Abstract classification guidelines for the triage task (version 1, February 5nd, 2019) 

Summary 
The aim of this annotation task is to classify abstracts as curatable and not curatable taking into consideration the presence of Transcription Regulation Events (TREs). TREs are events involving direct interactions between a sequence-specific DNA-binding transcription factor (DbTF) and a TG gene (TG). These interactions can be physical associations between DbTFs and DNA DbTFy elements of TGs (promoter, enhancer etc) and/or DbTFy interactions between DbTFs (acting as DbTFs) and TGs (acting as TGs). Although the only way to be totally sure if an article is relevant for the presence of TREs is by manually revising the full text article, abstracts and titles can still contain enough clues/information to decide if revision of the full text is worthwhile in many cases. The result of the manual classification should result in a training and test set that can be used to develop and evaluate systems that can classify and rank (prioritize) article containing potential TREs. Such a system could be useful as: 
(1) a periodical alert system for articles recently published (e.g. last week, month) reporting TREs;

(2) to rank articles reporting potential TREs based on some keyword or phrase search (e.g. XX) 

The manual classification will be done using Pubtator (https://www.ncbi.nlm.nih.gov/CBBresearch/Lu/Demo/PubTator/) as described below. 

. 

How to use Pubtator
1. Access the following link: https://www.ncbi.nlm.nih.gov/CBBresearch/Lu/Demo/PubTator/. This will direct you to the Pubtator webpage
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PubTator is a Web-based tool for accelerating manual literature curation (e.g. annotating biological entities
and their relationships) through the use of advanced text-mining techniques. As an all-in-one system,
PubTator provides one-stop service for annotating PubMed citations. We keep in sync with PubMed and
update automatic computer annotations every day. See our PubTator presentation here.

To start annotation, please click here to enter your paper ids or use the search box above to search for
relevant papers to be curated. PubTator supports both standard PubMed search as well as novel entity-
specific semantic search of several key biological concepts (e.g., gene, disease, chemicals). Please see our
tutorial for more information.

INIEIE PubTator now allows its users to programmatically access annotations through RESTful API, as well as
to download entire annotations via FTP.




2. Create a new collection by clicking the link “Create a new collection”

3. In the “Create a new collection” webpage, create a “Collection name” (e.g., Jamboree), paste the PMID list assigned to you to the field “Collection PMID list” (e.g. 25506053, 21217782, 24403608, 14500661, 2829133) and then press the “submit” button.
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e.g., 17317680 16158176 14656948 17187413
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4. You will be directed to the first Pubtator webpage again, but now you can see a link to your collection (e.g, Jamboree)
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PubTator is a Web-based tool for accelerating manual literature curation (e.g. annotating biological entities
and their relationships) through the use of advanced text-mining techniques. As an all-in-one system,
PubTator provides one-stop service for annotating PubMed citations. We keep in sync with PubMed and





5. By clicking “Jamboree (5 pmids)”, you will be directed to a webpage in which you can see the titles, authors, information about journal and publication date and links to the abstracts of the articles identified by the PMIDs uploaded by you. You can also see three small selection boxes: Curatable, Not Curatable, TBD. In addition, you will see that some words and phrases are labelled with different colors; you should pay attention only on the lilac-labelled words/phrases as they are supposed to be gene mentions.
[image: image4.png]Pu bTatO V o ‘Welcome! Guest. | Log in

| Download Triage Annotations | Download Entity Annotations |

| PubMed v [Jamboree[collection] || search |
Results: 1 t0 5 of 5 | Previous Page || Next Page | Sort by: ® UploadOrder © Date ~ Collections
Genetic polymorphisms of interleukin-1 alpha and the vitamin d receptor in mexican mestizo patients with intervertebral disc degeneration. ©® Jamboree (5 pmids)

Cervin Serrano S, Gonzalez Villareal D, Aguilar-Medina M, Romero-Navarro JG, Romero Quintana JG, Arambula Meraz E, Osuna Ramirez I,

