of polynerase chain reaction products are done by allele-
specific oligonucl eotide probes, restriction fragnent |ength

pol ynor phi sm si ngl e-stranded conformati onal pol ynorphism the

pri nmer-gui ded nucl eoti de incorporation assay, or denaturating

gradi ent gel electrophoresis. Detection with priners.

ANSWER 2 COF 19 HCAPLUS COPYRI GHT 2002 ACS
Met hod for determining increased risk for arteriosclerosis or
coronary di sease by deternining the presence and genotype of

insertion nutation 844ins68 in the cystathionine B-synthase (CBS)
gene

(continued on next page)
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The invention provides a nmethod for diagnosing an increased risk of
devel opi ng arteriosclerosis or coronary di sease which invol ves
determ ni ng whet her an individual carries a 68 base pair insertion
at nucl eoti de 844 of the cystathionine B-synthase. .
(honmozygotic or heterozygotic nature) of this nutation. The method
al so includes testing for some of the risk factors associated with
coronary di sease, such as testing for diabetes nellitus or
determining the levels of lowd. Iipoproteins (LDL), high-d.
i poproteins (HDL) and triglycerides. The invention clains
honozygoti c individuals exhibit higher increased risk of
arteriosclerosis or coronary disease and honocysteine | evels are
simlar in 844ins68 carriers and non-carriers. The invention
further provides a diagnostic kit used for deternining increased
risk to arteriosclerosis which contains a probe specific for
detecting nucleic acid nmols. encoding the 844i ns68 CBS gene and two
prinmers specific for anplification of nucleic acid nols. Surrounding
nucl eoti de 844 of the CBS gene. The invention specifically measured
honocystei ne | evel s, both basal and post-nethionine | oading (PM,

pl asma folate, vitamins B6 and B12 in patients only. For
heterozygous and honozygous carriers conbined, the odds ratio (O R)
for cardiovascul ar disease (CVD) was 1.7 (95 % Cl 1.1-2.7). The
O R for heterozygous carriers was 1.5 (95 % Cl 0.9-2.3), whereas

arteriosclerosis risk cystathionine synthase gene 844i ns68
mut ati on detection genotype; coronary disease risk CBS gene
844i ns68 nutation detection genotype; kit probe arteriosclerosis
risk CBS gene 844ins68 nutation detection; priner kit
arteriosclerosis risk CBS gene anplification; insertion nutation
844i ns68 CBS honpbzygous coronary artery disease risk
cardi ovascul ar di sease insertion nutation 844ins68 CBS gene ri sk
factor
Artery, disease
(coronary; method for determining increased risk for
arteriosclerosis or coronary disease by determ ning the
presence and genotype of insertion nutation 844ins68 in the
cyst at hi oni ne B-synthase (CBS) gene)
Test kits
(diagnostic kit used; method for determ ning increased risk for
arteriosclerosis or coronary disease by determ ning the
presence and genotype of insertion nutation 844ins68 in the
cyst at hi oni ne B-synthase (CBS) gene)
Car di ovascul ar system
(di sease; nethod for determ ning increased risk for
arteriosclerosis or coronary disease by determ ning the presence
and genotype of insertion nutation 844ins68 in the cystathionine
B- synt hase (CBS) gene)
Gene, anima
RL: ADV (Adverse effect, including toxicity); ANT (Analyte); THU
(Therapeutic use); ANST (Analytical study); BlICL (Biological study);
USES (Uses)
(for cystathionine B-synthase; nethod for determ ning increased
risk for arteriosclerosis or coronary disease by determ ning the
presence and genotype of insertion nutation 844ins68 in the

cyst at hi oni ne B-synthase (CBS) gene)

(continued on next page)
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Di sease, aninma
(genetic, fatal or debilitating; nethod for determ ning increased
risk for arteriosclerosis or coronary disease by determ ning the
presence and genotype of insertion nutation 844ins68 in the

cyst at hi oni ne B-synthase (CBS) gene)

Genot ypes
(heterozygosity; nethod for determ ning increased risk for
arteriosclerosis or coronary disease by determ ning the
presence and genotype of insertion nutation 844ins68 in the

cyst at hi oni ne B-synthase (CBS) gene)
Li poproteins
RL: ANT (Analyte); BUU (Biological use, unclassified); ANST
(Anal ytical study); BICOL (Biological study); USES (Uses)
(high-d.; nethod for determ ning increased risk for
arteriosclerosis or coronary disease by determ ning the presence
of insertion nutation 844ins68 in the CBS gene and testing for
risk factors associated with coronary di sease)
Genot ypes
(homozygosi ty; individuals hombzygous for the cystathionine
B- synthase (CBS) gene insertion nutation 844i ns68 exhibit higher
increased risk of arteriosclerosis or coronary
di sease)
Mut at i on
(insertion, 844ins68, insertion of 68 bp at nucl eoti de 844;
met hod for determning increased risk for arteriosclerosis or
coronary di sease by deternining the presence and genotype of

insertion nutation 844ins68 in the cystathioni ne B-synthase (CBS)
gene)

Li poproteins

RL: ANT (Analyte); BUU (Biological use, unclassified); ANST

(Anal ytical study); BICOL (Biological study); USES (Uses)
(lowd.; method for determ ning increased risk for
arteriosclerosis or coronary di sease by determ ning the
presence of insertion nutation 844ins68 in the CBS gene and
testing for risk factors associated with coronary di sease)

Arteriosclerosis

Genot ypi ng (net hod)

Nucl ei ¢ acid hybridi zati on

PCR (pol ynerase chain reaction)

Susceptibility (genetic)
(method for determining increased risk for arteriosclerosis or
coronary di sease by deternining the presence and genotype of

insertion nutation 844ins68 in the cystathioni ne B-synthase (CBS)
gene)

Di abetes nellitus
(method for determining increased risk for arteriosclerosis or
coronary di sease by deternining the presence of insertion
nmut ati on 844ins68 in the CBS gene and testing for risk factors
associated with coronary di sease)

(continued on next page)
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A ycerides, biological studies
RL: ANT (Anal yte); BUU (Biological use, unclassified); ANST
(Anal ytical study); BIOL (Biological study); USES (Uses)
(method for determining increased risk for arteriosclerosis or
coronary di sease by deternining the presence of insertion
mut ati on 844ins68 in the CBS gene and testing for risk factors
associated with coronary di sease)
Di agnosi s
(mol ., of increased risk of arteriosclerosis or
coronary di sease; nmethod for determining increased risk for
arteriosclerosis or coronary disease by determ ning the
presence and genotype of insertion nutation 844ins68 in the
cyst at hi oni ne B-synthase (CBS) gene)
Genot ypes
(of 844ins68 mutation; nethod for determining increased risk for
arteriosclerosis or coronary di sease by determ ning the
presence and genotype of insertion nutation 844ins68 in the
cyst at hi oni ne B-synthase (CBS) gene)
Probes (nucleic acid)
RL: ARG (Anal ytical reagent use); THU (Therapeutic use); ANST
(Anal ytical study); BIOL (Biological study); USES (Uses)
(used in detecting CBS gene 844ins68 nutation; nethod for
determining increased risk for arteriosclerosis or coronary
di sease by determ ning the presence and genotype of insertion

mut ati on 844ins68 in the cystathionine B-synthase (CBS) gene)
Primers (nucleic acid)
RL: ARG (Anal ytical reagent use); BUU (Biological use,
uncl assified); ANST (Analytical study); BIOL (Biological study);
USES (Uses)
(used to anplify CBS gene around bp 844; nethod for deternining
increased risk for arteriosclerosis or coronary di sease by
determ ning the presence and genotype of insertion nutation

