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Abstract This paper describes a pilot query interface that
has been constructed to help us explore a “concept-based”
approach for searching the Neuroscience Information
Framework (NIF). The query interface is concept-based in
the sense that the search terms submitted through the inter-
face are selected from a standardized vocabulary of terms
(concepts) that are structured in the form of an ontology.
The NIF contains three primary resources: the NIF Resource
Registry, the NIF Document Archive, and the NIF Database
Mediator. These NIF resources are very different in their
nature and therefore pose challenges when designing a single
interface from which searches can be automatically launched
against all three resources simultaneously. The paper first
discusses briefly several background issues involving the use
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of standardized biomedical vocabularies in biomedical
information retrieval, and then presents a detailed example
that illustrates how the pilot concept-based query interface
operates. The paper concludes by discussing certain lessons
learned in the development of the current version of the
interface.
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Introduction

This paper describes a pilot query interface that has been
constructed for searching the Neuroscience Information
Framework (NIF). The query interface is “concept-based”
in the sense that the search terms submitted through the
interface must be selected from a standardized vocabulary
of terms (concepts) that are structured in the form of the
NIF Standardized (NIFSTD) ontology (Bug et al. 2008)
that defines each concept and specifies relationships among
the concepts. As a result, this concept-based query interface
(CBQI) differs from a search tools such as Google, since
Google allows free text (i.e., arbitrary words or phrases) to
be entered as search terms.

One advantage of using a concept-based approach is that
it has the potential to help resolve the naming heterogeneity
that occurs when the identical concept is described using
different terms in different neuroscience resources. The
approach may also facilitate integration of neuroscience
knowledge with future informatics advances, for example
involving the use of ontologies and the semantic web, in
biomedicine as a whole.

The construction of the NIF is an ongoing multi-
institutional project (Gardner et al. 2008), supported by
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NIH as one of its Neuroscience Blueprint initiatives, whose
goal is to help neuroscientists discover and access informa-
tion available on the Web that is relevant to a neuroscience
question of interest. The NIF contains three primary
resources: the NIF Resource Registry, the NIF Document
Archive, and the NIF Database Mediator (see Fig. 1).

* The NIF Resource Registry is a database containing
information about a wide range of different types of
databases and other Web-based resources relevant to the
neurosciences. For each resource, the Registry includes
(1) a short text description of the resource, (2) contact
information, (3) a URL pointer to the resource itself,
and (4) a list of terms (that are mapped to NIFSTD
concepts) that index/characterize the contents of the
resource. This concept-based indexing is done at a high
level of abstraction. Thus a resource containing data
about neurons would be indexed using the concept
“Neuron” with no further detail as to which specific
types of neurons might be described within that resource.
When performing a search of the NIF Registry, only
these quite superficial descriptions can be searched by
the CBQI. The contents of the resources themselves
cannot be searched by the NIF Registry, but would need
to be searched manually by the user after using the URL
to link to the resource itself.

* The NIF Document Archive is a repository of neuro-
science articles and documents whose contents have
been comprehensively indexed to facilitate rapid textual
searching, using text words and phrases (Miiller et al.
2008).

*  The NIF Database Mediator (Gupta et al. 2008) allows
automated searching of the contents of a set of mediated
databases whose internal vocabularies have been
mapped to the NIFSTD ontology.

As described above, these three NIF resources are very
different in their nature and in the type of search that each is
designed to support. These differences pose challenges

NIF Query
Interface

NIF Database
Mediator

NIF Document
Archive

NIF Resource
Registry

Fig. 1 A schematic outline that shows the major components of the
pilot NIF CBQIL. The user enters a query into the query interface
which passes that query to three components, each of which passes its
search results back to the query interface, and then presents those
results to the user, as described in detail “The Pilot NIF CBQI: an
Example Search”
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when designing a single interface from which searches can
be automatically launched against all three resources
simultaneously.

This paper first briefly outlines several background
issues involving the use of standardized biomedical
vocabularies/ontologies and their use in biomedical infor-
mation retrieval. The paper then presents a detailed
example that illustrates how the current pilot NIF CBQI
operates. Finally the paper discusses lessons learned in the
development of the current interface.

