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PEER-TO-PEER SOLUTIONS ON
BIOINFORMATICS APPLICATIONS

C. Guerrero, R. Cuevas, |. Martinez, A. Azcorra
Universidad Carlos Il Madrid

“ ... possible advantages derived from the usage of peer-to-peer
(p2p) technologies on DAS environments”
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input ; )
sz Streptomyces coelicolor Genome Database
output Mostrando 40 kbp de sco, Posiciones 5,031,736 a 5,071,735
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Comparison between scoSAV and SAVsco
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information hyperlinked GERP
Over proteins
Search Gene (VI )
MDM2 is cleaved by Caspase 3 (CPP32) during apoptosis after aspartic acid-361, generating a 60 kd fragment.

These findings indicate that IR-induced apoptosis involves activation of CPP32 and that this CrmA-insensitive apoptotic pathway is
distinct from those induced by (XT3 and certain other stimuli

At the end of the experiment, the whole CNS

Print version apoptotic markers (BAX, E[8F! and CPP32) a .
, Fas-induced activation of the ce ° 1
Edges in the graph CAT1, CCR1, GLC2, HAF3,

correspond to genes ; PAS14
that concur in at least 2 : NCBI Protein NP_010765

Clear model

Saccharomyces cerevisiae

a 1 ‘2 ‘ 3 phrases information hyperlinked
. Over proteins
The snfl mutation also suppresses the glucose repression defects of reg1. -+ &
Search Gene The SIP1 protein co-immunoprecipitated with SNF1 and was phosphorylated in vitro. -+ A
Here we show that Reg1 interacts with the Snf1 catalytic domain in the two-hybrid system. -+ A
Previous studies showed that Reg1 regulates the Snf1 protein kinase in response to glucose. & A
Show associations of The SNF4 protein is physically associated with SNF1 and positively affects the kinase activity. £ &
fsr::: il The Sip1 protein is known to undergo phosphorylation when associated in vitro with the Snf1 protein kinase. =+ &
Human v Genetic evidence indicated that the catalytic activity of Snf1 negatively regulates its interaction with Reg1. =+ A
Mouse | | The SNF1 protein kinase and the associated SNF4 protein are required for release of glucose repression in Saccharomyces -+ &
Drosophila |l cerevisiae.
Zebrafish Wl The SIP1 gene of Saccharomyces cerevisiae is a carbon-catabolite-specific negative regulator of GAL gene transcription and acts as a [Z] & &
C.elegans M multicopy suppressor of growth defects associated with impaired Snf1p protein kinase activity.
Arabidopsis |l We show that different sequences of Reg1 interact with Glc7 and Snf1. -+ &
S. Cerevisiae @ In two-hybrid assays, one SNF4 mutation enhances the interaction between Snf4 and Snf1. -+ &
E. Coli
u Previously, we identified SIP1 and SIP2 as proteins that interact with SNF1 in vivo by the two-hybrid system. £ &
Filter and options Previous experimental evidence had indicated that Reg1 might target Glc7 to nuclear substrates such as the Snf1 kinase complex. . &

The catalytic subunits of Arabidopsis SnRKs, AKIN10 and AKIN11, interact with Snf4 and s ress the snf1 and snf4 mutations in -+
Gene Model yeast. Y P " upp s = &
Print version Pak1 associates with the Snf1 kinase in vivo, and the association is greatly enhanced under alucose-limitina conditions when Snf1 is [ & T
Help active. .

We show that SNF4 binds to the SNF1 regulatory domain in low glucose, whereas in HO; ﬁnann ValenCla Nat Genet 2004

kinaca dAnmain nf QNE1 itcalf
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Find in this Page

Filter and options

Gene Model
Help

MYC  Myc proto-oncogene protein

UniProt P01106, P01106, P01107, Q14026
IntAct P01106

PDB Structure 1A93, 1EE4, INKP

OMIM 190080

NCBI Gene 4609

NCBI RefSeq NP_002458

NCBI RefSeq NM_002467

NCBI Accession
Homologues of MYC ... new

Interaction information for this gene IE

Interaction information for this gene [ ...
Enhanced PubMed/Google query ... New

WARNING: Please keep in mind that gene detection is done automatically and can exhibit a certain eror. Read more.

¢Myc in breast cancer,

[c-Mye: an iron oncogene].

Targeting c-myc in leukemia,
Radioimmunoassay of cmyc protein.

c-myc implicated in 1\ processing.

C-myc expression in cervical cancer,

DNA binding by the Myc oncoproteins.

c-myc amplification in ovarian cancer.

c-myc detection in bone marrow biopsies.
c-Myc as a therapeutic target in cancer.
Chromosome & includes the c-myc oncogene.
Telomeres, telomerase, and myc. An update.
c-myc hypermutation in Burkitt's lymphoma.

