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O que é a Propriedade Industrial
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The project Esp@ceNet was started in September 1998 on the Internet, and is a site for questions about invention patents of the last 2 years of all the countries of European Patents.

Esp@ceNet is a free service that provide you with answers to questions like:

· What is my competitor doing?

· Who owns this patent?

· What is new in my field of technology?

The aim of Esp@ceNet  is to provide users with a readily accessible source of free patent information and to improve the awareness at national and international level, in particular among small and medium-sized enterprises, of the kind of  information that is accessible to the public.

Patents reveal solutions to technical problems, and they represent an inexhaustable source of information: more than 80% of man’s knowledge is described in patent literature.
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Search Option: 
Quick Searches 
Content: 
Quick Searches enable you to perform a variety of searches directly from the esp@cenet home page. The Quick Search options are: 

1. Simple Text Quick Search 

2. View a Patent Quick Search 

3. Company Name Quick Search 

Quick Searches are performed in the esp@cenet database which contains the data of patents worldwide. 

Result: 
The result of a Quick Search can consist of bibliographic data, full text (HTML), images and the full content of the document (in facsimile mode), whichever is available. 

Coverage: 
The database contains information from patent applications published in over 50 countries (and regions) worldwide. The exact nature of the coverage is dependent both on the country and the time period. 

Search Option: 
Text Quick Search 

Content: 
This option enable you to quickly perform a keyword search from the esp@cenet Homepage. 

It provides a single input field for entering keywords, which are searched in the database containing the data of patents worldwide. 

Result: 
The result of a simple Text Quick Search can consist of bibliographic data, full text (HTML), images and the full content of the document (in facsimile mode), whichever is available. 

Coverage: 
The database contains information from patent applications published in over 50 countries (and regions) worldwide. The coverage of the simple Text Quick Search depends both on the country of publication and the time period. This is described further described on the help page 

Search Option: 
Patent Quick Search 

Content: 
This option enables you to quickly retrieve a single patent of which you know the Publication Number (11). It provides a simplified form for searching for a single patent application in the database containing the data of patents worldwide. 

Result: 
The result of a Patent Quick Search can consist of bibliographic data, full text (HTML), images and the full content of the document (in facsimile mode), whichever is available. 

Coverage: 
The database contains information from patent applications published in over 50 countries (and regions) worldwide. The coverage of the Patent Quick Search depends both on the country of publication and the time period. This is described further described on the help page 

Search Option: 
Company Quick Search 

Content: 
The Company Quick Search option enables you to investigate the patent collection of an organisation (company, university etc.). For instance, you can use this Search Option to investigate the patent publications of your competor 

It provides a simplified form for entering the name of an Applicant (a person or an organisation), which is searched in the database containing the data of patents worldwide. 

Result: 
The result of a Company Name Quick Search can consist of bibliographic data, full text (HTML), images and the full content of the document (in facsimile mode), whichever is available. 

Coverage: 
The database contains information from patent applications published in over 50 countries (and regions) worldwide. The coverage of the Company Name Quick Search depends both on the country of publication and the time period. This is described further described on the help page

About: 
Extended Search Options 

Content: 
A search using esp@cenet starts at the esp@cenet home page of one of the participating countries. From here, Patent documents can be searched by means of a number of options. The search options which are available from the esp@cenet homepage are: 

Category 1: 

4. Search in the most recent 24 months of National Patent publications.. 

5. Search in the most recent 24 months of National Patent publications from any other participating country. 

6. Search in the most recent 24 months of Patent publications from the European Patent Office (EPO - EP publications) . 

7. Search in the most recent 24 months of Patent publications from the World International Property Organisation (WIPO - WO publications). 

In each of these cases it is possible to search for bibliographic information that is published on the front page of a patent document, including the title of the document in its original publication language. 

Category 2: 

1. Search in patents published worldwide. 

2. Search in Japanese patents. 

In each of these cases it is possible to search in the same bibliographicdata as for Category 1 above, and in titles and abstracts of the documents in the English language. 

Selecting any of these links will present the corresponding search form for entering the search criteria for the chosen search option.. 

About: 
Performing a Search 
Content: 
Searching in esp@cenet involves a number of steps: 

8. From the esp@cenet homepage select Search Option you want to use. This will call up the corresponding Search Form. 

9. Enter your search criteria in the input fields of the Search Form. Every search field is accompanied by a Help button, which will provide you with direct instructions on the use of that particular search field. 

10. Press the Search button to initiate the search. 

If the search criteria you have entered have the right format, you will obtain Results Page as response. If, for any reason, the system is not able to process the search criteria, an error message will be displayed instead. 

For more information about performing searches in esp@cenet, see the sectionSearch Basics of the Help pages. 
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FIELD OF THE INVENTION


[0001] The present invention relates to a human STAT3 allelic variant, the cDNA sequence encoding it, its use in therapy and/or in diagnosis of autoimmune and/or inflammatory diseases, as well as pharmaceutical compositions comprising it. 


BACKGROUND OF THE INVENTION


[0002] Signal Transducer and Activator of Transcription (STAT) proteins are a new class of intracellular transcription factors which play an essential function in the cellular responses to cytokines (Stahl et al., 1994; Gouilleux et al., 1995; Azam et al., 1995; Tian et al., 1994; May et al., 1996; and Iwatsuki et al., 1997). 

[0003] Most of these proteins have been well characterized by sequencing, and their structure as well as the mechanism of their actions has been extensively analyzed and well documented (Wegenka et al., 1993; Akira et al., 1994; Wegenka et al., 1994; Quelle et al., 1995 ad Silva et al., 1996). 

[0004] These proteins contain SH2 and SH3 domains as well as a phosphorylation site at their carboxy-terminal region (Kapetein et al., 1996; and Herman et al., 1996). After cytokine receptor activation through ligand binding, the intracellular portion of the receptor becomes phosphorylated by an associated kinase of the JAK family. 

[0005] STAT proteins then bind to the phosphorylated receptor, through their SH2 domain, and are in turn phosphorylated by JAKs (Stahl et al., 1995). Phosphorylated STAT proteins then dimerize and translocate to the nucleus, where they are able to recognize specific DNA responsive elements (Seidel et al., 1995; and Harroch et al., 1994). 

[0006] STAT3 has been identified as a important mediator of the signal imparted by the IL-6 family of cytokines, as well as by EGF and by a number of other interleukins and growth factors. 

[0007] STAT3 has been shown to play a central role in the upregulation of hepatic acute-phase proteins (Wegenka et al., 1993; and Zhang et al., 1996) in the growth arrest of monocytic cells (Yamanaka et al., 1996; and Minami et al., 1996) as well as in the survival of myeloma cells (Harroch et al., 1994). 

[0008] The critical role played by STAT3 in cellular function is emphasized by the very high sequence conservation in mammalian species. Human STAT3 shares 98-99% similarity at the amino acid level with its murine or rat counterpart. 


DESCRIPTION OF THE INVENTION


[0009] During experiments on the analysis of STAT3 interactions, we have amplified by RT-PCR from HepG2 cells a cDNA fragment corresponding to the SH2 domain of human STAT3. We have found by DNA sequencing that the SH2 domain we have isolated shows a divergence of 13 residues over the corresponding sequence of the original published human STAT3 gene (Akira et al., 1994). 

[0010] In order to determine the nature of this sequence variant, we have designed three pairs of primers with 3' ends corresponding to nucleotide positions at variance between the two human cDNA sequences. 

[0011] Upon such investigations it resulted that the new variant corresponds to at least the most frequent allele of human STAT3. 

[0012] Therefore, the main object of this invention is the above-mentioned allelic variant of human STAT3 protein. In particular, the object of the invention is a polypeptide comprising the amino acid sequence of SEQ ID NO: 4, or a functionally equivalent salt, or a functionally equivalent derivative, or an active fraction, or a fusion protein. 

[0013] The definition "salt" as used herein refers both to salts of the carboxyl-groups and to the salts of the amino functions of the compound obtainable through known methods. The salts of the carboxyl-groups comprise inorganic salts as, for example, sodium, potassium, calcium salts and salts with organic bases as those formed with a amine as triethanolamine, arginine or lisine. The salts of the amino groups comprise for example salts with inorganic acids as hydrochloric acid and with organic acids as acetic acid. 

[0014] The definition "derivative" as herein used refers to derivatives which can be prepared from the functional groups present on the lateral chains of the amino acid moieties or on the terminal N- or C- groups according to known methods and are comprised in the invention when they are pharmaceutically acceptable i.e. when they do not destroy the protein activity or do not impart toxicity to the pharmaceutical compositions containing them. Such derivatives include for example esters or aliphatic amides of the carboxyl-groups and N-acyl derivatives of free amino groups or O-acyl derivatives of free hydroxyl-groups and are formed with acyl-groups as for example alcanoyl- or aroyl-groups. 