Picos-Cardenas V, Granados J, Estrada-Garcia |, Sanchez-Schmitz G, Ramos-Payan R
It J Genomics; 2014; 2014302568. doi-10.1155/2014/302568

Manage collection o

PMID:25506053 - Related citations Delete from [Jamboree] () Curatable C) Not Curatable ™) TBD —Bioconcepts
ABSTRACT @ Chemical
PN @ Disease
2 LITAF and TNFSF15. two downstream targets of AMPK, exert inhibitory effects on tumor growth. @ Gene
Zhou J, Yang Z, Tsuji T, Gong J, Xie J, Chen C, Li W, Amar S, Luo Z @ Mutati
Oncogene; 2011 Apr 21: 30(16) 1892-900. doi:10.1038/on¢.2010.575 v utation
PMID:21217782 - Related citations Delete from [Jamboree] () Curatable £ Not Curatable ™) TBD ¥ Species

ABSTRACT .
Manage bioconcepts [ ]

3  CHES1/FOXNS reqgulates cell proliferation by repressing PIM2 and protein biosynthesis.

Huot G, Vernier M, Bourdeau V, Doucet L, Saint-Germain E, Gaumont-Leclerc MF, Moro A, Ferbeyre G
Mol. Biol. Cell; 2014 Mar; 25(5) 554-65. doi:10.1091/mbc.E13-02-0110
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ABSTRACT

4 Protein kinase A regulatory subunit type Il beta directly interacts with and suppresses CREB transcriptional activity in activated T cells.
Elliott MR, Tolnay M, Tsokos GC, Kammer GM
J. Immunol.; 2003 Oct 01; 171(7) 3636-44
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ABSTRACT

5 Binding of multiple factors to the MMTV promoter in crude and fractionated nuclear extracts.
Cordingley MG, Hager GL
Nucleic Acids Res.; 1988 Jan 25; 16(2) 609-28
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6. To classify an article as curatable, not curatable or TBD, you should obviously read the abstract (according to the instructions in the next sections). To read the abstract, you should click “ABSTRACT”. This will open the abstract just below “ABSTRACT”.
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Cervin Serrano S, Gonzalez Villareal D, Aguilar-Medina M, Romero-Navarro JG, Romero Quintana JG, Arambula Meraz E, Osuna Ramirez I,
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ABSTRACT

Intervertebral disc degeneration (IDD) is the most common diagnosis in patients with back pain, a leading cause of musculoskeletal disability worldwide. Several conditions,
such as occupational activities, gender, age, and obesity, have been associated with IDD. However, the development of this disease has strong genetic determinants. In this study,
we explore the possible association between rs1800587 (c.-949C>T) of interleukin-1 alpha (IL1A) and rs2228570 (c.2T>V) and rs731236 (c.1056T>C) of vitamin D receptor
(VDR) gene polymorphisms and the development of IDD in northwestem Mexican Mestizo population. Gene polymorphisms were analyzed by polymerase chain reaction followed by
restriction fragment length polymorphism, in two groups matched by age and gender: patients with symptomatic lumbar IDD (n = 100) and subjects with normal lumbar-spine MRI-
scans (n = 100). Distribution of the mutated alleles in patients and controls was 27.0% versus 28.0% (P = 0.455) for T of rs1800587 (IL1A); 53.0% versus 58.0% (P = 0.183) for V of
rs2228570 (VDR); and 18.0% versus 21.0% (P = 0.262) for C of rs731236 (VDR). Our results showed no association between the studied polymorphisms and IDD in this population.
This is the first report on the contribution of gene polymorphisms on IDD in a Mexican population.