Background

There have been numerous efforts to develop standardized
biomedical vocabularies designed to fulfill many different
purposes. For example, one well-known vocabulary is the set
of Medical Subheadings (MeSH) used by Medline to index
the biomedical literature (http://www.nlm.nih.gov/mesh).
Other vocabularies have focused on indexing clinical data,
for example the Systematic Nomenclature of Medicine
(SNOMED) (http://www.nlm.nih.gov/research/umls/
Snomed/snomed main.html). More recently a spectrum of
vocabularies have been developed to index the biosciences,
for example the Gene Ontology (Harris et al. 2004) and the
Open Biomedical Ontologies (www.obofoundry.org).

A more broadly focused initiative is the Unified Medical
Language System (UMLS) (http://www.nlm.nih.gov/
research/umls/umlsmain.html) built and maintained by the
National Library of Medicine (NLM). One goal of the
UMLS is to provide a kind of unifying “Rosetta stone” for
many of the diverse biomedical vocabularies that are in use
for different purposes. The UMLS contains a metathesaurus
of concepts (uniquely defined terms, e.g., “Neurons.”
“Purkinje Cells”) to which terms used in a wide variety of
biomedical vocabularies have been linked. In this way the
UMLS facilitates the mapping of terms between and among
any of the components vocabularies that have been linked
to the UMLS.

In the field of biomedical information retrieval, two very
broad approaches are text-based retrieval and concept-based
(or keyword-based) retrieval. Text-based retrieval allows
the user to type in arbitrary words or phrases to initiate a
search. Google and PubMed are examples of this approach.
Concept-based (or keyword-based) retrieval requires that
the user provide search terms selected from a restricted
vocabulary of concepts (or keywords). Using MeSH terms
to search the biomedical literature is one example of this
approach. In practice, retrieval systems may allow a
combination of concepts (or keywords) and free text to be
used. For example, the NLM’s Medline interface allows
MeSH terms to be combined with text words in formulating
a search of the biomedical literature.


http://www.nlm.nih.gov/mesh
http://www.nlm.nih.gov/research/umls/Snomed/snomed_main.html
http://www.nlm.nih.gov/research/umls/Snomed/snomed_main.html
http://www.obofoundry.org
http://www.nlm.nih.gov/research/umls/umlsmain.html
http://www.nlm.nih.gov/research/umls/umlsmain.html
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The current pilot NIF CBQI uses the NIFSTD stan-
dardized ontology of concepts to construct searches. The
NIFSTD ontology is derived in large part from BIRNLex,
which was developed for use by the Biomedical Informatics
Research Network (BIRN, http://www.nbirn.net/).

The Pilot NIF CBQI: an Example Search

This section uses a simple example to illustrate the
operation and capabilities of the current pilot NIF CBQL
The example also helps illustrate concretely some of the
design challenges that must be confronted in building such
an interface to interact with the three very different NIF
resources. In this simple example, the user is interested in
information related to purkinje neurons.

Figure 2 shows how a search is formulated. The interface
has four components, reflecting the four major steps
involved in formulating a search. The first step is labeled
“Search for Keywords.” Here the user has entered the text
term “purkinje” for this simple example search. After
entering this term, the user clicks on the “Search for
Keywords” button. This results in a search of the NIFSTD
ontology for any concepts (keywords) that match the text
word “purkinje.” A list of the concepts found is then
displayed in the box labeled “Select Keywords.” In this
case three concepts are displayed. The user may then
highlight one or more of those concepts and click “Select.”
The selected keywords are then copied into the “Compose
Query” box.

The user is able to repeat this process (entering text
words or phrases and searching for keywords) several times
until he has found and selected a set of one or more

Fig. 2 The main CBQI search
page contains four boxes. The
first box is used to retrieve key-
words (concepts) from the
NIFSTD ontology. The second
box is used to display those
keywords, and to select key-
words to be copied to the third
box, where the final query is

composed. Terms in the Enter a word or phrase

« » purkinje

.C.’ompos? Query” box can be

joined using Boolean operators.