[0015] As "active fraction" of the protein the present invention refers to any fragment or precursor of the polypeptidic chain of the compound itself, alone or in combination with related molecules or residues bound to it, for example residues of sugars or phosphates, or aggregates of the polypeptide molecule when such fragments or precursors show the same activity of the protein of the invention, as medicament. 

[0016] The definition "fusion protein" as herein used refers to polypeptides comprising the polypeptide of the invention above specified fused with another protein and having a longer lasting half-life in body fluids. It can for example be fused with another protein such as, for example, an immunoglobulin. 

[0017] Another object of the invention is the DNA molecule comprising the DNA sequence coding for the allelic variant of the invention, including nucleotide sequences substantially the same. 

[0018] "Nucleotide sequences substantially the same" includes all other nucleic acid sequences which, by virtue of the degeneracy of the genetic code, also code for the given amino acid sequences. In particular, the present invention refers to the nucleotide sequence comprising the SEQ ID NO: 3. 

[0019] The present invention also refers to recombinant DNA molecules which hybridize with the DNA sequence coding for the above-mentioned allelic variant of hSTAT3 and whose nucleotide sequences show at least the same 13 differences in the SH2 domain (with respect to the human STAT3 sequence in Akira et al., 1994), as shown in Figure 1. The gene can contain, or not, the natural introns and can be obtained for example by extraction from appropriate cells and purification with known methods. 

[0020] Furthermore, the present invention also includes recombinant DNA molecules which hybridize under stringent conditions with a probe having a nucleotide sequence selected between SEQ ID NO: 10 and SEQ ID NO: 11. 

[0021] The invention also includes expression vectors which comprise the above DNAs, host-cells transformed with such vectors and a process of preparation of such allelic variant of hSTAT3, its active fragments or fusion proteins, through the culture in appropriate culture media of said transformed cells. 

[0022] The DNA sequence coding for the protein of the invention can be inserted and ligated into a suitable plasmid. Once formed, the expression vector is introduced into a suitable host cell, which then expresses the vector(s) to yield the desired protein. 

[0023] Expression of any of the recombinant proteins of the invention as mentioned herein can be effected in eukaryotic cells (e.g. yeasts, insect or mammalian cells) or prokaryotic cells, using the appropriate expression vectors. Any method known in the art can be employed. 

[0024] For example the DNA molecules coding for the proteins obtained by any of the above methods are inserted into appropriately constructed expression vectors by techniques well known in the art (see Sambrook et al, 1989). Double stranded cDNA is linked to plasmid vectors by homopolymeric tailing or by restriction linking involving the use of synthetic DNA linkers or blunt-ended ligation techniques: DNA ligases are used to ligate the DNA molecules ad undesirable joining is avoided by treatment with alkaline phosphatase. 

[0025] In order to be capable of expressing the desired protein, an expression vector should comprise also specific nucleotide sequences containing transcriptional and translational regulatory information linked to the DNA coding the desired protein in such a way as to permit gene expression and production of the protein. First in order for the gene to be transcribed, it must be preceded by a promoter recognizable by RNA polymerase, to which the polymerase binds and thus initiates the transcription process. There are a variety of such promoters in use, which work with different efficiencies (strong and weak promoters). 

[0026] For eukaryotic hosts, different transcriptional and translational regulatory sequences may be employed, depending on the nature of the host. They may be derived form viral sources, such as adenovirus, bovine papilloma virus, Simian virus or the like, where the regulatory signals are associated with a particular gene which has a high level of expression. Examples are the TX promoter of the Herpes virus, the SV40 early promoter, the yeast gal4 gene promoter, etc. Transcriptional initiation regulatory signals may be selected which allow for repression and activation, so that expression of the genes can be modulated. 

[0027] The DNA molecule comprising the nucleotide sequence coding for the protein of the invention is inserted into vector(s), having the operably linked transcriptional and translational regulatory signals, which is capable of integrating the desired gene sequences into the host cell. 

[0028] The cells which have been stably transformed by the introduced DNA can be selected by also introducing one or more markers which allow for selection of host cells which contain the expression vector. The marker may also provide for phototrophy to a auxotropic host, biocide resistance, e.g. antibiotics, or heavy metals such as copper, or the like. The selectable marker gene can either be directly linked to the DNA gene sequences to be expressed, or introduced into the same cell by co-transfection. Additional elements may also be needed for optimal synthesis of proteins of the invention. 

[0029] Factors of importance in selecting a particular plasmid or viral vector include: the ease with which recipient cells, that contain the vector may be recognized and selected form those recipient cells which do not contain the vector; the number of copies of the vector which are desired in a particular host; and whether it is desirable to be able to "shuttle" the vector between host cells of different species. 

[0030] Once the vector(s) or DNA sequence containing the construct(s) has been prepared for expression the DNA construct(s) mat be introduced into an appropriate host cell by any of a variety of suitable means: transformation, transfection, conjugation, protoplast fusion, electroporation, calcium phosphate-precipitation, direct microinjection, etc. 

[0031] Host cells may be either prokaryotic or eukaryotic. Preferred are eukaryotic hosts, e.g. mammalian cells, such as human, monkey, mouse, and Chinese hamster ovary (CHO) cells, because they provide post-translational modifications to protein molecules, including correct folding or glycosylation at correct sites. Also yeast cells can carry out post-translational peptide modifications including glycosylation. A number of recombinant DNA strategies exist which utilize strong promoter sequences and high copy number of plasmids which can be utilized for production of the desired proteins in yeast. Yeast recognizes leader sequences on cloned mammalian gene products ad secretes peptides bearing leader sequences (i.e., pre-peptides). 

[0032] After the introduction of the vector(s), the host cells are grown in a selective medium, which selects for the growth of vector-containing cells. Expression of the cloned gene sequence(s) results in the production of the desired proteins. 

[0033] Purification of the recombinant proteins is carried out by any one of the methods known for this purpose, i.e. any conventional procedure involving extraction, precipitation, chromatography, electrophoresis, or the like. A further purification procedure that may be used in preference for purifying the protein of the invention is affinity chromatography using monoclonal antibodies which bind the target protein and which are produced and immobilized on a gel matrix: contained within a column. Impure preparations containing the recombinant protein are passed through the column. The protein will be bound to the column by the specific antibody while the impurities will pass through. After washing, the protein is eluted from the gel by a change in pH or ionic strength. 

[0034] As already stated, the protein of the invention is useful in the therapy and/or diagnosis of autoimmune and/or inflammatory diseases. Therefore, in a further aspect, the present invention provides the use of the protein of the invention in the manufacture of a medicament for the treatment of autoimmune diseases and/or inflammatory diseases. 

[0035] The medicament is preferably presented in the form of a pharmaceutical composition comprising the protein of the invention together with one or more pharmaceutically acceptable carriers and/or excipients. Such pharmaceutical compositions form yet a further aspect of the present invention. 

[0036] The invention will now be described by means of the following Examples, which should not be construed as in any way limiting the present invention. The Examples will refer to the Figures specified here below. 


DESCRIPTION OF THE FIGURES



Figure 1: It shows a comparison of the EMBL-GB-deposited cDNA sequence of the SH2 domain of human STAT3 with the corresponding human HepG2 and mouse liver cDNA fragments. The full 424 bp nucleotide sequence and its numbering are taken from the human STAT3 cDNA sequence deposited in the EMBL-GB databases, while nucleotides of human HepG2 (from this patent application) and mouse liver cDNAs, which differ from the deposited human cDNA sequence, are reported above the full sequence, in bold and underlined. 
Figure 2. It represents an analysis of the expression of the original hSTAT3 and the new variant hSTAT3 cDNAs. RNA was extracted with the Trizol reagent, reverse-transcribed with oligo (dT) and the analytical PCR reaction was carried out with the Taq polymerase in capillary tubes, as described in the Materials and methods section. 

A. PCR products amplified with the US1/LS1 pair of primers specific for the original published hSTAT3 sequence. 
B. PCR products amplified with the US3/LS3 pair of primers specific for the new hSTAT3 sequence variant found in this study. Lanes: M) Molecular size markers. 1) Liver RNA. 2) Spleen RNA. 3) Uterus RNA. 4) Lung RNA. 5) Skin RNA. 6) RNA from cord blood cells. 7) Dermal fibroblasts RNA. 8) Heart RNA with no reverse transcriptase. 9) Heart RNA. 10) Fetal liver RNA with no reverse transcriptase. 11) Fetal liver RNA. 12) Small intestine RNA with no reverse transcriptase. 13) Small intestine RNA. 14) Placental RNA with no reverse transcriptase. 15) Placental RNA. 