7. After making a decision about the article, i.e. if curatable, not curatable or TBD), you should select the appropriate box. If you judge the article “not curatable”, for example, just click the selection box associated with “Not Curatable”. 
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Genetic polymorphisms of interleukin-1 alpha and the vitamin d receptor in mexican mestizo patients with intervertebral disc degeneration.
Cervin Serrano S, Gonzalez Villareal D, Aguilar-Medina M, Romero-Navarro JG, Romero Quintana JG, Arambula Meraz E, Osuna Ramirez I,
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ABSTRACT

Intervertebral disc degeneration (IDD) is the most common diagnosis in patients with back pain, a leading cause of musculoskeletal disability worldwide. Several conditions,
such as occupational activities, gender, age, and obesity, have been associated with IDD. However, the development of this disease has strong genetic determinants. In this study,
we explore the possible association between rs1800587 (c.-949C>T) of interleukin-1 alpha (IL1A) and rs2228570 (c.2T>V) and rs731236 (c.1056T>C) of vitamin D receptor
(VDR) gene polymorphisms and the development of IDD in northwestem Mexican Mestizo population. Gene polymorphisms were analyzed by polymerase chain reaction followed by
restriction fragment length polymorphism, in two groups matched by age and gender: patients with symptomatic lumbar IDD (n = 100) and subjects with normal lumbar-spine MRI-
scans (n = 100). Distribution of the mutated alleles in patients and controls was 27.0% versus 28.0% (P = 0.455) for T of rs1800587 (IL1A); 53.0% versus 58.0% (P = 0.183) for V of
rs2228570 (VDR); and 18.0% versus 21.0% (P = 0.262) for C of rs731236 (VDR). Our results showed no association between the studied polymorphisms and IDD in this population.
This is the first report on the contribution of gene polymorphisms on IDD in a Mexican population.





8. Proceed to the next article and then repeat steps 6 and 7.
9. If you have more than 15 article to classify, you will have the option to go to the next page.
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10. In the new webpage, you will see the remaining articles and can continue the classification.  
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17  NFAT and Osterix cooperatively regulate bone formation.
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11. When you finish your classification task, then call one of the instructors.
Criteria for classifying an abstract as curatable
1. It must mention both DbTF (see Appendix 1) and TG in the title and/or abstract. It is important to mention that Pubtator may not label all genes; therefore, do not check ONLY the labelled words/phrases. Please read everything!   
Example: NIS (SLC5A5) is a TG, but Pubtator could not label it.
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TITLE:
Transcriptional regulation of iiiiman Sodium/iodide symporter gene: a role for FEdOXIACtOR.
ABSTRACT:
The transcriptional regulation of the fiiman §odium/iodide symporter (NIS) gene in normal and transformed thyroid cells is a crucial
issue in attempting to restore iodide uptake and use radioiodine as a therapeutic treatment of fliyroidicancer. Previous investigations
have shown that the multifunctional protein apurinic apyrimidinic endonuclease/redox factor 1 (APE/Refa) plays an important role in
regulation of thyroid-specific gene transcription. In this study, we investigated the effects of APE/Refall on luman NIS promoter
activity. Cotransfection experiments performed in nonthyroid HeLa cells demonstrated that APB/Ref=]| exerts both PAKS-dependent
and PAXS-independent effects. In fact, in the absence of BAKS, overexpression of BPB/REE= enhanced NIS promoter activity 2-fold.
When the expression plasmid of BPE/REE was transfected together with an expression plasmid for PAKS, a strong cooperative effect
was detected with an increase of NIS promoter activity 9-fold over control. The PAKS-independent effect of APE/REE was specific
for the NIS promoter, resulting not present for the promoter of the fijfoperoxidase (IPO) gene. It was, at least in part, due to the up-
regulation of the transcriptional activity of the ubiquitous factor early growth response-1 (EgE). In the fiyroidtamor cell lines TPCH
and B-CPAP, APE/REE was not effective by itself, and it also failed to increase BAKS stimulation on NIS promoter activity. These
data demonstrate a role for MPB/REE protein in the transcriptional regulation of NIS gene expression by itself and in cooperation
with PAXS. However, restoring the PAXSUAPE/Refal expression in famor cells may not be sufficient to obtain adequate levels of NIS




2. It should contain DbTFs and TGs connected via implicit or explicit semantic relationships indicating the existence of TREs as shown below; relevant keywords that identify the regulatory event as transcription-related are underlined and keywords that allow to infer the event from experimental evidence are shown in bold cursive script.