844i ns68 in the cystathionine B-synthase (CBS) gene)

9023-99-8, Cystathioni ne B-synthase

RL: BSU (Biol ogical study, unclassified); BlIOL (Biological study)
(method for determining increased risk for arteriosclerosis or
coronary di sease by deternining the presence and genotype of

insertion nutation 844ins68 in the cystathionine B-synthase (CBS)
gene)

6027- 13-0, Honocyst ei ne

RL: ANT (Anal yte); BUU (Biological use, unclassified); ANST

(Anal ytical study); BIOL (Biological study); USES (Uses)
(simlar in 844ins68 carriers and non-carriers; method for
determining increased risk for arteriosclerosis or coronary
di sease by determ ning presence of insertion nutation 844i ns68
in CBS gene and testing for risk factors associated with coronary
di sease)

=> D IBIB ABS H TIND 2

L6  ANSVER 2 OF 19 HCAPLUS COPYRI GHT 2002 ACS
ACCESSI ON NUMBER: 1999: 708949 HCAPLUS Ful | -t ext
DOCUMENT  NUMBER: 131: 307664

(continued on next page)
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TI TLE: Met hod for determining increased risk for

arteriosclerosis or coronary di sease by
determ ning the presence and genotype of
insertion nutation 844ins68 in the cystathionine

B- synt hase (CBS) gene

I NVENTOR( S) : Franco, Rendrik Franca; Trip, Maria Dorothea
Reitsma, Pieter Hendrik
PATENT ASSI GNEE( S) : Anst er dam Mol ecul ar Therapeutics B. V., Neth.
SOURCE: PCT Int. Appl., 17 pp
CODEN: Pl XXD2
DOCUMENT TYPE: Pat ent
LANGUAGE: Engl i sh

FAM LY ACC. NUM COUNT: 1
PATENT | NFORMATI ON

PATENT NO. KIND DATE APPLI CATI ON NO. DATE
WD 9955909 Al 19991104 WO 1998- NL234 19980427
W AL, AM AT, AU, AZ, BA BB, BG BR BY, CA CH CN U, CZ
DE, DK, EE, ES, FI, G, G G4, GM GN HU, ID IL, IS JP,
KE, KG KP, KR, KZ, LC, LK, LR LS, LT, LU, LV, MO, M5 MK
MN, MW MX, NO Nz, PL, PT, RO RU, SD, SE, SG SI, SK, SL,
T3, T™™M TR, TT, UA, UG US, UZ, VN YU ZW AM AZ, BY, KG
Kz, MD, RU TJ, T™M
RW GH GV KE, LS MN SD, SZ, UG ZW AT, BE, CH, CY, DE, DK
ES, FI, FR, &, &R IE IT, LU M, N., PT, SE, BF, BJ, CF,
CG d, M GA G\, M, MR NE, SN TD, TG
AU 9873505 Al 19991116 AU 1998- 73505 19980427

PRI ORI TY APPLN. | NFO. : WO 1998- NL234 19980427

AB

The invention provides a nmethod for diagnosing an increased risk of
devel oping arteriosclerosis or coronary disease which invol ves
determ ni ng whether an individual carries a 68 base pair insertion

at nucl eoti de 844 of the cystathionine B-synthase (CBS) gene
(844ins68), followed by determ ning the genotype (honbzygotic or
het erozygotic nature) of this nutation. The nethod al so includes
testing for sone of the risk factors associated with coronary

di sease, such as testing for diabetes nellitus or determining the

I evels of lowd. lipoproteins (LDL), high-d. lipoproteins (HDL) and
triglycerides. The invention clains honobzygotic individuals exhibit
hi gher increased risk of arteriosclerosis or coronary disease and
honocysteine levels are simlar in 844ins68 carriers and non-
carriers. The invention further provides a diagnostic kit used for
determining increased risk to arteriosclerosis which contains a
probe specific for detecting nucleic acid nmols. encoding the

844i ns68 CBS gene and two prinmers specific for anplification of
nucl ei ¢ acid nols. surroundi ng nucl eoti de 844 of the CBS gene. The
i nvention specifically neasured honocysteine |l evels, both basal and
post - net hi oni ne |1 oading (PM, and | evels of plasma folate, vitanns
B6 and B12 in patients only. For heterozygous and honbzygous
carriers conbined, the odds ratio (O R ) for cardiovascul ar di sease
(CvD) was 1.7 (95 % Cl 1.1-2.7). The O R for heterozygous carriers
was 1.5 (95 % Cl 0.9-2.3), whereas for honozygotes it accrued to
14.0 (95 % Cl 1.7-115). Both fasting and PM honocystei ne, and
vitamin B6 and folate levels did not differ between carriers and

(continued on next page)
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non-carriers of the nutation. These results show that a common

insertion in the CBS gene represents a novel risk factor for

premature CVD, and exhibits a strong gene dosage effect.

ICM C12Q001- 68

ICS (G01N033-50; G01N033-92

3-1 (Biochenical Genetics)

Section cross-reference(s): 13, 14

arteriosclerosis risk cystathionine synthase gene 844i ns68

mut ati on detection genotype; coronary disease risk CBS gene

844i ns68 nutati on detection genotype; kit probe arteriosclerosis

ri sk CBS gene 844ins68 nutation detection; priner kit

arteriosclerosis risk CBS gene anplification; insertion nutation

844i ns68 CBS honbzygous coronary artery disease risk

cardi ovascul ar di sease insertion nutation 844ins68 CBS gene ri sk

factor

Artery, disease
(coronary; nethod for determning increased risk for
arteriosclerosis or coronary di sease by determ ning the
presence and genotype of insertion nutation 844ins68 in the
cyst at hi oni ne B-synthase (CBS) gene)

Test kits
(diagnostic kit used; nmethod for determ ning increased risk for
arteriosclerosis or coronary disease by determ ning the
presence and genotype of insertion nutation 844ins68 in the
cyst at hi oni ne B-synthase (CBS) gene)

Car di ovascul ar system
(di sease; nethod for determ ning increased risk for
arteriosclerosis or coronary disease by determ ning the presence
and genotype of insertion nutation 844ins68 in the cystathionine
B- synt hase (CBS) gene)