Figure 3. It shows the amplification of an artificial DNA template with primers US1/LS1. The artificial DNA template composed of the hSTAT3 variant sequence flagment flanked at its 5' end by the US1 primer sequence and at its 3' end by the LS1 primer sequence, was created by preparative PCR from HepG2 cDNA, using primers US4/LS4, as described in the Materials and Methods section. The artificial template was fractionated in 2% agarose gel and the relevant band of 285 bp was purified with the agarose gel DNA extraction kit (Boeringer Mannheim, Mannheim, Germany). This template was then spiked at various concentrations to 1 mu l of the relevant cDNA (originated from approximately 100 ng of the corresponding RNA). Lanes: M) Molecular size markers. 1) No spiking. 2) 0.3 fg of artificial template spiked. 3) 3 fg of artificial template spiked. 4) 30 fg of artificial template spiked. 5) 300 fg of artificial template spiked. 
Figure 4. It represents the PCR analysis of the original hSTAT3 and the new variant hSTAT3 genomic sequence flagment. 40 ng of human genomic DNA were used in analytical PCR reactions carried out in capillary tubes, as described in the Materials and methods section. Lanes: M) Molecular size markers. 1) Genomic DNA amplified with the US1/LS1 pair of primers, specific for the original, published hSTAT3 sequence. 2) Genomic DNA amplified with the US3/LS3 pair of primers specific for the new variant hSTAT3 sequence. 3) Genomic DNA amplified with the US1/LS2 pair of primers, specific for the original, published hSTAT3 sequence. 4) Genomic DNA amplified with the US1/LS1 pair of primers. 5) Genomic DNA amplified with the US1/LS1 pair of primers and spiked with 0.3 fg of the US4/LS4-amplified artificial template. 6) Genomic DNA amplified with the US1/LS1 pair of primers and spiked with 3 fg of the US4/LS4-amplified artificial template. 7) Genomic DNA amplified with the US1/LS1 pair of primers and spiked with 30 fg of the US4/LS4-amplified artificial template. 8) Genomic DNA amplified with the US1/LS1 pair of primers and spiked with 300 fg of the US4/LS4-amplified artificial template. 



EXAMPLES



MATERIALS AND METHODS



Materials


[0038] HepG2 human hepatoma cell line was from ATCC (Rockville, MD, USA). Total human RNA from heart, liver, fetal liver, small intestine placenta and human genomic DNA were obtained from Clontech (Palo Alto, CA, USA). Other RNAs used in this study were prepared in our laboratory. 

[0039] Pfu polymerase was from Stratagene (La Jolla, CA, USA); DNA Taq polymerase was from Advanced Biotechnology, Leatherhead, UK. DNA Sequencing Kit was from Perkin Elmer (Applied Biosystems Division, Foster City, CA, USA); SuperScript II reverse transcriptase (200 U/ mu l) and Trizol Reagent for RNA extraction were from Gibco (Grand Island, NY, USA). 


Oligonucleotide primers


[0040] In order to optimize the specificity of PCR amplification of template nucleotide sequences (even sequences differing by only a few nucleotides), all primers used in this study were designed in our laboratory with the help of the software OLIGO (National Biosciences, Plymouth, MN, USA). 

[0041] All primers were also synthesized in our laboratory, with a 392 DNA/RNA Synthesizer from Perkin Elmer (Applied Biosystems Division, Foster City, CA, USA), to amplify various fragments in the SH2 domain of the hSTAT3 cDNA. 

[0042] Two primers pairs, called US1/LS1 and US1/LS2, amplifying products of 285 and 111 bp respectively, were uniquely specific for the original published sequence of human STAT3 cDNA (Akira et al., 1994), and not for the hSTAT3 variant sequence we have found in this study. Single nucleotides at variance between the published and the variant STAT3 sequences were mainly positioned at the 3' end of each primer. 

[0043] The nucleotide sequence of these primers are shown here below. 

Primer US1: 5' TGA AGG GTA CAT CAT GGG TTT C 3' SEQ ID NO: 7 
Primer LS1: 5' TCA- GGA TAG AGA TAG ACA AGT GGA GAC AA 3' SEQ ID NO: 8 
Primer LS2: 5' CCT CCT TCT TTG CTG CTT- TCA CTG AAG 3' SEQ ID NO: 9 


[0044] The US3/LS3 pair of primers was uniquely specific for the variant hSTAT3 sequence described in this study, with the following nucleotide sequence. 

Primer US3: 5' CGA AGG GTA CAT CAT GGG CTT T 3' SEQ ID NO: 10 
Primer LS3: 5' CCT CCT TCT- TTG CTG CTT TCA CTG AAT CTT 3' SEQ ID NO: 11 


[0045] This US3/LS3 pair of primers did amplify a 111 bp fragment in the hSTAT3 variant sequence corresponding to the sequence amplified by the US2/LS2 primers in the original published hSTAT3 cDNA sequence. 

[0046] A validation pair of primers, US4/LS4, to create an artificial hSTAT3 template of 285 bp corresponding to the product of primers US1/LS1, had the following sequence. Primer US4: 5' TGA AGG GTA CAT CAT GGG TTT CAT CAG TAA GGA 3' SEQ ID NO: 12 Primer LS4: 5' TCA- GGA TAG AGA TAG ACA AGT GGA GAC AAC AGG ATA T 3' SEQ ID NO: 13 RNA and RT-PCR 

[0047] Total RNA from human HepG2 cells was prepared by the method of Birnboim (Birnboim, 1988). 

[0048] For other tissues and cells RNA was extracted with the Trizol reagent available from Gibco, Grand Island, NY, USA, following manufacturer instructions. Oligo(dT) was used to prime reverse transcription of 5 mu g of total RNA with 200 U of SuperScript II reverse transcriptase (RT) in 50 mu l reaction mixture. 

[0049] The RT reaction (Gram et al., 1992) was carried out at 37 DEG C for 1h and 30 min. 

[0050] Preparative PCR was then performed using the RT products as the DNA templates. PCR reactions contained 10 mu l of cDNA, 50 pmoles of each primer (see below), 2,5 units of Stratagene Pfu polymerase, 0,2 mM of each of the four deoxynucleotide triphosphates, 10 mu l of Pfu buffer, in a reaction volume of 100 mu l, overlaid with 50 mu l of mineral oil. 

[0051] Amplification was performed for 30 cycles with a temperature profile of 45 seconds at 94 DEG C (denaturation), 45 seconds at 60 DEG C (annealing) and 5 minutes at 72 DEG C (extention). PCR products were purified by centrifugation through Microcon 100 filters (Amicon) and then subjected to electrophoresis on 1,5 % agarose gels in Tris/borate/EDTA buffer. 

[0052] Analytical PCRs were performed in capillary tubes, with the same concentration of reagents described above, but in ten-fold less volume, except for the Pfu polymerase which was substituted with 0.5 U of Taq polymerase. The temperature profile was 94 DEG C for denaturation, 55 DEG C for annealing and 72 DEG C for extention. 


DNA sequencing


[0053] PCR products were sequenced with the same primers used for RT-PCR. DNA sequences were analyzed by the dideoxy method with the DNA sequencing kit (Perkin Elmer, Applied Biosystems Division, Foster City, CA, USA) on an ABI model 373A automated sequencer, following manufacturer instructions. 

[0054] The nucleotide sequences of all cDNA fragments were determined from sequencing both DNA strands. Nucleotide and deduced amino acid sequences were compared with those in GenBank and the Swiss-Prot database. 


RESULTS AND DISCUSSION



Isolation of a cDNA fragment from the SH2 domain of human STAT3


[0055] In order to isolate the SH2 domain of human STAT3, we have amplified by RT-PCR, using total RNA from HepG2 cells, a cDNA fragment of 424 base pairs corresponding to nucleotide positions between 1909 and 2332 of the published human placental STAT3 cDNA sequence (Akira et al., 1994). 

[0056] This PCR fragment was then inserted in an expression vector, and the nucleotide sequence was determined. Results (Figure 1) showed that 13 nucleotide residues differed from the original human placental cDNA sequence. 

[0057] The majority of the 13 modified residues were located in third codon position, resulting in no change of the corresponding amino acid sequence. Only one mutated nucleotide residue resulted in the substitution of a leucine at position 667 in the human STAT3 protein with a valine. 

[0058] By considering only the SH2 fragment of 424 base pairs we have sequenced, the published human and mouse STAT3 nucleotide sequences differ by 31 residues (Akira et al., 1994; Raz et al., 1994; and Zhong et al., 1994). 

[0059] The variant hSTAT3 sequence, that we have found, differs from the corresponding mouse sequence by 42 nucleotide residues in the same region. Thus, the new human STAT3 sequence fragment results in an increased evolutionary distance to the mouse sequence (Figure 1). 