Immunohistochemical study of = GF and c-myc.

AAA36340, AAA59880, AAAG9881

c-myc, ¢-Myc, Transcription factor p64, v-myc

Homo sapiens

myelocytomatosis viral oncogene homolog (avian)

information hyperlinked
Over proteins

Search Gene

Show only
gene-verb-gene
relationships in graph

Show official symbols

Save/ Load

information hyperlinked Send model

Over proteins
# Clear model

Filter and options
Search Gene H Help

Panrant & Imnlamantatinn

Show overview
Find in this Page

WARNING: Please keep in mind that gene detection is done automatically and can exhibit a certain emor. Read more

[Redo graph layout]

Reciprocal regulation of gaddd5 [?] by C/EBP alpha [?] and c-Myc [?]. P
C/EBPalpha regulation of the growth-arrest-associated gene gadd45 . =
HOXB13 also suppressed the activity of natural c-myc promoter. 2=
c-myc activates RCC1 gene expression through E-box elements. -
¢-Myc in breast cancer, E'

Quantitative reverse transcription polymerase chain reaction verified mRNA changes in this group, which included gaddd5a , c-myc , cyclin D1 and cdkd =] =
. bena, cyclin G, Rb, and E2F5 .

In epidermal cells cultured with IEN-gamma supplementation, we also show by RT-PCR that there is an upregulation of the genes c-myc , p53 , -
gadd45 , dsRNA-activated protein kinase, and 2-5-oligo(A}-dependent RNase, which have all been implicated in apoptosis in other cell types.

Ectopic expression of Aurora-A up-regulates c-Myc . =
Myc represses the growth arrest gene gadd45 . =
c-Myc as a therapeutic target in cancer. 2=

If you find iHOP useful please cite as "Hoffmann, R., Valencia, A. A gene natwork for navigating the literature. Nature Genetics 36, 664 (2004)".

Find in this Page @9

Filter and options /

Gene Model
Myc induces TRRAP recruitment and 11/ =tone hyperacetylation at specific Myc-activated genes in vivo. £

Developer's Zone

Help In addition, Myc ited TRRAP to chromatin with a role for this cofactor in histone acetylation. =+
The essential cofactor TRRAP recruits the histone acetyltransferase hGCNS5 to c-Myc. =+
MYC associates with TRRAP, a subunit of distinct macromolecular complexes that contain the HATs GCNS/PCAF or TIP60. E. &
FIR repressed a c-myc reporter via the FUSE. -+
Myc represses the growth arrest gene gadd45. -+
c-Raf kinase binds to N-terminal domain of c-Myc. E.
Ectopic expression of Aurora-A up-regulates c-Myc. .

[

Thus, thrombospondin-1 is a bona fide target of Myc. =
Epo rapidly up-regulated Myc protein in BaF3-EpoR cells.
Myc represses transcription of the growth arrest gene gas1.
Dominant-negative TAK1 induces c-Myc and G(0) exit in liver.

Hoffmann Valencia Nat Genet 2004
Hoffmann Valencia Bioinformatics 2005

c-myc acti RCC1 gene exp

Concept & Implementation

ion through E-box elements.

Fernandez-Gonzalez et al., submitted

Apoptotic cell death induced by c-myc is inhibited by bcl-2. o
GM-CSF [?] had no effect on the half-life of c-myc messenoer RNA, -+
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???update humans mice Drosophila zebrafish C.elegans
Relevant docs (RD) 30760 7357 12711 119 170
(Goldstd. LocusLink)
RD: Recall (%) 843 76.6 79.6 74 95.3
Nr of gene-article 36816 8471 27994 147 279
references (GA) (Goldstd.
LocusLink)
GA: Recall 26327 5639 14495 105 251

call (%) 71.5  66.6 51.8 71.4 90

ene localisations 403 381 438 360 597
(GL) (Goldstd. manual)
GL: True positives (Goldstd. 351 354 409 352 584
manual)
GL: Precision, exact 87.1 92.9 93.4 97.8 97.8
localisation (%)
F-measure (%) 785 77.6 66.6 82.5 93.7
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- <iHOPsymbollnfo>
- <iHOPsymbol symbol—"BRCAl " id="86781" oxrganism="Homo sapiens" organismId="1" name="breast cancer 1, early onset">
BRCAI</s
<‘ymnym>Bleast cancer type 1 susceptibility protein</synonym=
<synonym>IRIS</synonym>