Gene, anim

RL: ADV (Adverse effect, including toxicity); ANT (Analyte); THU

(Therapeutic use); ANST (Analytical study); BIOL (Biological study);

USES (Uses)
(for cystathionine B-synthase; nethod for determ ning increased
risk for arteriosclerosis or coronary disease by determ ning the
presence and genotype of insertion nutation 844ins68 in the
cyst at hi oni ne B-synthase (CBS) gene)

Di sease, aninma
(genetic, fatal or debilitating; nethod for determ ning increased
risk for arteriosclerosis or coronary disease by determ ning the
presence and genotype of insertion nutation 844ins68 in the
cyst at hi oni ne B-synthase (CBS) gene)

Genot ypes
(heterozygosity; nmethod for determ ning increased risk for
arteriosclerosis or coronary di sease by determ ning the
presence and genotype of insertion nutation 844ins68 in the

cyst at hi oni ne B-synthase (CBS) gene)

(continued on next page)
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Li poprot ei ns

RL: ANT (Anal yte); BUU (Biological use, unclassified); ANST

(Anal ytical study); BIOL (Biological study); USES (Uses)
(high-d.; nethod for determ ning increased risk for
arteriosclerosis or coronary disease by determ ning the presence
of insertion nutation 844ins68 in the CBS gene and testing for
risk factors associated with coronary di sease)

Genot ypes
(honmozygosi ty; individuals hombzygous for the cystathionine
B-synthase (CBS) gene insertion nutation 844ins68 exhibit higher
increased risk of arteriosclerosis or coronary
di sease)

Mut at i on
(insertion, 844ins68, insertion of 68 bp at nucl eoti de 844;
nmet hod for determining increased risk for arteriosclerosis or
coronary di sease by deternining the presence and genotype of

insertion nutation 844ins68 in the cystathionine B-synthase (CBS)
gene)

Li poprot ei ns

RL: ANT (Anal yte); BUU (Biological use, unclassified); ANST

(Anal ytical study); BIOL (Biological study); USES (Uses)
(lowd.; method for determ ning increased risk for
arteriosclerosis or coronary disease by determ ning the
presence of insertion nmutation 844ins68 in the CBS gene and
testing for risk factors associated with coronary di sease)

Arteriosclerosis

Genot ypi ng (net hod)

Nucl ei ¢ acid hybridi zati on

PCR (pol ynerase chain reaction)

Susceptibility (genetic)
(method for determining increased risk for arteriosclerosis or
coronary di sease by deternining the presence and genotype of

insertion nutation 844ins68 in the cystathionine B-synthase (CBS)
gene)

Di abetes nellitus
(method for determining increased risk for arteriosclerosis or
coronary di sease by deternining the presence of insertion
mut ati on 844ins68 in the CBS gene and testing for risk factors
associated with coronary di sease)

d ycerides, biological studies

RL: ANT (Analyte); BUU (Biological use, unclassified); ANST

(Anal ytical study); BICOL (Biological study); USES (Uses)

(method for determining increased risk for arteriosclerosis or
coronary di sease by deternining the presence of insertion
mut ati on 844ins68 in the CBS gene and testing for risk factors
associated with coronary di sease)

Di agnosi s
(mol ., of increased risk of arteriosclerosis or
coronary di sease; nethod for determning increased risk for
arteriosclerosis or coronary di sease by determ ning the
presence and genotype of insertion nutation 844ins68 in the

cyst at hi oni ne B-synthase (CBS) gene)

(continued on next page)
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Genot ypes
(of 844ins68 nutation; nethod for determ ning increased risk for
arteriosclerosis or coronary di sease by determ ning the
presence and genotype of insertion nutation 844ins68 in the
cyst at hi oni ne B-synthase (CBS) gene)
Probes (nucleic acid)
RL: ARG (Anal ytical reagent use); THU (Therapeutic use); ANST
(Anal ytical study); BICOL (Biological study); USES (Uses)
(used in detecting CBS gene 844ins68 nutation; nethod for
determining increased risk for arteriosclerosis or coronary
di sease by determ ning the presence and genotype of insertion
mut ati on 844ins68 in the cystathionine B-synthase (CBS) gene)
Primers (nucleic acid)
RL: ARG (Anal ytical reagent use); BUU (Biological use,
uncl assified); ANST (Analytical study); BIOL (Biological study);
USES (Uses)
(used to anplify CBS gene around bp 844; nethod for deternining
increased risk for arteriosclerosis or coronary di sease by
determ ning the presence and genotype of insertion nutation

844i ns68 in the cystathionine B-synthase (CBS) gene)

9023-99-8, Cystathioni ne B-synt hase

RL: BSU (Biol ogical study, unclassified); BlIOL (Biological study)
(method for determining increased risk for arteriosclerosis or
coronary di sease by deternining the presence and genotype of

insertion nutation 844ins68 in the cystathionine B-synthase (CBS)
gene)

6027- 13-0, Honocyst ei ne

RL: ANT (Anal yte); BUU (Biological use, unclassified); ANST

(Anal ytical study); BICOL (Biological study); USES (Uses)
(simlar in 844ins68 carriers and non-carriers; method for
determining increased risk for arteriosclerosis or coronary
di sease by determ ning presence of insertion nutation 844i ns68
in CBS gene and testing for risk factors associated with coronary
di sease)

REFERENCE COUNT: 6 THERE ARE 6 Cl TED REFERENCES AVAI LABLE FOR

THI S RECORD. ALL CI TATI ONS AVAI LABLE I N
THE RE FORNMVAT
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Skills Practice (page 70):

Question 1:  Retrieve literature that discusses genetic vectors used in the recombinant
preparation of tumor necrosis factor receptor or receptor-like proteins.

Note: There are many types of genetic vectors — explore the CA Lexicon to
identify sequence description terms. Use REGISTRY to locate specific
receptor proteins, limiting to protein/FS.