[0060] In addition, by considering the recently published genomic structure of the mouse STAT3 gene (Shi et al., 1996), the 13 nucleotide residues at variance between the two human STAT3 cDNA sequences, as determined in this study, fall in three different exons of the corresponding mouse genomic gene. 


Characterization of the new STAT3 sequence variant


[0061] In order to determine the nature of this sequence variant, we have designed three pairs of primers with 3' ends corresponding to nucleotide positions at variance between the two human cDNA sequences. 

[0062] The first and the second pair of primers (US1/LS1 and US1/LS2)) were exclusively specific for the original published nucleotide sequence of the hSTAT3 cDNA, while the third pair of primers (US3/LS3) was exclusively specific for the new variant human STAT3 nucleotide sequence we have determined. 

[0063] We have used the two primer pairs US1/LS1 and US3/LS3 (specific for the original and the new variant sequences respectively) to amplify RNAs from 11 different human tissues in 22 separate RT-PCR reactions. Each RNA source we have examined was derived from pools of 1 to 17 individuals, with a total of 31 individuals analyzed. 

[0064] Since the original hSTAT3 cDNA sequence was derived from human placenta, this tissue was included among the 11 RNA sources tested. As shown in Figure 2, only the pair of primers specific for the new sequence variant were able to amplify all the eleven RNAs tested, resulting in the expected amplification product, while no significant band could be obtained in any RNA tested with the primers corresponding to the original published hSTAT3 sequence. 

[0065] Since the US1/LS1 primers did not result in any significant amplification product, we wanted to verify whether this failure was due to a defect in the primers, either in their intrinsic ability to anneal to the appropriate template, or in their ability to prime the amplification reaction. In other words, we wanted to validate the US1/LS1 pair of primers. 

[0066] Validation primers US4/LS4 were thus designed to match exactly primers US1/LS1, but each new primer with a 3' extention matching the hSTAT3 variant sequence determined in these experiments. 

[0067] Amplification would then result in an artificial hybrid template composed of the hSTAT3 variant sequence fragment, with its 5' and 3' ends identical to primers US1 and LS1 respectively. 

[0068] This artificial template should allow effective amplification with primers US1/LS1, even in the absence of the corresponding natural DNA template (i.e., the original, published hSTAT3 cDNA fragment of 285 bp). 

[0069] This artificial template was obtained by PCR with primers US4/LS4, and spiked at different concentrations in human placental cDNA and in other human cDNAs. Primers US1/LS1 were then used to amplify these spiked cDNAs, and a PCR product of the expected size was readily obtained (Figure 3). 

[0070] This result therefore excluded a failure of the US1/LS1 pair of primers in the amplification reaction. 

[0071] We have then used the US1/LS1, US1/LS2 and US3/LS3 pairs of primers to amplify human genomic DNA. The expected amplification product was again obtained only with the primer pair specific for the new variant sequence we have determined (Figure 4). 

[0072] In conclusion, we could not detect the hSTAT3 nucleotide sequence originally described by Akira et al. (Akira et al., 1994) in any of the human genomic or cDNA sources we have tested. 

[0073] The original published nucleotide sequence and the new sequence variant are not therefore different genes or splice variants contemporaneously present in the same genome, since only one and the same one of these two sequences was always detected in each human nucleic acid source tested. 

[0074] The two hSTAT3 sequence variants could be different alleles. In this case however, the new variant sequence is likely to be predominant, since it was represented in all nucleic acid samples tested, derived from a total of 31 individuals. 

[0075] The original published hSTAT3 sequence was not represented at all in these individuals. 

[0076] The new hSTAT3 variant nucleotide sequence described in this work corresponds to a small fragment of about 15% of the entire human STAT3 cDNA sequence. 


References



1. Akira, S., et al., (1994) Cell 77, 63-71; 
2. Azam, M., et al., (1995) EMBO Journal 14, 1402-1411; 
3. Birnboim, H.C. (1988) Nucleic Acids Research 16, 1487-1497; 
4. Gouilleux, F., et al., (1995) EMBO Journal 14, 2005-2013; 
5. Gram, H., et al., (1992) Proceedings of the National Academy of Sciences of the United States of America 89, 3576-3580; 
6. Harroch, S., et al., (1994) Journal of Biological Chemistry 269, 26191-26195; 
7. Hemmann, U., et al., (1996) Journal of Biological Chemistry 271, 12999-13007; 
8. Iwatsuki, K, et al., (1997) J. Biol. Chem 272, 8149-8152; 
9. Kapetein, A., et al., (1996) Journal of Biological Chemistry 271, 5961-5964; 
10.May, P., et al., (1996) FEBS Lett. 394, 221-226; 
11.Minami, M., et al., (1996) Proceedings of the National Academy of Sciences of the United States of America 93, 3963-3966; 
12.Quelle, F.W., et al., (1995) Molecular & Cellular Biology 15, 3336-3343; 
13.Raz, R., et al., (1994) Journal of Biological Chemistry 269, 24391-24395; 
14.Seidel, H.M., et al., (1995) Proceedings of the National Academy of Sciences of the United States of America 92, 3041-3045; 
15.Shi, W., et al., (1996) International Immunology 8, 1205-1211; 
16.Silva, C.M., et al., (1996) Molecular Endocrinology 10, 508-518; 
17.Stahl, N., et al., (1994) Science 263, 92-95; 
18.Stahl, N., et al., (1995) Science 267, 1349-1353; 
19.Tian, S.S., et al., (1994) Blood 84, 1760-1764; 
20.Wegenka, U.M., et al., (1993) Mol. Cell Biol. 13, 276-288; 
21.Wegenka, U.M., et al., (1994) Molecular & Cellular Biology 14, 3186-3196; 
22.Yamanaka, Y., et al., (1996) EMBO Journal 15, 1557-1565; 
23.Zhang, D., et al., (1996) Journal of Biological Chemistry 271, 9503-9509; 
24.Zhong, Z., et al., (1994) Science 264, 95-98. 








CLAIMS

PRIVATE
Claims





1. A predominant allelic variant of human STAT3 protein. 

2. A polypeptide comprising the amino acid sequence of SEQ ID NO:4, or a functionally equivalent salt, or a functionally equivalent derivative, or an active fraction, or a fusion protein. 

3. A DNA molecule comprising a DNA sequence coding for the protein of claim 1. 

4. A recombinant DNA molecule which hybridizes under stringent conditions with a probe having a nucleotide sequence selected between SEQ ID NO:10 and SEQ ID NO:11. 

5. A DNA molecule comprising the nucleotide sequence of SEQ ID NO:3. 

6. An expression vector which comprises the DNA molecule of any claims from 3 to 5. 

7. A host cell comprising the expression vector of claim 6. 

8. A recombinant process for preparing the protein of claim 1 or 2, comprising culturing in an appropriate culture medium the cells of claim 7. 

9. A protein as defined in claim 1 or 2 for use as medicament. 

10. Use of a protein according to claim 1 or 2 in the manufacture of a medicament for the treatment of autoimmune diseases or inflammatory illnesses. 

11. A pharmaceutical composition comprising the protein defined in claim 1 or 2 together with one or more pharmaceutically acceptable carriers and/or excipients. 

DRAWING in acrobat reader

The result appears quite fast, and is presented is a clear way.

BUT Esp@ceNet is for the general public, since the needs of patent search professionals are already met by the large number of existing on-line services.

So it is not suited for professional searches, since the information is not exhaustive, the service can not be considered as a complete and official source of patent information.

Designed for the general public, Esp@ceNet  can give people a sight on what information they can retrieve from patents. Using the information professionally requires more detailed information which can be found in other resources. These resources are also mentioned on the webpage of Esp@ceNet:
European Patent Office (EPO)
Patent information on the Internet
The following list of patent related web-sites is maintained by the European Patent Office as a service to our users.

The list is updated constantly with new resources. Should you wish to be included in this list, or should you know other important patent related resources of general interest, please use the 
LINK REQUEST FORM to let us know.

The European Patent Office will systematically check for the requirement that these links are related to patents or patent information. The EPO will not perfom any further revision or filtering should the proposed link meet this requirement.