In thiefourth box, the search can 2. Select Keywords
be directed to any or all of the Keyword list

NIF resources Purkinje Cell

Purkinje cell layer of cerebellar cortex
Purkinje neuron

1. Search for Keywords

concepts that he is satisfied with. Once the desired concepts
have been copied into the “Compose Query” box, the user
then indicates (using the checkboxes in front of each
concept name) which of those concepts he wishes to use in
the search. In this simple example, only a single concept is
displayed (Purkinje neuron), but in a more complex
example two or more concepts might be combined in
formulating a search. If several keywords are selected by
check boxes, these can be combined using either OR or
AND.

The user then specifies (in the fourth box labeled
“Retrieve Information”) which of the three NIF resources
he wishes to search. In this case, all three resources are
checked so all three will be searched. The search is
launched by clicking on the “Search” button at the bottom
of that part of the screen.

Figure 3 shows how the results of the search are returned
to the user. Notice that the page has three Tabs, one Tab for
each of the three resources searched. In Fig. 3, the Tab for
the NIF Resource Registry is open, so those are the results
displayed. Several resources are listed as potentially having
information about purkinje neurons. Clicking on the “NIF
Entry” link for a resource takes you to a description of that
resource in the NIF registry (see Fig. 4). This provides
summary information about the resource. Clicking on the
“Resource” link, takes the user directly to the Web page for
the resource itself (see Fig. 5), from which the user can
launch queries directly to the resource, using the “native”
Web interface of that resource.

Figure 6 shows the search results from the NIF
Document Archive. These results are produced by the
Textpresso text-search engine (Miiller et al. 2004, 2008).
The Textpresso search results in a list of potentially relevant

Integrated Search of the NIF Prototype
(Comments about the Current NIF Prototype; and help)

3, Compose Query
Select desired keywords for query
1. Purkinje neuron

® AND selected keywords
O OR selected keywords

4, Retrieve Information
Neuroscience Web resources
Neuroscience literature (through Textpresso)
NIF federated databases

[ search | [ Clearall | [ Reload |
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Fig. 3 Results from the NIF
Resource Registry shows a list
of resources that may contain
information about Purkinje

NIF Search Results for Purkinje neuron

Literature through Textpresso

NIF Federated Databases

Neuron. Links in the “NIF Meuroscience Web Resources:

Entry” column lead to Here is a list of resources that may contain relevant data. (terms used for search)

the resource page in the NIF Name Resource NIF Entry

Resource Registry (Fig. 4). GEneral MEural SImulation System il irmul Link

Links the “Resource” column The Surf-Hippo Neuron Simulation System Surf-Hippo Link

lead to the resource Web site SO G — e hok

(Fig. 5) Database of membrane properties in neurcnal compartments NeuronDB Linke
Cell Centered Database Cell Centered Database  Link
Mouse BIRN Mouse BIRN Link
Subcellular Anatomy Ontology SAQ Link

literature citations. Clicking on the “PubMed Link” takes
the user directly to the PubMed entry for the paper (sce
Fig. 7). Alternatively, if the user wants more detailed
summary information about each of the citation matches, he
can request either 1 or 5 matching sentences for each of the
paper (by clicking on “1” or “5” in the sentence just above
the results). This request takes the user directly to the
Textpresso search engine site, which displays example
matching sentences from each matching citation with the
search terms highlighted (see Fig. 8). From this page, the
user may also launch more detailed searches directly to
Textpresso if he so desires.