· [DbTF] binds to [TG] promoter
· [DbTF] activates [TG] by binding to the [DbTF] site
· [DbTF] interacts with a [TG] promoter
· DNase I footprint analysis shows that [DbTF] binds to the [TG] promoter
· [TG] promoter contains binding sites for [DbTF]

· a [DbTF] complex forms on the [TG] enhancer sequence
· a probe containing the canonical [DbTF] site of the [TG] promoter was used
· [TG] is regulated by a mechanism involving the [DbTF] binding site 
· mutations of [TG] binding sites abolished the binding abilities of [DbTF]
· [DbTF] regulates [TG] expression
· [DbTF] controls [TG] expression
· [TG] promoter activity was induced by [DbTF] expression vector
· [TG] mRNA levels are reduced in [DbTF-/-] cells

· [DbTF] transgenic mice showed increased [TG] mRNA levels

· cells transfected with [TG] promoter and [DbTF] constructs displayed decreased luciferase activity
· increase in [TG] mRNA infected with Ad[DbTF]

· overexpression of [DbTF] increased the luciferase activity of the chimeric [TG] construct
· [DbTF] induction of [TG] gene
· [DbTF]-mediated [TG] transactivation
· 5’-deletion of [TG] sequence exhibited little induction following expression of [DbTF]

· [TG] is a target gene of [DbTF] activation
· cooperative activation of [DbTF1] and [DbTF2] on [TG] gene activation was decreased

· after being treated with [DbTF], [TG] expression showed a decreasing trend

· [DbTF] is a transcriptional repressor of [TG]

· regulation of [TG] by transcription factor [DbTF]

· [TG] inhibits [DbTF] transcription
· [DbTF] regulates [TG] promoter
· [DbTF] is a transcriptional activator of [TG] gene transcription
· [DbTF] repressed the [TG] reporter
· full-length [DbTF] is an activator of [TG] reporter
· activation of [TG] by [DbTF]

· [DbTF] regulates [TG]

· [DbTF] reduced [TG] levels

· [TG] is a target of [DbTF] signaling

· [TG] is modulated by [DbTF]

· activation of [TG] by [DbTF]

· elevated [TG] levels were induced by [DbTF] expression
· [DbTF] activation of [TG] was abolished

· overexpression of [DbTF] reduced the anti-[TG] immunoreactivity

· inhibition of [TG] was achieved by a treatment of [DbTF]

· [DbTF]-[TG/DbTF]-[TG] pathway

· [DbTF] signaling is mediated by [TG] proteins

· [TG/DbTF] proteins transduce [DbTF] signals to [TG]

· effect of [DbTF] on [TG] regulation

· the [TG] regulatory mechanism responds to [DbTF] signaling
3. If a clear semantic relationship is missing, the inference of a TRE can be made based on the experimental setup and the actual entity types. See some hypothetical examples below; italic text indicates the effect on the target’s expression level; relevant keywords that identify the regulatory event as transcription-related are underlined and keywords that allow to infer the event from experimental evidence are shown in bold cursive script.
· Reduced [TG] levels were found in four independently isolated [DbTF]-/- MEFs.
· RT-PCR analysis of the expression of [TG] in lysates of CWR22 cells transfected with [DbTF].
· Reduced [TG] levels were observed in [DbTF]-/- cells.
· [TG] gene expression was measured in [DbTF null mutants].
· We were not able to detect an increase in [TG] mRNA infected with the Ad[DbTF] virus.
· [DbTF] transfection significantly suppressed [TG]-luciferase reporter activity when wild type [TG] promoter sequence BK5 was employed compared to mutated BK5.
· The spleen of [DbTF] transgenic mice showed significantly increased [TG] mRNA levels.”
Criteria for classifying an abstract as “not curatable” 
1. It mentions no DbTF and/or TG.
Example: Mentions labelled as genes are in fact abbreviations for nonsynchronic cleft lip with or without cleft palate
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TITLE:

Case-control and family-based association studies of novel susceptibility locus 8q24 in Honsyndromic eleftlip with or without Eleftipalate in a

Southern Han Chinese population located in Guangdong Province.