The European Patent Office takes no responsibilty for the content of the web-sites listed below or for the completeness of this list. 
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Patent offices of the member states



Other national offices or similar authorities



PATLIB - the network of patent information centres in Europe



Legal texts and patent classification systems



Patent databases



Patent information providers



Mailing lists and News groups



Useful European connections



Professional representatives



Official directories of national registered patent attorneys



Law offices and similar sources



Patent software 



Miscellaneous



Other lists of resources on the web





tablePRIVATE "TYPE=PICT;ALT=back to table"Patent offices of the member states 

· Austrian Patent Office 
· Belgian Patent Office (Ministry of Economic Affairs) 

· Bureau voor de Industriële Eigendom (The Netherlands) 

· Danish Patent Office 
· Direction de l'Expansion Économique - Division de la Propriété Intellectuelle (Monaco) 

· German Patent and Trademark Office / Deutsches Patent- und Markenamt 

· Oficina Española de Patentes y Marcas
· Greek Industrial Property Organisation 

· Institut National de la Propriété Industrielle (France) 

· Italian Patent and Trademark Office 
· National Board of Patents and Registration of Finland 
· Portuguese Patent Office 
· Service de la Propriété Intellectuelle (Luxembourg) 

· Swedish Patent and Registration Office 
· Swiss Federal Institut of Intellectual Property 
· United Kingdom Patent Office 


tablePRIVATE "TYPE=PICT;ALT=back to table"Other national Offices or similar authorities 

· Australian Patent Office 
· Argentinian Industrial Property National Institute 
· Brazilian Institute of Industrial Property 
· Canadian Intellectual Property Office 
· The Patent Office of the People's Republic of China 

· Croatian Patent Office 
· Czech Industrial Property Office 

· Eurasian patent organization (EAPO) 

· Georgian Patent Office 

· Hungarian Patent Office 
· Industrial Property Office of the Slovak Republic 

· Japanese Patent Office 
· Korean Patent Office 

· Malaysian Intellectual Property division 

· (Moldova) State Agency on Industrial Property Protection of the Republic of Moldova 
· New Zealand Patent Office 
· Registery of Trade Marks and Patents, Singapore 

· Romanian State Office for Inventions and Trademarks 

· Russian Patent Office (ROSPATENT) 

· Slovenian Intellectual Property Office 
· The State Patent Bureau of the Republic of Lithuania 

· United States Patent and Trademark Office 
· World Intellectual Property Organization 



tablePRIVATE "TYPE=PICT;ALT=back to table"Legal texts and patent classification systems 

· The 6th edition of the IPC (International Patent Classification) 

· US patent classification 

· The EPC (European Patent Convention) 

· US Patent Act 



tablePRIVATE "TYPE=PICT;ALT=back to table"Patent databases 

· esp@cenet® - free online patent search in over 30 million documents (EPO member states)


· AIDS Patents 

· Biotechnology and US patents 
· Bulletin of the German Patent and Trademark Office in the Internet (Patentblatt) 

· bunsan-service 

· Canadian Intellectual Property Office patent databases 

· Centro de Innovación e Transferencia de Tecnoloxía (Santiago de Compostella) 

· European Coating Patents Database 

· Data Star 

· Fachinformationszentrum Karlsruhe (STN) 
· FILDATA - Italian Patent, utility model and design model database 

· French jurisprudence database 
· IBM Patent Server 

· IFI/Plenum Data Corp 
· Internet Multicasting Service 
· Jiangxi information institute of science and technology, Nanchang ,CHINA 
· Japan Patent Information Organization (JAPIO) 
· The Dialog Corporation 

· Lexis-Nexis 

· MicroPatent PatSearch™ FullText 

· PatCite 
· PCT-Gazette 

· Questel.Orbit 
· Q-PAT (QUESTEL.ORBIT) 

· Patent & Know-how Information Division 
· patolis-web 

· UBC Library Canadian Patent Index PATSCAN 
· Univentio 

· University "St Cyril and Methodius" 

· US Patent Bibliographic Data 
· U.S. Patent Citation Database 


tablePRIVATE "TYPE=PICT;ALT=back to table"Patent information providers 

· Bibliothèque de l'Université Laval 
· Bundesdruckerei - Germany 

· Chemical Patents Plus (CAS) 
· CHI Research 
· Centre Henri Tudor 
· Current Patents Ltd 
· Derwent 
· European Caveats Limited 

· Great Lakes Patent & Trademark Center - Patent Library 

· Guenther Kehl 
· IFI/Plenum Data Corp 
· INFOCO-System 

· Institut National de la Propriété Industrielle 

· Japan Patent Information Organization 
· Japanese Patent Information ISTA 
· Manning & Napier Information Services 
· MicroPatent 
· Mogee Research & Analysis Associates 
· N2K Telebase's Brainwave 
· Nomen! 
· Patent World 

· Patent Express - Document Supply Service -The British Library 
· PATRO Information KK (Japanese patent publications) 

· Polyresearch Service BV 

· Prous Science 
· QUAESTIO Information Retrieval Service 
· Reedfax 
· RWS Information Ltd & RWS Translations Ltd 

· SCI3 

· SmartPatents 
· STO's Internet Patent Search System 
· Transpatent GmbH 

· TriPat 

· Univentio 

· Wila Verlag Wilhelm Lampl GmbH (German and English) 

· WPT 



tablePRIVATE "TYPE=PICT;ALT=back to table"Mailing lists and Newsgroups 

· EPO mailing list 
· "Brevetti", a mailing list in Italian
· Information page on newsgroups and mailing lists 
· Newsgroup about intellectual property 
· Newsgroup alt.inventors 
· PIUG/PATMG Patent Information Discussion Listserv 



tablePRIVATE "TYPE=PICT;ALT=back to table"Patent software 

· EPO filing software 

· MapOut/MapOut Pro - Information & Order 
· PatentPro - Kernel Creations, Ltd. 



tablePRIVATE "TYPE=PICT;ALT=back to table"Useful European connections 
· CORDIS, The Community R & D Information Service 

· EUREKA 
· EUROPA EUROPA is a common endeavour of the EU's institutions, run by the European Commission 
· I*M Europe 
· IPR Helpdesk Intellectual Property Rights 

· OHIM (European Trademark Office) 

· UK Network of Euro Info Centres (EICs) 



tablePRIVATE "TYPE=PICT;ALT=back to table"Miscellaneous 

· acumass 

· AD-EX TRANSLATIONS 

· ARENA Patent and Trademark Office (Italy) 

· Association of Hungarian Inventors 

· AWIN NETWORK Legal Services Center 
· BTG - management of intellectual property rights 

· Browse the International Patent Classification system unofficial version of the IPC 

· Computer Patent Annuities (CPA) 

· Copyright Brem & Borer 

· Danish Tecnological Institute 
· Deutsche Patentanwaltskammer 

· D'Agostini Organizzazione - unofficial version of the IPC - HypertransPatent Translator 
· Edinburgh Engineering Virtual Library (EEVL) 

· Engineering Information Inc. 
· ENGINEERING ELECTRONIC LIBRARY (EELS) 
· French jurisprudence database 

· Faculdade de Engenharia da Universidade do Porto 
· GLOBAL IP ESTIMATOR 

· Gowling, Strathy & Henderson 

· Intellectual Property Information from Japan 

· International Innovation Services Ltd (UK)- new product development through the introduction of new technologies via licensing or joint venture 

· International Patent Information (IPI) Award - patent information industry honors its great professionals 

· Japanese Language Services Ltd 

· MuK-Mahlke und Klein - Patent translations, Technical translations 

· National Computer Board, Singapore 
· Patentassessor (DE) 

· Patent Awards 

· PatentPro 

· Patnet - Convey Srl - Consorzio per il trasferimento tecnologico 

· RWS Translations Ltd 

· SBH - Footwear Marketing Group 
· Search the US Patents USPTO Web Patent Databases 

· SGA2 management of annuities 

· Swedish Inventors' Association 
· Sweet & Maxwell - legal publishers 

· Technical Translations Agency 
· Technology Innovation and Environmental Support Unit at Business Link London North West 

· The VRN Patent Info Service 

· Triptic translations - Übersetzerdienste Sousa & Dallinger OEG - Austria 

· US Patent Act 

· U.S. Patent FAQ by Da Vinci Design Resource 
· Young Inventors Network 


 PRIVATE "TYPE=PICT;ALT=back to table"tableDirectories of patent attorneys 

· Association of Patent Attorneys in Swedish Industry 

· CNCPI The list of the French Industrial Property Attorneys 
· Database of Professional Representatives before the EPO 
· Deutsche Patentanwaltskammer: German Patent attorneys database 

· Directory of Intellectual Property Law Firms 

· Institute of Professional Representatives before the EPO 

· Italian Patent Attorneys database 

· Patent Attorneys and Agents Registered to Practice before the PTO 
· The Chartered Institute of Patent Agents UK 

· VIPS/ACBIS - Federation of Patent and TM Attorneys working in Swiss Industry 

· Worldwide Listing of Patent Attorneys 



tablePRIVATE "TYPE=PICT;ALT=back to table"Other lists of resources on the web 

· PatentAuction.com - on-line resource for buying, selling or licensing intellectual property 

· Patents on the Internet 

· RACKETTE Partnerschaft Patentanwaelte IP link collection 

· Strategic Patent Resources on the Net 
· The Patent Portal 
· UNIVERSIDADE DE SANTIAGO DE COMPOSTELA - Centro de Innovación e Transferencia de Tecnoloxía 
· University of ALICANTE-MASTER on Intellectual Property 

To improve the competivity of the (Portuguese) companies, it is not sufficient to make them aware of the services Esp@Net offers. Esp@ceNet is a good way for them to find out how their company can gain advantage of the offered information and how to work with it. But to really exploit the information, the companies will need access to services/databases giving exhaustive and detailed information from which the real competitive advantage will result.