PSCP<Isy

<vy1wnym>RING ﬁngel pmtem 53</synonym>
<synonym=>RNF53</synonym=>
<homolog symbol="Brcal " id="119729" erganism="TIus musculus"/>
<dblink dbNamespace=" 672"
<dblink dbNamespace=
<dblink dbNamespace="NCBI_REFSEQ__ TRANSCRIPT" dhId="NII_007296">
<dblink dbNamespace="NCBI_REFSEQ__TRANSCRIPT" dbId="N11_007302"/>
<dblink dbNamespace="INTACT __ID" dbId="P38398"/>
<dblink dbNamespace="UNIPROT __ AC" dbld="0Q92897"/>
"UNIPROT__AC" dbId="QG64FIZ3"/>
<dblink dbNamespace="NCBI_GENBANF__AC" dbld="AAM18219"/>
<dblink dbNamespace="NCBI_GENBANI_AC" dbld="BC062429" >
<dblink dbNamespace="UNIPROT__ PRIMARY_AC" dbId="P38308"/>
<dblink dbNamespace="NCBI_OMINM_ MIM" dbId="114480"/>
<dblink dbNamespace="NCBI_OMIM_MINM" dbId="113705"}>
<dblink dbNamespace="PROTEIN_DATABANK._ PDB_ID" dbld="10QA"/>
<dblink dbNamespace="PROTEIN_DATABANK.__PDB_ID" dbld="1T15"5>
<dblink dbNamespace="NCBI_REFSEQ_ PROTEIN" dbld="NP_009237"/>
<dblink dbNamespace="NCBI_REFSEQ__PROTEIN" dbId="NP_009236">
</[iHOPsymbol>
+<evidenceList></evid
<AHOPsymbollnfo>
- <iHOPsentence sentenceNumber="4" pmid="0609997" iHOPpmid="1471529" jowrnallmpact="1 6850">
Exanuning the entire coding sequences as well as exon-intron boundaries of both genes by
—<iHOPatom>
<Me SHLink term="Polymerase Chain Reaction" iHOPmeshld="233" meshld="E 393620 500"/>
polymerase chain reaction
<AHOPatom=>
(
- <iHOPatom>
<Me SHLink term="Polymerase Chain Reaction" iHOPmeshId="233" meshld="E.393.620.500"/>
PCR
<HHOPatom>
) single-strand conformation polymorphism (SSCP) and multiplex-SSCP analysis, we identified possible disease-causing alterations in
- <iHOPatom>
<evidence symbol="BRCA1" id="36781" organism="Homo sapiens" organismld="1" confidence="37"/>
BRCAL
<HHOPatom=>
among

List>

iIHOP web services

http://'www. thop-net.org/UniPub/iHOP/webservices.

BRCA1 breastcancer1, early onset BRCAI, Breast cancer type 1
susceptibility protein, IRIS, PSCP,

RING finger protein 53, RNF53

Homo sapiens

UniProt
IntAct
PDB Structure

oMM a
NCBI Gene 672

NCBIRefSeq  NP_009237, NP_009
NCBIRefSeq  NM_007296, NIM_00

NCBI UniGene
NCBI Accession

Homologues of BRCA1 ...
Definitions for BRCA1

8219,BC062429
new

Enhanced PubMed/Google query .. new

WARNING: Please keep in mind that gene detection is done automatically and can exhibit a certain eror. Read more about synonym

ambiguity and the iHOP confidence value o,
Find in this Page (9
/,;

Examining the entire coding sequences as well as exon-intron houndaries of both genes by polymerase chain
reaction (PCR) single-strand conformation polymorphism (SSCP) and multiplex-SSCP analysis, we identified
possihle disease-causing alterations in BRCA1 “r among affected members of 15 families and in BRCA2 r in
another 14 families.

BRCA1 .r may also enhance chemaosensitivity and repair of DNA damage through binding to and coactivation of &
p53 . o

The protein encoded hy BRCA1 .r interacts in vivo with the BRCA1-associated RING domain (BAF D
protein.

Developmental expression of Brca2 [?] e r
differentiation in multiple tissues.

=

'is associated with pre

The RAD51 wr 135C allele was det RCA1 s carriers. -+
Howeve
mar’

Symbol Definition

¢ Sentences

Fetch of

Analyzed and
Gene Symbol Enriched
Disambiguation Abstracts

information hyperlinked
Over proteins

Basic Symbol
Information

Symbol Interaction
Sentences

JM Ferndndez, R Hoffmann
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Spindle protein classification

481 relevant articles
(Positive) +

481 random articles
(no terms, negative)

As features used for )

the categorization tool,
tokenized words were

Spindie Article Spindle gene/protein|
Detection finding & normaliza-
tion
\.Constmcuon of Spindle Protein
normalization

relevant training article

i

“Fold ercas validation,

considered, after stop Generste festure word Organism tagging ]
word removal dictionary :
>
* Protein mention re- Calculate article
cognition based spindle protein
Train SVM document score
categorizer
* Protein ranking (by
>16 x10* articles PubMed Spindle spindle score)
Bibliome * Protein-artide asso-
A total of 525,091 ) ciations.