Figure 9 shows how search results are displayed for the
NIF Database Mediator. This screen displays different
databases that contain potentially relevant data and allows

Fig. 4 The entry describing
NeuronDB in the NIF Resource

Registry

Home

NEUROSCIENCE

INFORMATION

Catalog Data

Format: HTML ® poF © xmL O

For items with numerical data, dick on ‘"download’ links to obtain data in comma-separated values
(CSV) format.

the user to launch a search directly into any one of those
databases to retrieve that data. From left to right, we see the
names of (1) the database, (2) a table in that database, and
(3) fields within that table which may contain relevant
information. Each table may have up to two buttons, one (a
“Web link out” button labeled with the name of the
database) that links to a specific page for the search
concept (in this case “Purkinje neuron”) in the resource,
and another (“Retrieve Data”) that retrieves information
directly from the resource’s back-end database. Note that
the search term “Purkinje neuron” has been translated to its
corresponding term in each database: e.g., Purkinje neuron
(in CCDB - Cell Centered Database (Martone et al. 2008)),
and Cerebellar purkinje cell (in SenseLab). Database term
translations are performed via the NIF Mediator using

) http:/ineurogateway.org - NIF Catalog Testbed - Mozilla Firefox

FRAMEWORK

- Name / Description Submitter

§ 1 |[nif-nif-700

Summary of Query Results

| NeuronDB ' ml‘

Neuroscience Resource (update)

jeuronDB
j|Database of brane properties in r | compart
http:/fsenselab. med.yale edu/:

Import Source iFquEn;m Id

dministrative Contact

Rarnme r
Gordon Shepherd
gordon. shepherd@yale adu
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Fig. 5 The home page of
NeuronDB, to which the NIF
user may link to launch queries
directly to this resource

mappings between those terms and concepts in the NIFSTD

ontology.

For each database, the user is given the option of
indicating (via checkboxes) which data fields he would like
retrieved from each database (by default all fields are

Fig. 6 Results from the
Document Archive (returned by
the Textpresso search engine)
show citations related to
Purkinje neuron. From these
results, clicking on a “PubMed
Link™ leads directly to the
PubMed citation (Fig. 7). Alter-
natively the user can request
that Textpresso show “1” or “5”
matching sentences which
transfers the user to Textpresso
for Neuroscience for more detail
and, if desired, to allow
advanced searches related to
this query (Fig. 8)

) http:/senselab.med.yale.edu - Neuron Database-HOME PAGE - Mozilla Firefox

& NeuronDB |

Back to SenseLab

NeuronDB prowides a dynamically searchable database of three types of neuronal properties: voltage gated
conductances, neurotransmitter receptors, and neurotransmitter substances. It contains tools that provide
for integration of these properties in 3 given type of neuron and compartment, and for comparison of
properties across different types of neurons and compartments. Read the tutonal for searching for Neuran
Properties in NeuronDB

This rasource is intended to:

* Support the genomics and proteomics of neuran types

* Support research on neuron properties

# Facilitate the creation of computational neuronal models

* [dentify receptors across neuron types to aid in drug development
¢ Serve as a teaching aid

Search the Database By:

*

Neuron List Alphabetically

Neuron List By Brain Reqions

Membrane Properties Comprehensive Inventory: Channels, Receptors,
Neurotransmitters/Neuromodulators

Membrane Properties for NeuronDB: Currents, Receptors, Neurotransmitters/Neuromodulators
Canonical farms of neuraons (see explanation)

Bibliographic citations

* "

L AR J

Signup to receive the NeuronDB email newsletter
Give us your feedback

Deposit to the Database

FAQ and related Links

NeuronDB Login

L B B

Ihis datahase jc heing develoned buluus N Marenco® Chigiuto Ceasto? Prakash i Nadkami® Dernc) =

selected). For example, for the NeuronDB neuronal current
table, if the user clicks on the “Retrieve Data” button he is
taken to a new (pop-up) screen (see Fig. 10) containing data
about neuronal currents that have been identified in various
compartments of the purkinje call. The advantage of this