INPADOC-EPIDOS

Inpadoc covers 95% of all patents, since 1973, and is accessible through hosts.

To perform full-text searches (European patent documents) the possibilities are:

1. Espace@EPA or EPB CD-rom collections

2. on-line: 

· Knight Rider Information (Dialog)

· Fachinformationszentrum Karlsruhe (STN)

· Questel.Orbit

· Japan Patent Information Organisation (JAPIO)

Patent Information Providers: DERWENT   (www.derwent.com)

The world’s leading companies trust Derwent’s patent information because:
· our global coverage ensures patent searches are comprehensive 

· we add intellectual value to our patent information - saving searching time and money 

· our customer service team can offer expert guidance at every stage of patent searching 

· all major patent offices, plus top FT100 companies, use our patent information 
Derwent’s Value Add
Over one million patent documents are published every year, and there are a number of companies who offer access to this data. But at Derwent we supply much more than just patent data - we bring you the added value of intellectually-enhanced information, unrivalled geographic coverage and personal service. These values have ensured our position as the world’s leading supplier of patent information to business, industry and academia, for over 40 years. 
Here’s how we add value . . . 
Fast Publication - Our intellectually-enhanced, categorised and indexed patent information is available online within weeks of publication by the patent offices. 
Extensive Coverage - The breadth of our coverage is unrivalled - our databases cover over 40 patent issuing authorities, with coverage of technology going back to 1963, and extended coverage of those areas of industry associated with chemistry e.g. engineering, pharmaceuticals. 
Unrivalled Editorial Process - Our team of over 350 scientifically-trained editors assess, classify, abstract and code patent information to ensure that your patent searches locate precisely the information you require, quickly and easily.
Translation - All Derwent’s patent information is supplied in English, enabling fast and easy monitoring of patents worldwide - regardless of their original language of the application. 
Specialist Products - In addition to our premier online database of world patent information, we produce a range of products that meet specific information needs. 
Fixed Price Contracts - We offer flexible, fixed-price contracts for online access to our patent information, helping you to manage your searching costs. 
Customer Services - Our Help Desk team provide one-stop access to technical, product, online and invoice support, with a guaranteed 24 hour response time. 
Patent Search, Delivery and Translation Services - If you lack the time, resources or expertise to find the patent information you need, we can locate, translate and analyse patents to meet your individual requirements. 
International Location - Our offices in Europe, the USA and Japan provide global support and contact points for our customers worldwide.
Derwent Bookshop
Derwent produces a range of free and priced publications to help you understand the value of patents, and how our patent information can be used most effectively for your business or research.
Derwent Product Catalogues 
These catalogues illustrate our range of information products for specific industry areas: Engineering , Chemical and Pharmaceutical. 

Derwent Guides To Patents and Patent Information
These publications will help you understand and use patent information. 
Introductions to Derwent Products
Derwent's Introductions provide an overview of products available within our information services.
Derwent Online User Guides
Our User Guides help you use our online patent and scientific information effectively.
Derwent Classification System
Detailed information is available on Derwent's method for categorising patent documents. 
PRIVATE
Enabling Innovation Through Information

Derwent, an international company with offices in Europe, North America and Japan, is the world's leading patent information provider. With an unrivalled portfolio of information and research products Derwent has been helping companies to stay ahead of the competition for over 45 years.
Patents provide a unique and vast library of technical and research information that can help companies avoid the wasteful costs of re-inventing the wheel. They also enable customers to follow competitors' activities, avoid patent infringements and highlight potential infringements of their company's own products.

The volume of information can, however, be overwhelming. Over 200,000 patents are filed each year in the US alone while the European Patent office files around 80,000 patents a year. Derwent makes this information easily accessible by combining the world's patents on one searchable database. A team of more than 350 specialist editors assess, classify and index patent documents to provide concise English language abstracts which are readily searched and easily understood.
With a wide range of delivery options, Derwent ensures that companies are kept fully aware of the latest developments in today's fast moving markets. These include:
Derwent World Patents Index - a vast electronic database of value-added patent information which covers over 14 million patents as well as nearly three million diagrams and images. Users can search the database using a wide range of criteria including key words, subject classifications, patent assignees or numbers as well as by date, country of origin and inventor's name. 
In-house solutions - meeting the individual needs of any company, Derwent can provide customised solutions that enable companies to share and distribute information throughout their organisations using local or wide area networks, intranets and extranets.
Derwent's Editorial Process 
Creating world-leading patent and scientific information
Derwent reviews and processes more than one million patents a year from 40 international patent authorities, as well as research papers and articles from more than 1,200 scientific journals, and papers presented at international meetings and conferences. More than 350 scientifically-trained editors assess, classify, abstract and code this information into sector-specific patent families in which the entire patent history of each invention is contained.
Here is a brief overview of how we enhance the information from patents in our patent abstracts:
We re-write patent titles to make them meaningful
Our extended and enhanced patent titles help you identify quickly which patents relate to your work.
We include key diagrams 
Where appropriate, we select a key drawing or diagram from the patent to illustrate key components of the invention.
We summarise the invention clearly and concisely
Each abstract contains a 100 word summary of the patent including the main uses and advantages of the patented technology.
We make it easier for you to find information
Our subject indexing helps you create very specific strategies for online searching. 
We help you track a patent around the world 
Our bibliographic information summarises the history of the patent application including: who owns the rights to the invention, who patented the technology, and where it was patented.
Samples of typical Derwent Abstracts are available in PDF format. Select the technology of interest: 
PRIVATE

Chemical (216 Kb)
Electrical (217 Kb)
Mechanical Engineering (222 Kb)

Our Partnerships
Our status as the world leader in patent and scientific information has been achieved through the support and partnership of a number of leading organisations in the fields of science, technology and information.
The Thomson Corporation
Our parent company, The Thomson Corporation, is a major global force in specialised information and publishing. Its publishing companies offer a total of over 58,000 products and services worldwide. Derwent is part of the Thomson Science and Technology Group, together with the Institute for Scientific Information.
Online Hosts
Derwent World Patents Service provides a unique range of evaluated patent and scientific databases that customers access directly from their offices through major online distributors: 
The Dialog Corporation 

HYPERLINK "http://www.questel.orbit.com"

Questel.Orbit
DIMDI 
STN
Patent Database: DIALOG
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PRIVATE "TYPE=PICT;ALT=about dialog"Introducing DialogWeb 
DialogWeb provides easy access to the full content (over 600 databases), power, and precision of classic Dialog through a Web browser. Special features include: 



PRIVATE


PRIVATE "TYPE=PICT;ALT=bluedot"

A flexible and easy to use Guided Search mode that does not require knowledge of the Dialog command language 


PRIVATE "TYPE=PICT;ALT=bluedot"

A robust Command Search mode that uses the powerful Dialog command language experienced searchers can easily use 


PRIVATE "TYPE=PICT;ALT=bluedot"

Database selection tools to help pinpoint the right database for your search 


PRIVATE "TYPE=PICT;ALT=bluedot"

Integrated database descriptions, pricing information, and other search assistance 


PRIVATE "TYPE=PICT;ALT=bluedot"

Easy to use forms to create and modify Alerts (current awareness updates) 


PRIVATE "TYPE=PICT;ALT=bluedot"

Search results available in HTML or text formats 


PRIVATE "TYPE=PICT;ALT=bluedot"

A choice of displaying records or sending search results via email, fax, or postal delivery 


Use DialogWeb to access databases from a broad range of disciplines, covering: 

PRIVATE

Worldwide company information - both directory listings and full financials. 


Industry information - trends, overviews, market research, and specialized industry newsletters and reports, U.S. and international news - an extensive collection of newspapers and newswires from North America and Asia, U.S. government news - including public affairs, law, and regulatory information. 


Patents and trademarks - a worldwide collection for research and competitive intelligence tracking. 


Chemistry, environment, science and technology - technical literature and reference material to support your research needs. 


Social Science and Humanities - including education, information science, psychology, sociology, and political science, from public opinion, news, and leading scholarly and popular publications. 


General reference information - people, books, consumer news, and travel. 