=> FI LE HCAPLUS

=> E TUMOR NECROSI S FACTOR RECEPTORS/ CT

E# FREQUENCY AT TERM

El 0 2 TUMOR NECROSI S FACTOR RECEPTOR TYPE |1/ CT

E2 0 2 TUMOR NECROSI S FACTOR RECEPTOR- ASSOCD.  FACTOR
2/ CT

E3 1688 43 --> TUMOR NECROSI S FACTOR RECEPTORS/ CT

E4 0 14 TUMOR NECROSI S FACTOR RECEPTORS (L) CAR1
(CYTOPATHI C A VI AN LEUKCSI S- SARCOVA VI RUS 1)/ CT

E5 0 29 TUMOR NECROSI S FACTOR RECEPTORS (L) P55/ CT

E6 0 14 TUMOR NECROSI S FACTOR RECEPTORS (L) P55,
COWPLEXES/ CT

E7 0 15 TUMOR NECROSI S FACTOR RECEPTORS (L) P55, FUSI ON
PRODUCTS/ CT

E8 0 17 TUMOR NECROSI S FACTOR RECEPTORS (L) P55, SOL./CT

E9 0 19 TUMOR NECROSI S FACTOR RECEPTORS (L) P60/ CT

E10 0 28 TUMOR NECROSI S FACTOR RECEPTORS (L) P75/ CT

Ell 0 14 TUMOR NECROSI S FACTOR RECEPTORS (L) P75,
COWPLEXES/ CT

E12 0 14 TUMOR NECROSI S FACTOR RECEPTCRS (L) P75, FUSI ON
PRODUCTS/ CT

=> E E3+ALL

E13 485268 BT4 Proteins/CT

El4 226682 BT3 Receptors/CT

E15 1175 BT2 Hornone receptors/CT

E16 2060 BT5 Body, anatomcal/CT

E17 0 BT4 Organ systens (non-CA heading)/CT

E18 2085 BT3 I mmune system CT

E19 485268 BT4 Proteins/CT

E20 226682 BT3 Receptors/CT

(continued on next page)
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E21
E22
E23
E24

E25

E26
E27

E28
E29

E30
E31

E32

E33

E34

E35

E36

E37

E38

E39

E40

E41

E42

E43

E44

E45

E46

E47

2095
1688

Suggested Solution 1, page 70 - continued

BT2 | nmune receptors (non

BT1 Cytokine receptors/

Relatively new Controlled Indexing
term, 1997 to present.

--> Tunor necrosis factor receptors/CIl

HN Valid heading d
to present.

OLD Lynphoki ne and
tunor necrosis

OLD Lynphoki ne and
tunor necrosis

OLD Receptors (L) t

OLD Receptors (L) t
factor-of/ CT

UF Cachectin recep

uring volune 126 (1997)

cytoki ne receptors (L)
factor/CT

cytoki ne receptors (L)
factor-a/ CT

unor necrosis factor/CT
unor necrosi s

tors/CT

UF  TNF receptors/CT

UF  Tunor necrosis
NT1 Lynphoki ne and
tunor necrosis
NT1 Lynphoki ne and
tunor necrosis
NT1 Lynphoki ne and
tunor necrosis
product s/ CT
NT1 Lynphoki ne and
tunor necrosis
NT1 Lynphoki ne and
tunor necrosis
NT1 Lynphoki ne and
tunor necrosis
NT1 Lynphoki ne and
tunor necrosis
product s/ CT
NT1 Lynphoki ne and
tunor necrosis
NT1 Lynphoki ne and
tunor necrosis
NT1 Lynphoki ne and
tunor necrosis
NT1 Lynphoki ne and
tunor necrosis
NT1 Proteins, spec
necrosis factor
w./CT
NT1 Proteins, spec
necrosis factor
NT1 Receptors (L) t
p55/ CT
NT1 Receptors (L) t
p55, conpl exes/
NT1 Receptors (L) t
p55, fusion pro
NT1 Receptors (L) t
p75/ CT

factor-a receptors/CT
cytoki ne receptors (L)
factor p55/CT

cytoki ne receptors (L)
factor p55, conpl exes/CT
cytoki ne receptors (L)
factor p55, fusion

cytoki ne receptors (L)
factor p60/CT

cytoki ne receptors (L)
factor p75/CT

cytoki ne receptors (L)
factor p75, conpl exes/CT
cytoki ne receptors (L)
factor p75, fusion

cytoki ne receptors (L)
factor p80/CT
cytoki ne receptors (L)
factor sol./CT
cytoki ne receptors (L)
factor sol. p55/CT
cytoki ne receptors (L)
factor sol. p75/CT
fic or class (L) tunor
- bi ndi ng, 55, 000- nol . -

fic or class (L) tunor
- bi ndi ng, p60/CT
unor necrosis factor

unor necrosis factor
CT

unor necrosis factor
ducts/ CT

unor necrosis factor

(continued on next page)
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E48 NT1 Receptors (L) tunor necrosis factor
p75, conpl exes/CT

E49 NT1 Receptors (L) tunor necrosis factor
p75, fusion product/CT

E50 NT1 Receptors (L) tunor necrosis factor
sol . pb55/CT

E51 NT1 Receptors (L) tunor necrosis factor
sol. p75/CT

E52 NT1 Receptors (L) tunor necrosis factor,
p60/ CT

E53 NT1 Receptors (L) tunor necrosis factor,
p80/ CT

E54 NT1 Receptors (L) tunor necrosis factor,
sol ./ CT

E55 13201 RT  Tunmor necrosis factors/CT

kkkkkkhkk*k ENDk**

=> S E23+PFT, NT Recall the PFT relationship code
searches for OLD and NEW terms,

L1 3157 "TUMOR NECROSI S FACTOR RECEPTORS'+PFT, | if e aswell as UF terms,

=> E GENETI C VECTORS/ CT

E# FREQUENCY AT TERM
E56 0 2 GENETI C TRANSLOCATI OV CT
E57 0 2 GENETI C TYPI NG CT
E58 11731 20 --> GENETI C VECTORS/ CT
E59 0 2 GENETI C VECTORS (L) COSM D/ CT
E60 0 2 GENETI C VECTORS (L) PHAGEM D/ CT
E61 0 2 GENETI C VECTORS (L) YAC/ CT
E62 0 2 GENETI C X- LI NKED HYDROCEPHALUS/ CT
E63 44389 27 GENETI CS/ CT
E64 0 2 GENETICS (L) CYTO-/CT
E65 0 6 GENETI CS (L) CYTOGENETI CS/ CT
E66 0 2 GENETI CS (L) DI SORDERS/ CT
E67 0 5 GENETI CS (L) EPI GENETICS/ CT
=> E E58+ALL
E68 9767 BT1 GCenetic nethods/CT
E69 11731 --> Cenetic vectors/CT
HN  Valid heading during volune 116 (1992) to
present.
E70 UF Cl oni ng vectors/CT
E71 UF Expressi on vectors/CT
E72 UF  Shuttle vectors/CT
E73 17 NT1 Artificial chronmosone/CT
E74 86 NT2 BAC (bacterial artificial chronosone)/CT
E75 9 NT3 PAC (Pl-derived artificial chronosone)/CT
E76 NT2 GCenetic vectors (L) YAC/CT
E77 556 NT2 YAC (yeast artificial chronosone)/CT
E78 355 NT1 Cosmids/CT

(continued on next page)
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E79 173 NT1 Phagem ds/CT

E80 7719 NT1 Plasnid vectors/CT

E81 6077 NT1 Virus vectors/CT

E82 2322 NT2 Retroviral vectors/CT

E83 NT2 Virus vectors, bacterial (L) |anmbda gt10/CT
E84 556 NT1 YAC (yeast artificial chronosone)/CT

E85 10222 RT  Genetic engineering/CT

E86 44389 RT  Genetics/CT

E87 7064 RT  Plasnids/CT

kkkkkkhkk*k ENDk**

=> S E69+PFT, NT

L2 25005 "GENETI C VECTORS" +PFT, NT/ CT (15 TERMB)

=> S L1 AND L2 )
Some biotechnology records have long

L3 87 L1 AND L2 indexing sections. Limiting D SCAN to

the Tl and HIT indexing allows quicker
=> DSCAN TI HIT evaluation.