NIF Search Results for Purkinje neuron
Back
web Resources | " ==rot= Dotaboses
MNeuroscience Literature (through Textpresso)
Here is a list of potentially relevant literature. (based on search of the titles and abstracts)
[Show 1 or 5§ matching sentences for each paper]
[ display 1-20 of 903 | Next |
Author(s) Title Journal Pubvled Link
Metzeband )G b . ; itabil
Barsons ki Metabotropic gluta_mate receptor agonists alter nel__lronal excitability
i and Ca2+ levels via the phospholipase C transduction pathway in 9242261
Sweeney DD | 4 Purl: Meurophysiol
Gruol DL cultured Purlunye neurons .
Pinkstaff Jk
> Detterich J Lr::r?nn subunit gene expression is regonally differentiated in adult I Neurosci 10024342
Lynch G Gall C ’
3 E‘f}” FBeam The absence of resurgent sodium current in mouse spinal neurons . Brain Res 10592298
Florez-McClure
ML Linseman
DA Chu CT
4 Barker PA The p75 neurol:ro_phm receptor can induce autophagy and death of JNeurosa 15140920
Bouchard R)  cerebellar Furkinj= neurons . e
Le S5 Laessig
TA Heidenreich
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Fig. 7 The user may link
directly to a PubMed citation
from citation results returned by
the NIF Document Archive

’} Gl
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x &M'@Mmﬁlﬂﬂkl’m ] Set Status = &y AIM Share @m £ Masic = »
A service of the U S, Hational Liary of hioime My NCBI ﬂ
the Hational Institute -
and the Natwonal Institul [Sign In] [Register]||

p;.m

Y
Preview/index | History

) hitp:/hwww.ncbi.nlm.nih.gov - Metabotropic glutamate receplor agonists aller neu,..[J Neurophysiol. 1997] - PubMed Result - Mozilla Fi... [Z |[B]|

i - 0sg

W pubmad gov
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| -Ga -Uaar

Clipboard | Details |

Display | Abstract
[ AN:1

1 Review: 0 3
[11: I Meurophysiol 1957 Jul,78(1).63-75

E? | Final Version (3
| Neurophysiol

Metabotropic glutamate r
phospholipase C transduction pathw:y in coltared Purkinje neurons.

Netzeband JG, Parsons KL, Sweeney DD, Gruol DL.

D, t of Ni

[ N ECDEN ) CTTE

Related Atticles,
Links

ists alter 1 excitability and Ca2+ levels via the

P

92037, USA

the

Eal

Selectve agomsts for metabotropac ghitamate receptor (mGE) subtypes were tested on mature, cultured rat cerebellar
Purim:_]e neurens (= or = 21 days in vitro) to identify functionally relevant mGluRs expressed by these neurons and to

ph logy and Alcohol Research Center, The Scnpps Research Insttute, La Jolla, Califorma

dinr b i

v iated with mGIuR-medi

d changes in b itability. Current-clamp

link, is that the data can be inspected in a generic tabular
format, and could for example be copied and pasted into a
spreadsheet (or into a local database) for integrated analysis
with data from other sources.

Alternatively, clicking on the “Web Linkout” button
(labeled “NeuronDB”) takes the user to the dynamically

created Web page in NeuronDB which displays data about
the Purkinje call (see Fig. 11). (Such links may not always
be available, depending on whether the database is
designed to produce that specific page.) The potential
advantage of this link is that the user can explore this data
using NeuronDB’s native interface that contains a number

Fig. 8 The user may link
directly to Textpresso for
Neuroscience, for more detail
about the nature of a match
within a citation, or for more
detailed text-based searching of
this resource

| About Cartegories/Ontology|Copyri Document |Downloads|Feedback|Home |Query User
| Tcxtpresso Finder Languagc Guidd
—

|| Global links ffiles: all results in endnote all results in print version

all results in xml

Score: 28.00
|| Title: Metabotropic glutamate receptor agonists alter neuronal excitability and Ca2+ levels wia the phospholipase C
transduction pathway in cultured Purkinje neurons .

Authors: Netzeband JG Parsons KL Sweeney DD Gruol DL

| Journal: J Neurophysiol

| Year: 1937

@ pibliographic Information

E Abstract

& Matching Sentences
| supplemental links ffiles: reference in endnote reference in xml online text related articles Pubmed citation

Score: 16.00
|| Title: Integrin subunit gene expression is regionally differentiated in adult brain .