PRIVATE "TYPE=PICT;ALT= Dialog Technical Requirements"Dialog Technical Requirements: 
Once you sign-up for a password, all you need to access Dialog are a personal computer, a modem, communications software, and a phone line. To make the connection as easy as possible, Dialog offers DialogLink®, communications and account management software for Windows® operating systems.
Inpadoc in Dialog

The INPADOC/Family and Legal Status Database, produced by the European Patent Office (EPO), contains a listing of patents issued in 66 countries and patenting organizations. The International Patent Documentation Center (INPADOC) was formed in 1972 with the support of the World Intellectual Property Organization to provide a centralized bibliographic source for patent documents. INPADOC is now part of the European Patent Information and Documentation System operated by the European Patent Office.

The DIALOG version of the INPADOC database is unique in that it brings together patent families, i.e., all equivalent patents that share common priorities for a particular invention. The patent families contain information on over 40 million patents and 42 million legal status actions. Each family record contains bibliographic data consisting of title, inventor, and assignee for most patents, patent and application data and legal status information, if available. The database brings together information on priority application numbers, countries and dates, and equivalent patents (i.e., patent families) for patents issued by 66 countries and organizations. Legal status information is provided for 22 countries.

File 253 is available for ONline Training And Practice. This file contains approximately 50,000 INPADOC family records based on the Basic Patents published from December 1982 through March 1983.

Derwent in Dialog

Derwent World Patents Index (DWPI), produced by Derwent Information, provides access to information from more than 18 million patent documents, giving details of over 9 million inventions. Each week, approximately 20,000 documents from 40 patent-issuing authorities are added to DWPI. 

Patents from the following patent authorities are covered: Argentina, Australia, Austria, Belgium, Brazil, Canada, China, Czechoslovakia, Czech Republic, Denmark, European Patent Office, Finland, France, Germany, Germany (East), Hungary, Ireland, Israel, Italy, Japan, Luxembourg, Mexico, Netherlands, New Zealand, Norway, PCT, Philippines, Portugal, Romania, Russian Federation, Singapore, Slovakia, South Africa, South Korea, Soviet Union, Spain, Sweden, Switzerland, Taiwan, United Kingdom, United States of America. Patent-related items from Research Disclosure and International Technology Disclosures (ceased publication June 1994) are also included. Detailed coverage information can be found online by entering HELP KIND 351 or HELP KIND 352.

Each record in the database describes a single "patent family" containing data from the first publication of an invention, known as the "basic patent", as well as any further published patents relating to that invention, known as "equivalents". The records contain bibliographic data, Derwent-assigned titles, abstracts, general indexing and in-depth chemical and polymer indexing. Additionally, electrical and engineering drawings are present in records dating back to 1988, and chemical structure drawings are present in records dating back to 1992. 

Starting in 1999, additional abstracts and indexing features are provided. The alerting abstract (formerly known as the "basic abstract") is organized into paragraphs with informative, searchable paragraph headings. The alerting abstract also contains a Novelty paragraph describing the non-obvious improvements over previous technology. A Technology Focus abstract contains separate paragraphs providing different technological viewpoints of the invention. The Extension Abstract, available only in file 350, provides a detailed summary of a patent which bridges the gap between the concise abstract summary and the full text patent document. 

File 351 and File 352 are identical in coverage but are split by geographical access. File 351 is available to users worldwide except in Japan. File 352 is available to Japanese users only. File 350, Derwent World Patents Index Extension (DWPIX) provides additional search capabilities for Derwent Subscribers.
A companion file, Derwent Patents Citation Index (DPCI), File 342, details examiner and author patent citations for patents from the 16 largest patent-issuing authorities.

Example: (EP 906953 : also used for the search in Esp@cenet)

DIALOG(R)File 350:DERWENT WPIX 

(c)1999 Derwent Info Ltd. All rts. reserv. 

012401000 

AA=, AX=, DX= WPI Acc No: 99-207107/199918 

DX=, AX= Related WPI Acc No: 99-192664 

AX= XRAM Acc No: C99-060516 /TI New allelic variant of human STAT3 useful in treating autoimmune or inflammatory diseases 

CO=, PA=, CK= Patent Assignee: ARS APPLIED RES SYSTEMS HOLDING NV (ISTF ) 

AU= Inventor: DELLA PIETRA L; SERLUPI-CRESCENZI O 

NC=, NP= Number of Countries: 023 Number of Patents: 001 Patent Family: 

PN=, PD=, AN=, AD=, IC=, DW= Patent No Kind Date Applicat No Kind Date Main IPC Week EP 906953 A1 19990407 EP 97116061 A 19970916 C12N-015/12 199918 B 

AN=, AD=, PR=, P1= Priority Applications (No Type Date): EP 97116061 A 19970916 Patent Details: Patent Kind Lan Pg Filing Notes Application Patent 

FD=, PP= EP 906953 A1 E 22 

DS= Designated States (Regional): AL AT BE CH DE DK ES FI FR GB GR IE IT LI LT LU LV MC NL PT RO SE SI Abstract (Basic): EP 906953 A1 

/AB, /NV, /TX NOVELTY - A predominant allelic variant of human Signal Transducer and Activator of Transcription (STAT3) intracellular transcription factor. 

/AB, /TX DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the following: (1) a DNA molecule (II) encoding (I); (2) a recombinant DNA molecule (IIa) which hybridizes under stringent conditions with either of two probes (IIb) of 22 bases or (IIc) of 30 bases given in the specification; (3) an expression vector (III) which contains either (II) or (IIa); (4) a host cell containing (III); and (5) a process for producing STAT3 by culturing the host cells containing (III). ACTIVITY - Immunosuppressive; antiinflammatory; cytostatic (monocytic cells). 

HD= MECHANISM OF ACTION - None given. USE - (I) plays a role in the upregulation of hepatic acute-phase proteins, growth arrest of monocytic cells and in the survival of myeloma cells and so may be used to treat or diagnose autoimmune or inflammatory diseases. pp; 22 DwgNo 0/4 

/TF, /TX Technology Focus: 

SH= TECHNOLOGY FOCUS - BIOLOGY - Preferred Hosts: The hosts for expression of (I) are preferably mammalian, such as human, monkey, mouse and Chinese hamster ovary. 

SH= BIOTECHNOLOGY - Preparation: Recombinant STAT3 is produced by culturing cells containing a vector expressing STAT3 in an appropriate medium. Purification of recombinant (I) is preferably carried out using monoclonal antibodies for affinity chromatography. 

/XA (File 350 only) Extension Abstract: SPECIFIC SEQUENCES - The new allelic variant of human STAT3 or its derivatives has a fully defined sequence of 141 amino acids given in the specification and is encoded by a polynucleotide of 423 base pairs given in the specification. It differs by 13 residues in the SH2 domain from the published sequence of human STAT3. HD= SPECIFIC OLIGONUCLEOTIDES - Two oligonucleotides (IIb and IIc) which hybridize to the polynucleotide encoding (I) have the sequences: IIb 5' CGAAGGGTACATCATGGGCTTT 3'; and IIc 5' CCTCCTTCTTTGCTGCTTTCACTGAATCTT 3'. ADMINSTRATION - None given. 

HD= EXAMPLE - Total RNA from HepG2 human hepatoma cells was prepared by the method of Birnboim (Birnboim, 1988) . Oligo(dT) was used to prime reverse transcription of 5 microg of total RNA with 200 units of SuperScript II reverse transciptase (RT) in a 50 microl reaction mixture. The RT PCR reaction was carried out at 37oC for 1.5 hours with primers designed to amplify the SH2 domain of the published sequence of human STAT3. The reactions contained 10 microl cDNA, 50 pmoles of each primer, 2.5 units Stratagene Pfu polymerase, 0.2 mM of each deoxynucleotide triphosphate, 10 microl Pfu buffer, in a reaction volume of 100 microl overlaid with mineral oil. A cDNA fragment of 424 base pairs was obtained, corresponding to nucleotides 1909-2332 of the published sequence. This fragment was inserted into an expression vector and sequencing showed that it differed from the published sequence of this region by thirteen residues, showing that it may represent a new variant of human STAT3. Total human RNA from heart, liver, fetal liver, small intestine placenta and human genomic DNA were obtained from Clontech and RT-PCR was then performed on these samples in the same way but using primers specific for the possible new variant. The results show that the new variant is actually the most prominent expressed form of human STAT3. 