L3 87 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS
TI Al bum n fusion proteins with therapeutic proteins for inproved
shelf-life
I T Cel | adhesi on nol ecul es
Cyt oki nes
Enzynes, biol ogical studies
Fusi on proteins (chineric proteins)
G owmh factors, animnal
Interferons
Interleukin 2
Synt heti c gene
Tunor necrosis factor receptors
RL: BPN (Biosynthetic preparation); PRP (Properties); THU
(Therapeutic use); BIOL (Biological study); PREP (Preparation);
USES (Uses)
(al bumin fusion proteins with therapeutic proteins for inproved
shel f-life)
IT Plasnmid vectors <m:B
(pC4: HSA, for ma Iian cell expression; albumn fusion proteins
with therapeutic proteins for inproved shelf-life)
IT Plasnd vectors [{

(pPPCO005, for yeast expression; albunmin fusion
therapeutic proteins for inproved shelf-life)

I T Pl asmi d vectors
(pScCHSa, for yeast expression; albunin fusion proteins with
therapeutic proteins for inproved shelf-life)

IT Plasmd vectors
(pScNHSA, for yeast expression; albunin fusion proteins with
therapeutic proteins for inproved shelf-life)

Note the narrower term
“ plasmid vectors”

(continued on next page)
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HOW MANY MORE ANSVEERS DO YOU W SH TO SCAN? (1):2

L3
TI

I T

L3
TI

87 ANSVWERS  HCAPLUS COPYRI GHT 2002 ACS

Bl ocki ng Spl transcription factor broadly inhibits extracellul ar

matri X gene expression in vitro and in vivo: inplications for the

treatnent of tissue fibrosis

Tunor necrosis factor receptors

RL: BPR (Biol ogical process); BSU (Biological study, unclassified);

Bl OL (Biological study); PROC (Process)
(p55, gene encodi ng; blocking Spl transcription factor broadly
inhibits extracellular matrix gene expression in vitro and in
vivo and inplications for treatnment of tissue fibrosis)

Genetic vectors
(pRSV/ ASSp1, for antisense oligonucleotide to Spl; blocking Spl
transcription factor broadly inhibits extracellular matrix gene
expression in vitro and in vivo and inplications for treatment of
tissue fibrosis)

87 ANSVWERS  HCAPLUS COPYRI GHT 2002 ACS
Adeno- associ ated virus production of soluble tunor necrosis factor
receptor neutralizes tunor necrosis factor a and reduces arthritis
Adeno- associ at ed virus
Fi br obl ast
Gene t herapy
| mmunot her apy
Rheumatoid arthritis
Synovi al nmenbr ane
Virus vectors
(adeno-associ ated virus production of soluble tumor necrosis
factor receptor neutralizes tunmor necrosis factor a and reduces
arthritis)
Tunmor necrosis factor receptors
RL: BAC (Biological activity or effector, except adverse); BSU
(Bi ol ogi cal study, unclassified); THU (Therapeutic use); BlICOL
(Biological study); USES (Uses)
(p55, sol uble; adeno-associated virus production of soluble tunor
necrosis factor receptor neutralizes tunor necrosis factor a and
reduces arthritis)

HOW MANY MORE ANSWERS DO YOU W SH TO SCAN? (1):2

L3
TI
I T

87 ANSVWERS  HCAPLUS COPYRI GHT 2002 ACS
Novel mol ecul es of the T129-related protein famly and uses thereof
Apopt osi s
Cell differentiation
Cell proliferation
Genetic vectors
Mol ecul ar cl oni ng
Pl asmi ds
Prot ei n sequences
Test Kkits
cDNA sequences
(human T129 protein and rel ated proteins and uses thereof)

(continued on next page)

Suggested Solutions/Biotechnology Searching on STN — 51



Suggested Solution 1, page 70 - continued

IT Tumor necrosis factor receptors
RL: BPN (Biosynthetic preparation); BSU (Biological study,
uncl assified); PRP (Properties); THU (Therapeutic use); BIQL
(Bi ol ogi cal study); PREP (Preparation); USES (Uses)
(superfam ly; human T129 protein and rel ated proteins and uses
t her eof)

L3 87 ANSVERS  HCAPLUS COPYRI GHT 2002 ACS
TI Transfection of cells of multicellular organisnms in vivo using | ow
vol tage el ectrical pul ses
IT CD4 (antigen)
Cholinergic receptors
Pepti des, biological studies
Tunmor necrosis factor receptors
RL: BSU (Biol ogical study, unclassified); BlIOL (Biological study)
(genes for agonist or antagonist; transfection of cells of
mul ticellular organisns in vivo using | owvoltage el ec. pul ses)
IT Colon tunors
El ectric potenti al
Fi br osar coma
Gene t herapy
Lung tunors
Mel anona
Pl asmni ds
Transformation (genetic)
YAC (yeast artificial chronosone)
(transfection of cells of nulticellular organisns in vivo using
| ow-vol tage el ec. pul ses)

HOW MANY MORE ANSWERS DO YOU W SH TO SCAN? (1):0 Expand the search to use a free-
text query. Some of these records
=> S VECTOR OR PLASM D OR COSM D OR PHAGEM D OR YAC OR| may still bein the process of being
ARTI FI CI AL CHROVIOSOVE indexed.

L4 221553 VECTOR OR PLASM D OR COsSM D OCR PHAGEM D OR YAC OR
ARTI FI C AL CHROMOSQOVE

=> S TNFR OR ( TUMOR NECROSI S FACTOR OR TNF) (L) RECEPTOR

L5 12210 TNFR OR (TUMOR NECROSI S FACTOR OR TNF) (L) RECEPTOR
=> S L4 AND L5

L6 485 L4 AND L5

=> DSCAN TI HIT

L6 485 ANSVERS  HCAPLUS COPYRI GHT 2002 ACS
TI Interleukin-1 Hy2 materials and net hods

(continued on next page)
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IT Aleles

Al zhei mer' s di sease

Anem a (di sease)

Anti-inflamuatory agents

Aut oi mrune di sease

Cul ture medi a

Cyt ot oxi c agents

DNA sequences

Drug screening

Epi t opes

Fever and Hyperthermn a

Geneti ¢ mappi ng

Geneti ¢ pol ynor phi sm

Genetic vectors

Hybri doma

Hypot ensi on

| munosuppr essant s

I nfl ammati on

Leukocyt openi a

Lung, disease

Lupus eryt hemat osus

Mol ecul ar cl oni ng

Multiple organ failure

Nucl ei ¢ acid hybridi zati on

Ost eoporosi s

PCR (pol ynerase chain reaction)