PubMed entries with *Protein to keyword

abstracts have been associations

classified as Spindle Classify

body relevant (**) whole PubMed To UCL

database | for integration

Improvements
“High-recall dmdmbmlhdmm)
Ampecvamant in mantion and scrmalzation (using etemal databases as GeneSank). Seme
Admpeove spndie keyword term detection, “Smed
Admpeove tarm scorng. Mot
“Regenerate the bibiome of spindle body artides with SUM (using better features selection strategy ). The €
“Comperison of the Pesitive with potential set scores (for ning cut off). (Prec:



Sauer et al. Proteome analyses of the human
mitotic spindle. Mol Cell Proteomics.(2005)

IHOP interactions: interactions extracted
Original data From literature

I uppdata - Openoftice.org caic Smm
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Sum mean score distribution
900.0000 [t [ ———— e e e )Y, ]
li§ results sorted - /home/arojas/ENFIN/finaldocs/iHOPinteractions/ =
800.0000 4 File Edit Search Preferences Shell Macro Windows
700.0000
Help
° H
g o] RANK SWISSPROT D SCORE REVISION B P55735 SECL3_HUMAN 0.0833 0.0334 0.1168 |
2 5000000\ 1 | GCP6_HUMAN | 701.74 Y B Q9BYG3 MK67I_HUMAN 0.0488 0.0414 0.0902
3 2 | CASC5_HUMAN 312.84 Y B 043818 U3IP2_HUMAN 0.0417 0.0035 0.0452 J
ol o PG onrama S s e By Edu Leon
3 3000004 4 |NOCSLHUMAN| 17747 Y B Q96G21 IMP4_HUMAN 0.0278 0.0104 0.0382 y
1 5| SMC4_HUMAN 169.77 Y B 092621 NU205_HUMAN 0.0272 0.0573 0.0845 -
2000007 | @, B Q8NIF7 NUPI3_HUMAN 0.0268 0.0600 0.0868 David de Juan
6 |CEBPZ HUMAN| 12106 Y
100.0000 4 ~—TFRAP FUVAN e = B P49167$% Rs9§HUMAN g 8%82 8.%%376 8'8?23
@ ! : B Q9UH ABC3B_HUMAN . .
00000 = = | MGN.HUVAN | 11546 v B 675955 FLOT1_HUMEN 0.0206 0.0332 0.0538 Jose M Fernandez
Target proteins 9| SMCZ_HUMAN 10745 Y 4 W 099567 NUP88_HUMAN 0.0155 0.0230 0.0385
o RNPc2 AuMaN | 10627 v B 013206 DDX10_HUMAN 0.0150 0.0301 0.0451
) o , 2 : + —Q9NTJ3 SMC4_HUMAN 0.0139 0.0436 0.0576
Figure 1. Distribution of the protein scores based on the average keyword 11| IPO7_HUMAN 103.91 Y B NC51 E mmmvam A 'n104 _a‘aape _ppeog 04
scores in the articles where a given protein appeared. 12| CTRO_HUMAN 100.32 Y B Q05379 [ERIEN & examples (modified) - home/arojas/
13 | LAP2A_HUMAN 04.15 Y B P55854 SUMOJ File Edit Search Preferences Shell Macro Windows Help
4 | LAP2BHUMAN | 9415 Y g gggggg gg;‘g{gggiézgéémess? Prot (A): P49792 Pmid: 11248054 A
- 15 [ MPP10_HUMAN 87.21 Y B P62906 RL10JWe found that a set of cytoplasmically oriented nucleoporins, including NUP358,
SVM Scor’ng based on 6 | PWP1 HUMAN 8555 Y B P31943 HNRH]NUP214, NUP88, and p62,assembled inefficiently into nuclear pores of NUP98-/- cells.
77 | PRPIO._HUMAN | 8523 Y B 043175 SERR] V/Sentence”
- = - B Q00839 HNRPU Prot (B): Q99567 Prot(A): P49792 Pmid: 14993277
Keyword scorin T A o 7w R 1 o _
y g 70 [NUPG8_HUMAN | 7651 % B P30050 RL12] Hers we show that Nupss localizes midway between NupdSS and Nup2ld a
20 | SAMES_HUMAN 7483 Y g g%%gz ﬁﬁg </Sentence> :
| Prot (B): Q99567 Prot(A): P49792 Pmid: 14993277
Table 1. Ranked list of the top scoring potential spindle proteins based on the sum rive <Senten
H H Nup88 and Nup2l4 showed an interdependence at the NPC and were not affected by the
By Martln Kr'alllnger' The last column corresponds to the manual classification of the top ranking proteins accordlng sbsence ot Wup3s.
</Sentence>
to a revision of the corresponding SwissProt records. Y: records provides positive evidence in )
f f having an association to spindle proteins, U: neither positive nor negative evidence found SECR{She $P99C7 Frovn): FASTIZ Enid: 14593277
avor o X g p X p N p ; g ! RNA interference of either Nup88 or Nup2l4 in human cells caused a strong reduction
N: negative evidence found of not being a spindle related protein. of Nup358 st the NE.
</Sentence>
Prot(B): Q99567 Prot(A): P49792 Pmid: 14993277
<Sentence>
These data indicate that Nup88 and Nup2l4 mediate the attachment of Nup358 to the NPC.
</Sentence>
Prot(B): Q99567 Prot(RA): P52948 Pmid: 12589057
<Sentence
Additionally, we find that the pore-targeting domain of Nup98 interacts directly with the
cytoplasmic nucleoporin Nup88, a component of the Nup214, Nup88, Nupb2 subcomplex.
</Sentence>
Prot (B): QINTJI3 Prot(RA): 095239 Pmid: 15148359
<Sentence> L |
DNMT3B co-purifies and interacts, both in vivo and in vitro, with several components of
the condensin complex (hCAP-C, hCAP-E and hCAP-G) and KIF4A.
</Sentence>
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. Distributed Annotation . Why DAS in BioSapiens?