|| Authors: Pinkstaff Jk Detterich J Lynch G Gall C

|| Journal: J Neurasc

| Year: 1555

& gibliographic Information

& Abstract

E Matching Sentences

Sen. 4 : General results and areas of notable labeling were as follows : alphal-limited neuronal expression , neocortical layer
Y , hippocampal C43 ; alpha3 and alphaS-diffuse neuronal and glial labeling , Purkinje cells , hippocampal stratum pyramidale
. locus coeruleus { alphas ) ; alpha4 discrete limbic regions , olfactory cortical layer 1T, hippocampal CAZ ; alphat-most
prominently neuronal , neocortical subplate , endopinform , subiculum ; alpha?-discrete , all neocortical layers , hippocampal
granule cells and CaA3 , cerebellar granule and Purkinje cells , all efferent cranial nerve nuclei ; alphag-discrete neuronal ,
deep cortex , hippocampal CaAl , basolateral amygdala , stnatum ; alphav-all cortical layers , stnatum , Purkinje cells ;
betad-dentate gyrus granule cells | betaS-broadly distnbuted , neocortex , medial amygdala , cerebellar granule and Purkinje
cells , efferent cramal nerve nucler ; alpha2 , beta2 , and beta3-mRNAs not detected . / Fieid ahstract, subscore: 16.00 |

te reference in ¥mi online text relsted articles Pubmed citation

| Supplemental links ffiles: reference in end

Score: 16.00
| Title: The absence of resurgent sodium current in mouse spinzl neurons .

| Authors: Pan F Beam KG

| Journal: Brain Res

| Year: 1999
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NIF Search Results for Purkinje neuron

Web Resources

Literature through Textpresso |

@
B

= .
| NIF Federated Databases:

|Here is a list of databases for more detailed data retrieval.

Resource Table

| CCDB_pred_20070427 anatomicaldetail objtab

neurondb neuronal transmitter

neurondb neuronal current
SenselLab_NIF

Fig. 9 This figure shows the initial results from the NIF Database
Mediator which displays a list of database tables and fields, containing
data about “Purkinje neuron.” From left to right, one sees the database
(resource), database table, and the fields within each tables. Terms
displayed use the local database terminology. Clicking on the “Retrieve
Data” button sends a query to the database to retrieve the data requested
via the field’s checkboxes (Fig. 10). Clicking on the “NeuronDB” button
transfers the user directly to the dynamically created NeuronDB page

of capabilities specifically designed to help the user explore
and understand this specific type of data, and to compare
and relate it to similar data in other neurons.

Discussion

The goal of the CBQI is to allow the neuroscientist to
compose a single query that can then be run against all three
NIF resources. This goal results in a number of challenges,
reflecting the very different nature of the three resources. In
this section, we discuss certain lessons learned the in the
process of designing the CBQI to meet these challenges.

It is worth first emphasizing that the current pilot CBQI
has been designed to explore aspects of the concept-based
approach. Our goal has not been to make the interface as
user-friendly and “seamless” as possible. A free text search
interface (such as Google’s) is very easy and intuitive to
use. A concept-based approach will need to be more
complex, but an important issue for the future will involve
exploring how such an interface can be made as intuitive
and easy-to-use as possible. In addition, as discussed below,
concept-based and free-text searching are potentially
synergistic and can likely be productively combined.

Select fields

F Cell

F Organ

W Regicnal part of organ

Select fields Fietrieve Data
FE Meuron: Cerebellar purkinje ce

M NOTES

W present

W Meuronal compartment
F MNeurotransmitter

Select fields Retrieve Data
F MNe n erebellar purkinie cell MNeuronDB

~ MOTES

W preferred

F lon channel
W Meuronal compartment

Select fields

Retrieve Data

containing data about the Cerebellar Purkinje Cell (Fig. 11). Fields
containing ‘purkinje neuron’ values are checked and grayed-out because
they are automatically used in this query. The presence of a button
following a grayed-out field (e.g., NeuronDB) identifies a direct Web
link to a page in that resource containing information relevant to the
term. Database term translations are performed via the NIF Mediator
using mappings between those terms and concepts in the NIFSTD
ontology

The Full Power of the Concept-Based Approach
will Only be Achieved when the Database Mediator
is Robustly Populated

It is important to emphasize that the most critical need for a
concept-based approach to querying the NIF arises because
of the Database Mediator. There are many databases
available that contain diverse data about the neurosciences.
These databases have been built by different research groups
and frequently use different, sometimes idiosyncratic, terms
and vocabularies.