Pr ognosi s

Prot ei n sequences

Rheurmat oid arthritis

Sepsi s

Susceptibility (genetic)

Test kits

Thr onbosi s
(interleukin 1 receptor antagonist IL-1 Hy2, polynucleotides and
anti bodi es for diagnosis, therapy and research)

IT Tunmor necrosis factors

RL: BSU (Biol ogical study, unclassified); BlIOL (Biological study)
(interleukin 1 receptor antagonist IL-1 Hy2, polynucleotides
and anti bodi es for diagnosis, therapy and research)

HOW MANY MORE ANSVEERS DO YOU W SH TO SCAN? (1):2

L6 485 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS

TI Monocl onal and humani zed anti bodi es sel ective for tunor
necrosis factor-rel ated apoptosis-inducing |igand
receptor DR5

Tl Monocl onal and humani zed anti bodi es sel ective for tunor
necrosis factor-rel ated apoptosis-inducing |igand
receptor DR5

IT Adeno-associated virus
Adenovi ri dae
Her pesviri dae
Lentivirus

(as vector for expression of antibodies to TRAIL receptors)

(continued on next page)
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Pl asmi d vectors
Retroviral vectors
Virus vectors
(for expression of antibodies to TRAIL receptors)

263325-86-6, 26: PN EP990663 SEQ D: 55 unclaimed DNA  263325-95-7,
35:
PN: EP990663 SEQ D: 64 unclai med DNA  372537-20-7  372537-21-8
372537-22-9  372537-23-0  372537-24-1  372537-25-2  372537-26-3
372537-27-4  372537-28-5  372537-29-6  372537-30-9  372537-31-0
372537-32-1  372537-33-2  372537-34-3  372537-35-4  372537-36-5
372537-37-6  372537-38-7  372537-39-8  372537-40-1  372537-41-2
372537-42-3  372537-43-4  372537-44-5  372537-45-6  372537-46-7
372537-47-8  372537-48-9  372537-49-0  372537-50-3  372537-51-4
372537-52-5  372537-53-6  372537-54-7  372537-55-8  372537-56-9
372537-57-0  372537-59-2  372537-60-5  372537-64-9  372537-65-0
372537-66-1  372537-67-2  372537-68-3  372537-69-4  372537-70-7
372537-71-8  372537-72-9  372537-78-5  372537-79-6  372537-80-9
372537-81-0  372537-82-1  372537-83-2  372537-84-3  372537-85-4
372537-86-5  372537-87-6  372537-88-7  372537-89-8  372537-90-1
372537-91-2  372537-92-3  372537-93-4  372537-94-5  372537-95-6
372537-96-7  372537-97-8  372537-98-9  372537-99-0  372538-00-6
372538-01-7  372538-02-8  372538-03-9
RL: PRP (Properties)

(uncl ai ned nucl eoti de sequence; nonocl onal and hunani zed

ant i bodi es
sel ective for tunor

necrosi s factor

-rel ated apoptosis-inducing |igand receptor DR5)
372537-58-1  372537-61-6  372537-62-7  372537-63-8  372537-73-0
372537-74-1  372537-75-2  372537-76-3  372537-77-4

RL: PRP (Properties)

(uncl ai med protein sequence;

sel ective for tunor necrosis factor

nonocl ona

and humani zed anti bodi es

-rel ated apoptosi s-inducing |igand receptor DR5)
157147-95-0  372483-84-6  372483-85-7  372483-86-8  372483-87-9
372483-88-0  372483-89-1  372483-91-5
RL: PRP (Properties)

(uncl ai med sequence; nonocl onal and humani zed anti bodi es

sel ective for tunor necrosis factor-related apoptosis-inducing
Iigand receptor DR5)

485 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS
I nhi bition of TRAIL-induced apoptosis and forced internalization of
TRAI L receptor 1 by adenovirus proteins
Pr ot ei ns
RL: BAC (Biological activity or effector,
(Bi ol ogi cal process); BSU (Biol ogical study,
(Bi ol ogi cal study); PROC (Process)
(TRAIL (tunor necrosis factor-rel ated
apopt osi s-i nducing ligand); inhibition of TRAIL-induced apoptosis
and forced internalization of TRAIL receptor 1 by adenovirus
pr ot ei ns)

except adverse); BPR
uncl assified); BICL

(continued on next page)
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HOW MANY MORE ANSVEERS DO YOU W SH TO SCAN? (1):2

L6
TI

L6
TI

I T

485 ANSVEERS

485 ANSVEERS

RI P3, and uses t hereof

HCAPLUS COPYRI GHT 2002 ACS
Cyt oki ne gene therapy for myocarditis by in vivo el ectroporation

HCAPLUS COPYRI GHT 2002 ACS

Protein and cDNA sequences of a novel human cell cycle-related

protein SRIK associated with protein kinase RI P3, and uses thereof

in drug screening

Genetic vectors
(for expressing SRIK; protein and cDNA sequences of novel human
cell cycle-related protein SRIK associated with protein kinase

in drug screening)

HOW MANY MORE ANSVEERS DO YOU W SH TO SCAN? (1):0

=>

L7
=>

L8

E88
E89
E90
E91
E92
E93
E94
E95
E96
E97
E98

E99

S L6 AND NONI NDEXED/ FS

875062 NONI NDEXED/ FS
18 L6 AND NONI NDEXED/ FS

S L3 OR L7

104 L3 OR L7

FI LE REG STRY

E TUMOR NECROSI S FACTOR RECEPTOR/ CN

1

R OoR

TUMOR NECROSI S FACTOR
ATCC203906) / CN

TUMOR NECROSI S FACTOR
TUMOR NECROSI S FACTOR
TUMOR NECROSI S FACTOR
SCLUBLE TYPE 1)/ CN
TUMOR NECROSI S FACTOR
SOLUBLE TYPE I1)/CN
TUMOR NECROSI S FACTOR
| SOFORM P75)/ CN

TUMOR NECROSI S FACTOR

HOMOLOG DNA98853 ( HUMAN CLONE
LI GAND FHM ( HUMAN) / CN

RECEPTOR/ CN

RECEPTOR ( 1- ASPARTI C ACI D{ HUMAN
RECEPTOR (1- LEUCI NE) ( HUMAN
RECEPTOR (108- ARG NI NE) ( HUMAN

RECEPTOR (108- ARA NI NE, 120-

ARG NI NE) (HUMAN | SOFORM P75)/ CN

TUMOR NECROSI S FACTOR
| SOFORM P75) / CN

TUMOR NECROSI S FACTOR
CRVE) / CN

TUMOR NECROSI S FACTOR

BRI GHTON GENE CRMD) / CN

TUMOR NECROSI S FACTOR

RECEPTOR (120- ARG NI NE) ( HUMAN
RECEPTOR ( CAVELPOX VI RUS GENE
RECEPTOR ( COANPOX VI RUS STRAI N

RECEPTOR ( COWPOX VI RUS STRAI N

ELEPHANT POX GENE CRME)/ CN

TUMOR NECROSI S FACTOR

RECEPTOR ( COAPOX VI RUS STRAIN

MUNI CH EP- 2 GENE CRVD)/ CN

(continued on next page)
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=> S TUMOR NECROSI S FACTOR RECEPTOR?/ CN It may be best to use a free-text
based name segment search for
L9 102 TUMOR NECROSI S FACTOR RECEPTOR?/ CN | piomolecules.