gxternal Contributors Database providers . Positives:

Server Coordinate Server « Established and working now
[— 5."“°'"‘°“'53k’“ .
[ = == —|| ——— « Simple
[ |

A%"T@“’" """""" T = o= + Good fit with many annotation sites
(you) and fewer display/viewing sites

* No need for highly centralised

Server | <ml control
[ = |
Viewer Users * Negatives:
| o Y—xs * Not semantically rich
xml = o — Can extend with DAS/2 or other
- mechanisms
e , - ‘;Fx‘n‘::l l::‘:llll[ll\l m
- ‘ -
DAS extensions Genomic DAS
* Protein DAS

— Provide features in protein \ elor.troce 5 ETI gLy L —— Py
coordinates DliCcontige) ; : -

- k£ glovar_sts 0 i] 1 ] q
— Can handle Un |prot/RefS eq b otovar_troce S50 TN sawmum-m:@‘goé'}utn_ﬁ;“:ga'&msgg:eﬂmf-‘qia@ugmmu

- [} O oo | [T
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The BioSapiens-sponsored project
concentrated on the protein coding loci and in
particular on the alternatively spliced products.

7 BN
Bioinformatics Unit

This work is part of the BioSapiens efforts for
the annotation of the human genome

)Desigh

ENCODE Data
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IUpdaled Data from the PDG - Summary Pages also in the Right Bar | 'nl;‘i::‘sl:;yﬂlosapleﬂs Sp I Ice Varl ants We re an notated by the

 The primary sequerces from 33 loci are not n the human sequence databases. “PDG Michadl Tress [

I L | F— Havana Group as part of the GENCODE

@ 587 sequences find at least one PDB template structure with BLAST.  Institute of Enzymology - Laszlo
® 269 of the 409 altemate iscforms split PFAM Domain

1s by insertion of deletion. Patthy

consortium.

Institute of Enzymology Predictions

This complete set of splice variants allows
us to pose interesting questions,
particularly whether the gene products
would fold into functional proteins.

1 Data Pages from the PDG

67 Encade proteins are listed where at least 40% of a domain is missing.
! Summary Pages
- MisPred Predictions

- Main Summary Page

EBI Prediction Data - Best Hurnan, Mouse and Zebra

- GO Functional Terms

PDBsum, exons, functional residues, medel structures and preliminary analysis using ProFunc.
- Results from Janet Thomton's EBI Group

- ProFunc Analysis

[ cBs Prediction Results

31 loci have transcripts with variation in predicted signal peptide. 47 loci vary in propeptide prediction

- SignalP, TargetP, TMHMM, NetNGlyc, NetOGlyc, ProP, NetAcet, NetNES, NetPhos Predictions

- with links to annotations

- Human Hornolog
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* Structure Function Pipeline.

X = Qe I R

% & From this page you can submit your own structure or analyse an existing PDB entry.

Enter Details:

Email Address: |G

NCBI Taxon ID: [N OR Species Name: NG

If you want to see the NCBI tax IDs click

Select Option:

Upload PDB-format file: Browse...
Key to map: or

S

by § o Lo
QUEUED RUNNING COMPLETED FAILE © Get existing PDB file  PDB code: il

Some of the methods take minutes to run; others take hours. You will be notified by e-mail when
the entire process is complete, but can check on preliminary results as they become available.