/DE Title Terms: NEW; VARIANT; HUMAN; USEFUL; TREAT; INFLAMMATION; DISEASE DC= Derwent Class: B04; D16 

IC= International Patent Class (Main): C12N-015/12 

IC= International Patent Class (Additional): A61K-038/17; C07K-014/47; C12N-005/20 FS= File Segment: CPI MC= Manual Codes (CPI/A-N): B04-C01; B04-E01; B04-E08; B04-F0100E; B14-C03; B14-G03; D05-H12; D05-H12E; D05-H14; D05-H17 M1= Chemical Fragment Codes (M1): *01* M710 M781 M905 P420 P433 Q233 RA00H1-T RA00H1-N RA00H1-U *02* M710 M905 Q233 RA00NS-N *03* M710 M905 Q233 RA00GT-N 

CN= Specific Compound Numbers: RA00H1-T; RA00H1-N; RA00H1-U; RA00NS-N; RA00GT-N Key Word Indexing Terms: 

DN=, RL= *01* 184611-0-0-0-CL, NEW, USE KW= *02* 93605-0-0-0-CL, NEW *03* 200757-0-0-0-CL, NEW 
Claims in Dialog

The CLAIMS®/U.S. PATENTS database, produced by the IFI CLAIMS® Patent Services, provides access to over 2.9 million United States patents issued by the U.S. Patent and Trademark Office (USPTO) since 1950. This is the largest collection of U.S. patent references available in an online database.

The CLAIMS patent database contains all granted U.S. chemical patents from 1950 forward. Mechanical and electrical patents, reissues, defensive publications, and statutory invention registrations (S.I.R.) are included from 1963 forward. Design and plant patents are available from December 1976 forward.

From 1971 forward, the CLAIMS records include all information found on the front page of the U.S. patent document plus exemplary and non-exemplary claims. Earlier records contain basic bibliographic data and the exemplary claims only. Provisional application data, extracted by DIALOG from the fulltext of U.S. patents, is also included.

The CLAIMS database is offered in three versions. The basic version (File 340) contains the patent records described above. CLAIMS®/UNITERM (File 341) and CLAIMS® /COMPREHENSIVE (File 942) contain the same patent records, but also include in-depth controlled indexing for chemical and chemically-significant patents from 1950 forward. File 341 is publicly available but is limited to 12 hours per year without a subscription. File 942, which allows for enhanced search capabilities, can be accessed only by subscribers.

There are several companion files: CLAIMS®/CURRENT PATENT LEGAL STATUS (CLS) (File 123) covers patent post-issue actions such as reassignments, extensions, reexaminations, and disclaimers. CLAIMS® /REFERENCE (File 124) contains an online version of the USPTO Manual of Classification and the general term indexing thesaurus used with Files 341 and 942. CLAIMS®/CITATION (Files 220, 221, and 222) provides examiner cited and citing patent numbers. CLAIMS® /COMPOUND REGISTRY (File 242) is a dictionary of IFI's chemical compound vocabulary.

Trademarkscan in Dialog

The TRADEMARKSCAN® - International Register and European Databases are produced by Compu-Mark. Descriptions of each file are provided in the Sources section on page 2. The TRADEMARKSCAN databases principally serve as preliminary trademark screening tools for checking on the availability of new product and service names. Like the other TRADEMARKSCAN files, TRADEMARKSCAN - International Register and European databases should not be used as the sole basis for clearing a new name or for filing a trademark application. If a trademark is not found in the databases, it does not necessarily mean that the trademark is available for use. Registration does, however, confer the exclusive right to the use of a trademark and offers a greater degree of protection from infringement.

Most of these databases feature full records that contain the trademark, serial number, international class(es), status, goods/services description, current owner, dates, and other pertinent information. International Register (Madrid Agreement and Madrid Protocol)/WIPO records are also featured in member countries' national files. Trademark words can be searched as phrases (ET=), as whole words or word beginnings in the Basic Index, or as word fragments or word endings in the rotated index TR=. Trademark designs and logos are referenced in appropriate fields, e.g., Design Type (DT=), Lining/Color Claims (PH=) and Design Phrase (PH=). Records for marks that contain a design include the trademark image. Images are available in all files except File 677. 

Each file can be searched individually or in conjunction with other trademark file(s). Special efforts have been made to standardize the search and display fields for all of the databases. The OneSearch category, EUROTMKS, covers the International Register, Community Trademarks and the European trademark databases.

US patent fulltext in Dialog

U.S. Patents Fulltext, produced by The Dialog Corporation, provides access to the complete text of all patents issued by the U.S. Patent and Trademark Office (USPTO) since 1974, with partial coverage of selected technologies from 1971 through 1973.

Each record contains all front-page information, including title, author(s), assignee(s), related applications, classification data, cited references, and abstract. The complete text of the original patent usually includes a description of drawings (but not the actual drawings), the background/field of invention, a brief summary of the invention, the detailed description/embodiment of the invention, examples, and all claims.

Additional post-issuance legal status information is supplied by IFI/Plenum Data Corporation for patents that have been reassigned, reexamined, granted an extension beyond the normal 17/20-year period, expired prior to the normal 17/20-year period, or reinstated after late payment of the maintenance fee.

Comparison

1. Evaluating the content

· Coverage

Espacenet

The database contains information from patent applications published in over 50 countries (and regions) worldwide. The exact nature of the coverage is dependent both on the country and the time period. 

Trademarkscan

The EUROTMKS group of trademark databases includes trademark applications and registrations filed with the trademark registries of Austria, Benelux, Denmark,France, Germany, Italy, Liechtenstein, Monaco, Spain, Switzerland, United Kingdom, the European Community's Office of Harmonization in the Internal Market

(OHIM), and the World Intellectual Property Organization (WIPO). 

US patent fulltext

U.S.Patents Fulltext includes all granted U.S. utility patents, defensive publications, design patents, plant patents, reissue patents, and statutory invention registrations (S.I.R.s).

Claims – US patents

The CLAIMS patent databases cover all areas of technology patentable in the United States. If desired, searches can be restricted to any of the key areas such as chemical, electrical or mechanical patents, or to specific types of patent documents such as reissues or design patents, or with U.S. and/or international patent classification codes.


Derwent

DWPI covers pharmaceutical patents from 1963, agricultural patents from 1965, polymer & plastics patents from 1966, all Chemical patents from 1970, and all patentable technology from 1974.


Inpadoc

All areas of technology patented in the participating countries are included in the database.

Both , Espacenet and Dialog have a broad coverage with effective illustrations. While Espacenet gives more general information, in Dialog the information has to be searched in different, specialised (and therefore more detailed) information.

· Level

Espacenet is aimed at the general public and small enterprises.  Dialog (and Derwent and Inpadoc) aims at the proffesional environment, and wants to deliver therefore corporate information that gives added value and can be used as competitive advantage. So to improve the competitive position of the Portuguese companies it is highly recomendable for these companies that they have access to specialised databases.

· Currency

The Dialog databases are updated frequently, for most of them this means weekly. The information online also exist on CD (EPA), but of course then the information is not updated.

· Quality

Both Espacenet and Dialog deliver accurate and consistent information, and can count on a good reputation, which means that the information is reliable.

· Indexing

Looking at all the indexes in the bluesheets of Dialog, it is clear that the process of indexing is more profound in Dialog than in Espacenet. This results in the ability for more precise and detailed searches.

· Cost

Espacenet is a free service. The only bill to pay is the one of occupying the cables for the Internet connection.

Searching in Dialog is not for free. You pay the connection, plus cost per dialunit, plus extras for additional features. Dialog has a lot of interesting features, but for most of them you have to pay extra. This means that the companies will need a budget to finance their information resources.

2. Evaluating the software

· User interface

· Searching and output facilities

Since Espacenet is for the general public, the interface is kept simple and clear. The user-assistance is short, but to the point, which is sufficient for the aimed public. 

Dialog offers more possibilities, which might easier lead to more confusion. The ‘Guided Search’ mode is therefore for people with less experience in searching in databases. This mode has an easy interface, but has a higher response time. More experienced people can work in DialogClassic, which has a less userfriendly interface, but has a higher response-time.  Dialog offers different possibilities for output: screen, print, email, fax.

3. Delivery mechanisms

· Options

To work on the information of Dialog, the possibilities are on-line access through the host Dialog or through a networked CD-rom.

· Method of supply

· Convenience

· Level of use

Companies working in the area of industrial property will know that searching for the information in paper-format is very time-demanding, and the update of such information is very hard. Therefore the electronic format of these heaps of information is the answer, provided there is an effective access.

· Hardware and software requirements

Both Espacenet and Dialog can be accessed through the Internet.

· Ownership and licensing

The information will remain poperty of the Dialog coorporation.

· Staffing requirements

The people will have to learn how to perform an effective search (as quick as possible).

· Cost-effectiveness

The cost-effectiveness will depend on how frequent and how profound a company needs information concerning the industrial property. The most recent information can be obtained on-line, but has a higher cost. A CD-rom also contains detailed information, but has less recent information. An advise might be to own the basis on CD and to search for the rest, or: buy the core, access the rest, and be quick about it!
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