=> S TNFR OR (TUMOR NECRCSI S FACTOR OR TNF) (L) RECEPTOR

L10 889 TNFR OR (TUMOR NECRCSI S FACTOR OR TNF) (L) RECEPTOR
=> S L10 NOT L9

L11 787 L10 NOT L9

=> D SCAN

L11 787 ANSVERS REG STRY COPYRI GHT 2002 ACS
IN DNA (human tunor necrosis factor receptor-associated factor HAUSP

cDNA) (941)
SQ@L 639
V- Unspeci fi ed
c VAN

*** STRUCTURE DI AGRAM | S NOT AVAI LABLE ***
*** USE 'SQD OR 'SQ DE' FORVATS TO DI SPLAY SEQUENCE ***

HOW MANY MORE ANSVEERS DO YOU W SH TO SCAN? (1):2
L11 787 ANSVWERS REG STRY COPYRI GHT 2002 ACS

IN DNA (hurman cl one HELBP70R tunor necrosis factor receptor 5 gene
fragment) (9Cl)

SQ@ 340
V- Unspeci fi ed
c VAN

*** STRUCTURE DI AGRAM |'S NOT AVAI LABLE ***
*** USE 'SQD OR ' SQ DE' FORMATS TO DI SPLAY SEQUENCE ***

L11 787 ANSVWERS REG STRY COPYRI GHT 2002 ACS
IN  DNA (human tunor necrosis factor receptor 6a cDNA plus flanks)

(9Q)
SQ 1077
V- Unspeci fi ed
c MAN

*** STRUCTURE DI AGRAM |'S NOT AVAI LABLE ***
*** USE 'SQD' OR ' SQ DE' FORMATS TO DI SPLAY SEQUENCE ***

HOW MANY MORE ANSWERS DO YOU W SH TO SCAN? (1):0
=> S L11 AND PROTEI N FS

1306197 PROTEI N FS
L12 380 L11 AND PROTEI N FS

=> FI LE HCAPLUS

(continued on next page)
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=> S L12
L13 306 L12
=> DHS
(FILE ' HCAPLUS' ENTERED AT 14:30:42 ON 27 MAR 2002)
DEL HI STORY
DEL SELECT

FI LE ' HCAPLUS' ENTERED AT 14:50: 52 ON 27 MAR 2002
E TUMOR NECROSI S FACTOR RECEPTOR/ CT

E E1+ALL
DEL SEL
E TUMOR NECROSI S FACTOR RECEPTORS/ CT
E E3+ALL
L1 3157 S E23+PFT, NT
E GENETI C VECTORS/ CT
E E58+ALL
L2 25005 S E69+PFT, NT
L3 87 S L1 AND L2
L4 221553 S VECTOR OR PLASM D OR COSM D OR PHAGEM D CR YAC OR
ARTI FI CI AL
L5 12210 S TNFR OR (TUMOR NECROSI S FACTOR CR TNF) (L) RECEPTCOR
L6 485 S L4 AND L5
L7 18 S L6 AND NONI NDEXED/ FS
L8 104 S L3 OR L7

FI LE ' REG STRY' ENTERED AT 14:59:38 ON 27 MAR 2002
E TUMOR NECRCSI S FACTOR RECEPTOR/ CN

L9 102 S TUMOR NECROSI S FACTOR RECEPTOR?/ CN

L10 889 S TNFR OR (TUMOR NECROSI S FACTOR OR TNF) (L) RECEPTOR

L11 787 S L10 NOT L9

L12 380 S L11 AND PROTEI N FS

FI LE ' HCAPLUS' ENTERED AT 15:01:25 ON 27 MAR 2002

L13 306 S L12
Recall L2 and L4 are the “ genetic vector”

=> S L13 AND (L2 OR L4) concept records. Many of these 74 records
may only be indexed to a CASRN for a

L14 74 L13 AND (L2 OR L4) specific biomolecule rather than a controlled

term for the class of substances.

= DSCANTI HT

L14 74 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS
TI Adeno- associ ated virus expression vectors carrying genes for
ant agoni sts of tunor necrosis factor (TNF) for use in the treatnent
of TNF-associ ated di sorders
TI Adeno- associ ated virus expression vectors carrying genes for
ant agoni sts of tunor necrosis factor (TNF) for use in the treatnent
of TNF-associ ated di sorders
IT Adeno-associated virus
(CWr TNFR- Fc (reconbi nant), gene for soluble TNF receptor anal og
on; adeno-associ ated virus expression vectors carrying genes for
ant agoni sts of tunor necrosis factor (TNF) for use in treatnent
of TNF-associ at ed di sorders)

(continued on next page)
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I mmunogl obul i ns
RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIQOL
(Bi ol ogi cal study); PREP (Preparation); USES (Uses)
(GL, fusion products with TNF receptor; adeno-associated virus
expressi on vectors carrying genes for antagonists of tunor
necrosis factor (TNF) for use in treatnent of TNF-associ ated
di sorders)
Tunor necrosis factors
RL: ADV (Adverse effect, including toxicity); BIO. (Biologica
study) (adeno-associated virus expression vectors carrying genes
for antagonists of tunor necrosis factor (TNF) for use in
treatment of TNF-associ ated di sorders)
Cartil age
Li ganent
Synovi al nenbrane
Tendon
(admi ni stration of adeno-associ ated virus gene therapy vector
to; adeno-associated virus expression vectors carrying genes for
ant agoni sts of tunor necrosis factor (TNF) for use in treatnent
of TNF-associ at ed di sorders)
Interleukin 1
RL: ADV (Adverse effect, including toxicity); BIOL (Biologica
study) (antagonists of, in treatent of inflammatory disease;
adeno- associ ated virus expression vectors carrying genes for
ant agoni sts of tunor necrosis factor (TNF) for use in treatnent
of TNF-associ ated di sorders)
Adeno- associ at ed virus
(expressi on vector; adeno-associated virus expression
vectors carrying genes for antagoni sts of tunmor necrosis factor
(TNF) for use in treatment of TNF-associ ated di sorders)
Connective tissue
(gene therapy of inflammatory di sease of; adeno-associated virus
expression vectors carrying genes for antagonists of tunor
necrosis factor (TNF) for use in treatnent of TNF-associ ated
di sorders)
Arthritis
I nfl ammati on
(gene therapy of; adeno-associated virus expression vectors
carrying genes for antagonists of tumor necrosis factor (TNF) for
use in treatnent of TNF-associated disorders)
Gene t herapy
(of inflammatory di sease; adeno-associ ated virus expression
vectors carrying genes for antagonists of tunor necrosis factor
(TNF) for use in treatment of TNF-associ ated di sorders)
Tunmor necrosis factor receptors
RL: THU (Therapeutic use); BlIO. (Biological study); USES (Uses)
(p80, fusion products; adeno-associ ated virus expression vectors
carrying genes for antagonists of tunmor necrosis factor (TNF) for
use in treatnent of TNF-associ ated disorders)
Tunmor necrosis factor receptors
RL: THU (Therapeutic use); BlIOL (Biological study); USES (Uses)
(sol ubl e anal ogs; adeno-associ ated virus expression vectors
carrying genes for antagonists of tunmor necrosis factor (TNF) for
use in treatnent of TNF-associated disorders)