E-mail to:- James Watson waison@ebi.ac.uk

‘Utilises SOAP interfaces to simultaneously access:
» ProFunc (EBI, Hinxton, UK)
» CATH (UCL, London, UK)
» FUNcut (CNB, Madrid, Spain)
» STRING (EMBL, Heidelberg, Germany)

Structure to Function Pipeline - running
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Pipeline results for Uploaded structure

Profunc Results

Sequence motifs

W InterPro scan for sequence motifs. Chain A
8 motifs matched in scan against PROSITE, PRINTS, PFam-A, TIGRFAM, PROFILES and PRODOM motifs
Type Moti Name
1.22? G3D.3.40.50.300 no description
2. ScanRegExp PS00039 DEAD_ATP_HELICASE
3. superfamily SSF52540 P-loop containing nucleoside triphosphate hydrolases
4. HMMSmart  SM00487 no description
5. HMMPfam PF00270 DEAD

... pius others

InterPro scan for sequence motifs. Chain B

10 motifs matched in scan against PROSITE, PRINTS, PFam-A, TIGRFAM, PROFILES and PRODOM motifs

Type Motif Name
1. HMMSmart SM00487 no description
2. HMMSmart SM00490 no description
3. ScanRegExp PS00039 DEAD_ATP_HELICASE
4.2?27? G3D.3.40.50.800x2 no description
5. HMMPfam PF00270 DEAD

... plus others

Matches to the Superfamily HMM library
9 Search of sequence vs Superfamily HMM library. Chain A

1 motif matched in scan against the Superfamily HMM library
Residue range(s) Motif Superfamily name
1.20-221 52540 P-loop containing nucleoside triphosphate hydrolases

T DNA-binding templates.
No hits obtained from any of the 1386 DNA-binding templates.
== Reverse template comparison vs structures in PDB.

20 significant hits out of 1190 auto-generated templates.
Score Template PDB Name
1060.000 TMP0O1059 1fuu Yeast initiation factor 4a
989.000 TMPO01059 1qde Crystal structure of the atpase domain of translation initiation factor 4a from saccharomyces
cerevisiae-the prototype of the dead box protein family
897.000 TMPO00259 1fuk Crystal structure of the carboxy terminal domain of yeast eif4a
562.688 TMPOO676 1t5i Crystal structure of thE C-terminal domain of uap56
648.875 TMPO00038 1hv8 Crystal structure of a dead box protein from the hyperthermophile methanococcus jannaschii
.. plus others

[N

opw

Generated ort Fri 20 Jarn 2006
CATH database

CATH results for blast scan:

PDB Code ot Sequence | Evalue of
of Match Description Identity | the Match

Gene regulation Translation initiation factor 4a. Chain: a. Fragment: n-terminal domain, residues 9-232.

1qde = o - 81.517 2e-65 5e-65)
ynonym: eifda. Engineered: yes
Lruk Transiation Eukaryotic initiation factor 4a. Chain: a. Fragment: carboxy terminal domain (residues 202322 161
230-394). Synonym: yeast initiation factor 4a, eif4a Engineered: yes
Prwy RN A binding protein Putative atp-dependent RN A helicase mj0669. Chain: a, b. Synonym: dead box P te18  |se1o
helicase. Engineered: yes
1qou RINA binding protein Bstdead. Chain: a, b. Fragment: n-terminal domain. Engineered: yes 34.444 de-11  Se-11
1072 Isomerase Glutamate racemase. Chain: a. Ec: 5.1.1.3 25.773 0.22
Tayx Hydrolase Glucoamylase. Chain: null. Engineered: yes 26.984 0.67 1.4
1£69 Oxidoreductase Saccharopine reductase. Chain: a. Engineered: yes 28.571 0.88 1.8
1ngé Structural genomics, unknown function Hypothetical protein yqey. Chain: a. Engineered: yes 23.529 1.1
1g8y Transferase St protein kinase. Chain: a, b. Fragment: skyl pdeltan(137)deltas. Engineered: yes 45833 2.0 4.1
Tckv Hydroxylase regulatory protein Protein b. Chain: null. Biological_unit: monomer 29.787 33 7.0
1d7u Lyase 2,2-dialkylglycine decarboxylase (pyruvate). Chain: a. Synonym: dgd. Engineered: yes 52.381 57
1j5p Oxidoreductase Aspartate dehydrogenase. Chain: a. Engineered: yes 33.333 57
Transcription regulation Sacy. Chain: a, b. Fragment: RN A binding domain, residues 1 - 55. Engineered:
1aum yes. Biological_unit: dimér. Other_details: n terminal region of the sacy protein. The structure is a 23.404 7.0

Stmmatric dimar in sAhition

Alfonso Valencia
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S i MaDas Web Interface MaDas allows

e users to add, edit, or
/l'é\rwo?&

MaDas remove self

Annotate your sequence

Version 0.5 (For testing purposes only). Fe:\lure’ | generated Sequence
Welcome Guest !!! ; annotations

Funded by

MaDas is a manual sequence annotation system.