ABSTRACT:

Nonsyndromic cleftlip with or without Cleftipalate (NSGI/P) is one of the most common Eongenital malformations and a susceptibility locus on
chromosome 8q24 has been replicated as a genetic risk factor for NS@I/P in patients of European and Asian descent. However, given considerable
variations in allele frequencies across geographical regions studied, the aim of this study was to investigate the association of rs987525 located at
8q24 with NS@I/P only among the southern Han Chinese population from Guangdong province. We recruited 216 NS@I/P cases, their parents,
and 200 controls to conduct case-control analysis and family-based association studies. Genotyping of r1s987525 was carried out by the matrix
assisted laser desorption ionization-time of flight mass spectrometry method. Case-control analysis showed allele and genotype distributions for
15987525 were not significantly associated with the risk of NS@I/P in our study population. Similar results were found when all cases were
stratified into Gleftlip only and EISfElip with Eleffpalate. A transmission disequilibrium test showed no statistically significant transmission of A
nor C alleles and family-based association test (FBAT) analysis provided no evidence of NS@I/P risk with single markers. These results do not
provide evidence for an association between rs987525 at 8q24 and the risk of NS@I/P in the southern Han Chinese population from Guangdong
province.




2. It does contain DbTFs and TGs, but these are not connected via any implicit or explicit semantic relationships defining a TRE.
Example: DbTF is VDR and TG is IL1A, but there is no TRE described here.
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TITLE:

Genetic polymorphisms of FifSHEKISINAIPHA and the VHAMINIAECEPION in mexican mestizo patients with fervertebral dise degeneration.

ABSTRACT:

Intervertebral dise degeneration (IDD) is the most common diagnosis in patients with Backipain, a leading cause of Fisculoskeletal disability
worldwide. Several conditions, such as occupational activities, gender, age, and OBesity, have been associated with IDD. However, the
development of this disease has strong genetic determinants. In this study, we explore the possible association between rs1800587 (¢.-949C>T) of
interleukinaiialpha (IU1A) and rs2228570 (c.2T>V) and rs731236 (c.1056T>C) of VitaminiDireceptor (VDR) gene polymorphisms and the
development of IDD in northwestern Mexican Mestizo population. Gene polymorphisms were analyzed by polymerase chain reaction followed by
restriction fragment length polymorphism, in two groups matched by age and gender: patients with symptomatic lumbar IBB (n = 100) and
subjects with normal lumbar-spine MRI-scans (n = 100). Distribution of the mutated alleles in patients and controls was 27.0% versus 28.0% (P =
0.455) for T of rs1800587 (HEIA); 53.0% versus 58.0% (P = 0.183) for V of rs2228570 (VBR); and 18.0% versus 21.0% (P = 0.262) for C of
15731236 (WDR). Our results showed no association between the studied polymorphisms and IDB in this population. This is the first report on the
contribution of gene polymorphisms on IDB in a Mexican population.




3. It describes a regulatory context unequivocally different from transcription (e.g., protein interactions, signalling cascades, etc.). See some hypothetical examples below; underlined words indicate a relationship to other types of regulation. 
●
[DbTF] phosphorylates [TG]

●
[DbTF] post-translationally regulates the expression of [TG]

●
[DbTF] activates [TG] by phosphorylation
●
[DbTF] prevents [TG] from degradation
●
[DbTF] siRNA reduced [TG] mRNA

●
[DbTF] siRNA knocks down [TG] gene expression

●
[DbTF] plays a role in [TG] processing
●
the [DbTF]-dependent proteasomal pathway is involved in the regulation of [TG] proteins

Note: Not all of passages shown as examples contain enough context information leading to the identification of TREs, they are just some indicative example set from full text papers. 