If the NIF Mediator is to retrieve data from a broad set of
these databases, it is essential that any query be formulated
in a standardized format with standardized keywords or
concepts (e.g., using NIFSTD), and that all the relevant
terms in each mediated database be mapped to those terms
(as illustrated in Fig. 12). The process of mapping all the
relevant terms in a database to the equivalent concepts in
NIFSTD is a tedious, time-consuming task. The task is
made even more complex by the fact that certain terms in a
database may not map to NIFSTD in a one-to-one fashion,
due to differences in definitions, differences in granularity
(level of detail) of the terms used (e.g., calcium channel vs.
different types of calcium channel), etc.
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Fig. 10 Data retrieved as §
requested (see Fig. 9) from the I
neuronal currents table from .
NeuronDB I

|Results from table "neurondb neuronal current” for Cerebellar purkinje cell

Ion Neuronal

Neuron preferred channel compartment HEUES

Macropatch clamp and

intracellular recordings in guinea

pigs suggested that the pattern

; of Ca2+ spike firing in the

CS:E?EGF 1 I ?S:iilalent dendrites of Purkinje cells is Neuron
P J Potassium  SIUVe dynamically modulated by a
cell dendrite 4 : i o5

highly aminopyridine-sensitive

K+ current, and probably also

by & Ca2+-activated potassium

current (>294<)
Cerebellar Distal
purkinje I Na,t equivalent NeuronDB
cell dendrite
Cerebellar [T low
Egﬁkmje -1 threshold Soma Suggested. MeuronDE
Cerebellar ) i

e ) (>86<; reviewed in Llinas and T

E;.llrl'klnje i I K,Ca Soma Walton, 1990), MeuronDB
Ejrrlza?gér A 1L high ZTJT\ESL (=36<; reviewed in Linas and MeuronDE
cell threshold dendrite Walton, 1990).
Bk Distal Intradendritic recordings show

As a result, the expansion of the NIF Database Mediator
will be slow compared to the population of the other two NIF

interfaced to five neuroscience databases: NeuronDB,
ModelDB, CCDB, Neuromorpho.org, and SumsDB, al-

resources. Thus the full power of the concept-based
approach can only be achieved incrementally over a
relatively extended period of time. The Mediator is currently

though only a portion of the information in these databases
(approximately 20%) has been mapped to the NIFSTD
ontology.
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Fig. 12 This figure illustrates
how different terms used in
different neuroscience databases
are all mapped to the same
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Robust Query of the NIF Resource Registry and Document
Archive will Likely Benefit from Combining
Concept-based and Textual Retrieval

There are a number of potential problems that arise when
applying the concept-based approach to the NIF Resource
Registry and to the NIF Document Archive. In the NIF
Registry, as mentioned previously, resources are indexed at
a quite high level of abstraction. Thus, for example,
resources containing data about neurons are indexed with
the concept “Neuron.” As a result, if a user has entered the
concept “Purkinje neuron”, a number of the resources
returned might have data about other types of neurons (e.g.,
olfactory mitral cells), but not purkinje neurons. In addition,
many resources may have data potentially relevant to a
concept, but not be indexed by that concept if the
relationship is in some was implicit or indirect. As a result,
in searching the NIF Registry, it might very well be useful
to perform a text search, in addition to the concept-based
search, not just of the textual description of the resource in
the registry, but also of the Web pages of the resource itself.

The Textpresso search engine is specifically designed to
accept textual or conceptual queries. The conceptual
queries rely on indexing sentences according to concept
names in an ontology. More extensive mappings between
the NIFSTD vocabulary and Textpresso concepts, as well
as the creation of additional Textpresso concepts, will allow
us to take advantage of Textpresso’s conceptual query
capability more fully, thereby enhancing its value to the
neuroscience user.