Type* IPi:k one ... ~
The general purpose is to provide users with a simple tool to store user seli-generated sequence annotations in either a local or public repository. The system is based on the IO
; ? renter some new type ..
DAS (Distributed Annotation System) technol and is composed by two modules: a DAS annotations server and a DAS client. The current version (0.5) allows the users Y
toannotate both genomes and proteins. In addition, the FunCUT generated annotations and the Ensembl and UniProt DAS information are also disphayed. Category |
- N y

You need to register to use it. For more information check out the HELP page.

: Allows to upload
stions from users are very wekcome! So, go ahead and e-mail me here. . m u Iti p I e a n n Otati O n S

st |1 End*  [g797
Type the protein name or the accession number

Forsr Lsubmtqusy o [ from a file.

. Orientation® |0
Overview <

This s a testing version. Therefore comments and su

Phase® |-
Sequence lenglth ﬂ
1k 2k 3k 4k Sk Bk 7k 8k

Details window Eositinn

Provides a security

Note t b d
Region from 1108797 bp is showed in the detail window ’ SyS e m a S e O n
Details ri3 * £3 s o & * o ULz | p rOJ e Cts . T h e

HaDas:Pfans name

Exanple

widowsie [0y | — annotations could be

PROSITES S I I
* Click on the annotations to perform | SINEL HUANCH_27_13¢ Some description | PERT-2703.2803 SYNEL_HUMAN_SPEC_REPEAT 59356024 Start End .
Description: CH; Status: True Positive EPEAT; Status: True Positive Description: SPEC_REPEAT; Status: True Posi u IC Or On
SYNELHUHACTININ2_106.130 ;:: SPEC_REPEAT_3143_3240 SYNELHUH_SPEC_REPEAT_65%8 6640
1k 2k | Description: ACTININ EC_REPEAT; Status: 1| Group

Status: True P prop SPEC_REPEAT; Status: True Positive  Description .
SINEL_HUMAN_CH 175253 g o == REPEAT 28152907 SINEL_HUIAN_SPEC_REPEAT_6043_6151 Name Type
Description: CH; Status: True Positive Description: SPEC_REPEAT; Status: True Positive Description: SPEC_REPEAT; Status: True Pos: aval a e Or e
SINEL HUMAN_SPEC_REPEAT_587_660 SINEL_ HUIAN_SPEC_REPEAT_3766.3655 SYNEL_HUMAN_SPEC_REPEAT_6994)
n Description: SPEC_REPEAT; Status: True Positive ipt _REPEAT; Status: True Positive Description: SPEC_REPEAT; St H
YN AT_14; 3 PEC_REPEAT_d: X ( ; I I I I I l
COILED SINEL_ HUMAN_SPEC_REPEAT_1416_1535 SfNEL_HUEN_SPEC_REPEAT_4963.5038 SiNEL_Huren Group Note ro e e e rs .
SYNEL_HUMAN_COILED_327_347 Description: SPEC_REPEAT; Status: True Positive Descriptio C_REPEAT; Status: True PositiveDescription
B . | 327

SINEL_HUIAN_SPEC_REFEAT_1632.1723 SYNEL_HUMAN_SPEC_REPEAT_5190_5281 SYNEL_H

Group |

SYNEL_HUNAN_COILED 433.46 Blecription: SPEC_REPEAT; Status: True Positive  Dbscription: PEAT; Status: True Positive bescri
SYNE1_HUMAN_SPEC_REPEAT_1735_1782 SYNE1_HUMAN_SPEC_REPEAT_5497_5593 5
SYNE1_HUMAN_COILED_625 ] i e I . o e = i = =
i Bescription: SPEC_REPEAT; Status: True Positive Bescription: SPEC_REPEAT; Status: True 5 K Submit Annotation
o - - - %‘NEi,HUNRN,SPEC,REPERT_2435_2569 E\IINEl_HUHRN_SPEC.REFERT_6765_GSE
Description: SPEC_REPEAT; Status: True Positive Descriptinn: SPFC PFPFAT atud

SYNE1_HUMAN_SPEC_REPEAT_3251_3350 SYNE1_F . .
e s o - Annotation details

cription: SPEC_REPEAT: Status: True Positive if

Provides an
B s e B interface to manage

SYNEL_HUNEN_SPEC_REPEAT_3465.3539 Reference

Description: SPEC_REPEAT; Status: True Positive Feature Name Type Category Method
SYNEL_HUIMAN_SPEC_REPEAT_3572_3670 Sequence

projects, users and

SYNEL_HUIAN_SPEC_REPEAT_3892.3951

riptio PE( PEAT; Status: True Positive I I t f
B o e QsNFo1 SYNE1_HUMAN_Spectrin_7022 7127 Pfam CO eC IO n S O