(continued on next page)

Suggested Solutions/Biotechnology Searching on STN — 58



Suggested Solution 1, page 70 - continued

Interleukin 1 receptors

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses)
(type Il, as interleukin 1 antagoni sts; adeno-associ ated virus
expression vectors carrying genes for antagonists of tunor
necrosis factor (TNF) for use in treatnent of TNF-associ ated
di sorders)

156201-06-8  224331-09-3  311824-74-5  311824-75-6

311824-76-7  311824-77-8  311824-78-9  311824-79-0  311824-80-3

311824-81-4  311824-82-5  311824-83-6  311824-84-7  311824-85-8

311824-86-9

RL: PRP (Properties)
(uncl ai med sequence; adeno-associ ated virus expression vectors
carrying genes for antagonists of tunmor necrosis factor (TNF) for
use in the treatment of TNF-associ ated di sorders)

HOW MANY MORE ANSVEERS DO YOU W SH TO SCAN? (1):2

L14
TI

I T

L14
TI

I T

74 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS
Reconbi nant expressi on, sequence, and biol. and therapeutics uses of
human RTD, a receptor for Apo-2 ligand/ TRAIL
Pl asmi d vectors
(pRK5- 35663 and pRK5-35664; reconbi nant expression, sequence, and
biol. and therapeutics uses of human RTD, a receptor for Apo-2
I i gand/ TRAI L)
202220-47-1P  216858-89-8P 220163-16-6P  220999- 15-5P
RL: BPN (Biosynthetic preparation); BPR (Biological process); BUU
(Bi ol ogical use, unclassified); PRP (Properties); THU (Therapeutic
use); BIOL (Biological study); PREP (Preparation); PROC (Process);
USES (Uses)
(am no acid sequence of two isofornms of RTD; reconbi nant
expressi on, sequence, and biol. and therapeutics uses of human
RTD, a receptor for Apo-2 |igand/ TRAIL)

74 ANSWERS  HCAPLUS COPYRI GHT 2002 ACS
Cl oni ng and cDNA sequences of human tunor necrosis factor receptor
type I1-1like proteins
190281-49-3P, Protein TRl (tunor necrosis factor receptor-rel ated
nmol ecul €) (human cl one HSABH13 reduced) 205512-95-4P
205512- 96- 5P 205512- 97- 6P 205512- 98- 7P
205512- 99- 8P 205537- 30- OP 205537- 34- 4P
205705- 14- 2P 205705- 15- 3P 205705- 16- 4P
205705-17- 5P
RL: BPN (Biosynthetic preparation); BSU (Biological study,
uncl assified); PRP (Properties); BIOL (Biological study); PREP
(Preparation)
(am no acid sequence; cloning and cDNA sequences of hunan tunor
necrosis factor receptor type Il-1like proteins)

HOW MANY MORE ANSVEERS DO YOU W SH TO SCAN? (1):0

=> S L8 OR L14

L15

168 L8 OR L14

(continued on next page)
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=> S L15 AND PY>1999

L16

2060689 PY>1999
131 L15 AND PY>1999

=> D I BIB ABS HI TI ND 130

L16 ANSWER 130 OF 131 HCAPLUS COPYRI GHT 2002 ACS

ACCESSI ON NUMBER: 1991: 443508 HCAPLUS Ful | -t ext

DOCUMENT NUMBER: 115: 43508

TI TLE: Cl oni ng and expression of manmalian tunor
necrosi s
factor receptor cDNA

I NVENTOR( S) : Smith, Craig A ; Goodwi n, Raynond G ; Beckmann
Patricia M

PATENT ASSI GNEE(S) : | mmunex Corp., USA

SOURCE: PCT Int. Appl., 41 pp
CODEN: Pl XXD2

DOCUMENT TYPE: Pat ent

LANGUAGE: Engl i sh

FAM LY ACC. NUM COUNT: 4
PATENT | NFORVATI ON

PATENT NO KIND DATE APPLI CATI ON NO. DATE
WD 9103553 Al 19910321 WD 1990- US4001 19900717
W AU, CA FI, KR NO

CA 2065346 AA 19910306 CA 1990- 2065346 19900717

AU 9061781 Al 19910408 AU 1990- 61781 19900717

AU 630497 B2 19921029

ZA 9007072 A 19911030 ZA 1990- 7072 19900905

DD 297664 A5 19920116 DD 1990- 343823 19900905

NO 9200862 A 19920504 NO 1992- 862 19920304

FI 2000000833 A 20000407 FI 2000- 833 20000407 <--

PRI ORI TY APPLN. | NFO. : US 1989-403241 A 19890905

US 1989-405370 A 19890911
US 1989-421417 A 19891013
WD 1990- US4001 A 19900717

AB

IC

I T

The cDNA for mammal i an tunmor necrosis factor receptor is cloned and
expressed. The receptor can be used to regul ate the inmune
response, or can be used for detection of tunor necrosis factor or
the receptor (no data). Partial cDNAs for hunan and nouse receptors
were cloned. The hunman cDNA and fragnents thereof encoding sol uble
forns of the receptor were expressed in CHO cells and yeast.
ICM C12N015-12
ICS C12P021-02; A61K037-02; C12P021-08; GO01N033-68
3-4 (Biochemi cal Genetics)
Section cross-reference(s): 15
Pl asmi d and Epi sone
(pl XY424, soluble tunor necrosis factor receptor cDNA of human
on, expression in yeast of)
Pl asm d and Epi sone
(psol TNFR/ P6/ PSVLGS, sol ubl e tunor necrosis factor receptor cDNA
of human in, expression in CHO cells of)

(continued on next page)
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134773-88-9

RL: PRP (Properties)
(am no acid sequence and cl oning of cDNA for)

134516-50-0 134773-87-8 134773-89-0 134773-90-3

134773-91-4 134773-92-5

RL: PRP (Properties)
(am no acid sequence of and expression in yeast and CHO cells of
cDNA for)
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