As a result of considerations such as these, exploring a
query approach that combines a concept-based approach
with a text-based approach is a logical future direction.
How best to combine the two approaches is far from clear.
It does seem clear, however, that a combined approach will
likely enhance the ability of the NIF to serve the needs of
the neuroscience community.

Extending the Coverage of the NIFSTD Ontology
will be Key to Making the Concept-Based
Approach Successful

Concept-based querying will only succeed if the ontology
of concepts is as comprehensive as possible, and covers
most if not all of the concepts of potential interest to
neuroscience users. The challenge in accomplishing this
goal includes the breadth and diversity of the neuroscience
domain and its many intersections with other domains
within biomedicine.

In addition, the best approach to developing an ontology
for many of the areas within the neurosciences requires
much more than a single ontology-builder working in
isolation. This task may often require developing a
consensus among experts in the field, which is typically a
laborious and expensive process. Another complication is
that the best ontology for sub-domains within the neuro-
sciences is likely to evolve over time as the scientific field
progresses, as the neuroscience phenomena being described
become better understood, and as new phenomena are
discovered. As a result of all these considerations, a superb
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ontology for the NIF can only be approached incrementally
over time, and will need to undergo a process of regular
curation and revision.

As discussed above, the primary need for the concept-
based approach is for the Mediator. Since by definition
NIFSTD will be linked to the mediated databases, it makes
sense to envision an approach where the expansion of
NIFSTD is driven in part by the expansion of the databases
covered by the NIF Mediator. A mixture of concept-based
and text-based search could complement the incremental
expansion of NIFSTD by providing broader search capa-
bility to all areas of the neuroscience.

A Range of Interesting Issues will Arise due to Ontology
Mismatch Among Neuroscience Databases

One issue that will arise in applying the concept-based
query approach to the NIF Database Mediator, is that there
are bound to be examples of ontology mismatch between
the many local database ontologies and the concepts in
NIFSTD. Some of these mismatches may reflect a different
conceptualization of the neuroscience domain by different
research groups and/or an evolving conceptualization that
changes over time (for example, in NeuronDB two new
oblique dendrite compartments have recently been added to
the distal dendrite. Previously, these new oblique dendrite
compartments were part of apical dendritic compartments).
Other mismatches may reflect the fact that different data-
bases collect data at different levels of detail or in different
ways (for example, NeuronDB has neuronal properties
assigned to specific neuronal canonical compartments,
while Neurodatabase.org (Gardner 2004) uses the approxi-
mate distance from the soma when recording specific
dendritic properties).

Such ontology mismatches create challenges when
trying to help the neuroscientist find and access available
data in different databases. Such mismatches will be
particularly challenging in the future if the NIF tries to
return results from multiple databases in an integrated
fashion. The question of how best to deal with ontology
mismatches in a complex query system like the NIF
presents a major, interesting set of informatics research
directions for the future.

The NIF CBQI and the Semantic Web

There is an evolving national initiative that is exploring the
use of semantic web technology in the life sciences as a
whole, and also specifically within the neurosciences (Lam
et al. 2006, 2007; Ruttenberg et al. 2007). Semantic web
approaches require that the underlying bioscience concepts
be represented using ontologies. This work explores issues
such as how ontologies developed for related bioscience
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domains might best be combined so that data from those
domains could be queried in an increasingly integrated
fashion. It also explores how additional types of semantic
knowledge (e.g., about interrelationships among the con-
cepts) might be included to facilitate more powerful,
flexible integration and querying of the data.

Developing a concept-based approach to indexing and
querying the NIF represents a major step towards allowing
the integration of NIF resources with future efforts to
extend and refine the semantic web within the neuro-
sciences and within the life sciences as a whole.

Summary

The present pilot NIF CBQI is allowing us to explore the
challenges implicit in applying the concept-based query
approach to the diverse and complex domain of the
neurosciences. It is also allowing us to explore how best
to combine the concept-based and text-based querying
approaches. It is clear that particularly as more and more
neuroscience databases are incorporated into the NIF
Database Mediator, the concept-based approach will pro-
vide an essential, powerful tool.

Information Sharing Statement

The CBQI program code is freely available. Please contact
the first author.
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