Pfam
iption 3 Status: True Positit
SYNE1_HUMAN_SPEC_REPEAT_4535_4630

.

o

Description: SPEC_REPEAT; Status: True Pos .
SINEL HUMAN_SPEC_REPEAT 56

Description: SPEC_REPEAT;

Sequence

Pfans
SYNEL_HUMAN_CH_29.13¢ SINEL_HUMAN_Spectrin_3173.3277 SNEL_HUMAIL IV ssa srioons e

Alfonso Valencia
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Results Info
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File Edit ¥iew History Bookmarks Tools Help —
P53 ~

nor antigen pS3 Tumor suppressor pS3 Phosphoprotein pS3 Antigen NY-CO-13
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Cancer And Related Genes Online

Literature Mining

Disease Info

Transcripts Annotations
p = | I —

3D Coding SNPs

Protein Interactions o
3] Examples O ¢ e e e
¥ Search + TEXT

Example: PS A
i * T — ALLELIC VARIANTS
249: R->S
3 Cancer Candidate o J— +00071:LI-FRAUMENI SYNDROME 1 [TP53, ARG248TRP]
243R~S v |G 1Tup(ae2sg v | O + :LI-FRAUMENI SYNDROME 1 [TP53, GLU258LYS]
+ :LI-FRAUMENI SYNDROME 1 [TP53, GLY245CYS]
SHOW many_l, +0 :LI-FRAUMENI SYNDROME 1 [TP53, LEU252PRO]
tructures?
+ :TP53 POLYMORPHISM [TP53, PRO72ARG]

HEPATOCELLULAR CARCINOMﬂ[TP53 ARG249SER] l

Coding SNP’s?

=T PSS in hepatoc

lular carcinomas isee 114550) from

factars. Eight of 15 tumars had a peint mutation at the third base pasition

Is any allelic
variant a

T mutation at codon 249 led to a change from arginine to serine (ACGS to

Tk

coding SNP? cighth were iHop Bl
Sentences that define the Gene
Where in PDB? o ~
Deletions of 3p21 and TP53 in bladder cancer
v
Any disease Publifed 12550757
as_souat_ed to | Ewidence for another tumor suppressor gere at
this variant? 17p13.2 distal to TPE3 in hepatocellular
carcinoma. e e
: | Carcinoma,
Wh‘—f]t 1S 5 F“bl\ml‘d 12521 Hepatocellulay
published? Mo changss in the mRNA or protein level of TR53
and B5 could be detected.
v
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Cellular tumor antigen p53 Tumor suppressor pS3 Phosphoprotein p53 Antigen NY-CO-13 e . . . y
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Literature Mining SeononOLaLsto Informatlon dlgeStlon

Disease Info
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iHop OMIM FunCut SNP 3D Intere
3D Coding SNPs
Protein Interactions
> Cancer Candidate
9 Search EMSEMBL ID: ENSG00000141510
[ SYNOMYM NAMES: P53, TPS3
Example:

~ p7€hu an

tbp hu [ rcSO‘nan
iHop = |4 X

ENS .Jyrnrurnrnill.ll 10

Interaction with other gene symbols

>
-
Publ@ed 2338106 o -
Cell culture studies have clearly demonstrated \
that TP53 can induce and BCL2 can suppress 1buws -

apoptosis in response to various stimuli.

publed 10363376 II]

ise of evidence that several genes are involved in
Incer, including TPS3 (191170), CDKN2A (500180),
), and TGFBR2 (190182). Kawakami et al. (

omatous polyposis coli (APC; 175100) gene was

Tp53 protein may be inactivated by the binding
of the MDM2 protein.

I ponlMog 12599882 yi ) ) )
TIYPETTE Ty Id (80 11T WMoTs of most or el patients with primary esophageal adenocarcinoma.

Ishii et al. (1999) found mutations in the LZTS1/F

4 a tumor-speci
of heterozygos  Transcript Annotations from P53 gene

A t tations
I l l " ' l I' . l " I List of transcripts (order-numAminoAcids):

-+

47: P->S
(180200) have I a
SNP: o Structure: o n et al, 1991). B Consensus annotated description: Cellular tumor
- * . -
L 47F->S ) | 1XQH (363-374) 5 it flow cytomet antigen p53 (Tumor suppressor p53)

(Phosphoprotein p53) (Antigen NY-CO-13)

B Closer protein in the family: P04637
|
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