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Abstract 

Background:  A wide range of chemical compound databases are currently available for pharmaceutical research. To 
retrieve compound information, including structures, researchers can query these chemical databases using non-
systematic identifiers. These are source-dependent identifiers (e.g., brand names, generic names), which are usually 
assigned to the compound at the point of registration. The correctness of non-systematic identifiers (i.e., whether an 
identifier matches the associated structure) can only be assessed manually, which is cumbersome, but it is possible 
to automatically check their ambiguity (i.e., whether an identifier matches more than one structure). In this study we 
have quantified the ambiguity of non-systematic identifiers within and between eight widely used chemical data-
bases. We also studied the effect of chemical structure standardization on reducing the ambiguity of non-systematic 
identifiers.

Results:  The ambiguity of non-systematic identifiers within databases varied from 0.1 to 15.2 % (median 2.5 %). 
Standardization reduced the ambiguity only to a small extent for most databases. A wide range of ambiguity existed 
for non-systematic identifiers that are shared between databases (17.7–60.2 %, median of 40.3 %). Removing stereo-
chemistry information provided the largest reduction in ambiguity across databases (median reduction 13.7 percent-
age points).

Conclusions:  Ambiguity of non-systematic identifiers within chemical databases is generally low, but ambiguity of 
non-systematic identifiers that are shared between databases, is high. Chemical structure standardization reduces the 
ambiguity to a limited extent. Our findings can help to improve database integration, curation, and maintenance.

Keywords:  Molecular structure, Chemical databases, Non-systematic chemical identifiers, Chemical name ambiguity, 
Quality control
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Background
A wide range of chemical compound databases are cur-
rently available for pharmaceutical research [1]. They 
provide a variety of chemical information [2], most 
importantly compound structures, which can be used for 
different purposes, such as chemical predictive modelling 
[3] or quantitative structure–activity relationships mod-
elling [4]. To retrieve information about a compound, 
researchers can query these chemical databases using 

one of many available compound identifiers. Informa-
tion retrieval based on automatic extraction of chemical 
identifiers from scientific literature or patents, is becom-
ing increasingly important as the large amount of such 
unstructured texts makes manual extraction and analy-
sis cumbersome [5–7]. Text mining methods that extract 
compound-target or drug-disease relationships from 
text, can provide valuable new insights [8] or support 
database curation [9, 10]. The correctness of the chemi-
cal identifiers that link to the chemical structures in the 
databases can greatly affect the results of cheminformat-
ics analyses [11, 12].
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Chemical identifiers fall into two main classes. The 
first class consists of systematic identifiers, which are 
algorithmically defined based on the chemical structure 
of the compound [13]. Among the systematic identifiers 
are IUPAC names [14], SMILES [15], and International 
Chemical Identifiers (InChIs) [16, 17]. We have previ-
ously investigated the correctness or consistency of sys-
tematic identifiers (i.e., whether an identifier matches the 
associated structure) within and across small-molecule 
databases, and found many inconsistencies [13]. We also 
checked whether the inconsistencies could be reduced 
by different chemical structure standardizations (e.g., 
removal of fragments, or ignoring isotopes), but this was 
only the case to a limited extent [13].

The second class of chemical identifiers consists of 
non-systematic identifiers. These are source-dependent 
identifiers which are usually assigned to the compound 
at the point of registration in a chemical database [13]. 
Brand names, generic names, research codes, chemical 
abstracts service (CAS) registry numbers, and database 
identifiers are examples of such non-systematic identi-
fiers. Since there is no algorithmic relationship between 
non-systematic identifiers and structures, the correctness 
of these identifiers can only be assessed manually, which 
has proven cumbersome [1]. However, it is possible to 
automatically check the ambiguity of non-systematic 
identifiers (i.e., whether an identifier matches more than 
one structure). The extent of this ambiguity problem is 
unknown and not yet quantified.

Here, we investigate the ambiguity of non-system-
atic identifiers within and between small-molecu-
lar databases, before and after chemical structure 
standardisation.

Methods
Databases
We selected eight well-known chemical databases cover-
ing a wide range of bioactive compounds: Chemical Enti-
ties of Biological Interest (ChEBI) [18], ChEMBL [19], 
ChemSpider [20], DrugBank [21], the Human Metabo-
lome Database (HMDB) [9, 22], the NCGC Pharma-
ceutical Collection (NPC) [23], PubChem [24], and the 
Therapeutic Target Database (TTD) [25, 26]. We focused 
on compound records that had associated chemical 
structures in the form of MOL files [27]. For each record, 
we extracted the structure file and gathered all chemi-
cal identifiers (available from possibly different record 
fields), except for identifiers explicitly tagged as IUPAC 
names, SMILES, or InChIs. For example, identifiers for 
the antibiotic “ampicillin” included “ampicilina”, “ampi-
cillin acid”, “AMP”, “AP”, “ABPC”, “ay-6108”, “DB00415”, 
“penbritin”, “totacillin”, “PEN A/N”, “Prestwick3_000114”, 
“Ampi-bol”, “Aminobenzylpenicillin” and, “brl 1341”. Note 

that extracted identifiers may include database identi-
fiers (such as “DB00415”) that appear in the name fields 
of the chemical records. Typically, for a given chemi-
cal database, database identifiers in its name fields come 
from other databases, and local database identifiers are 
only used as record identifiers (and not extracted). All 
data were downloaded in February 2013. The identifiers 
extracted from all databases, except ChemSpider which 
is a commercial database, are made available through 
http://www.biosemantics.org. In the following, we briefly 
describe the databases, indicating the version that was 
used (if versioning was available) and the fields from 
which identifiers were extracted.
ChEBI is a database of molecular entities, focusing 

on small chemical compounds [18]. ChEBI provides an 
ontological classification with parent and child relation-
ships. We extracted data for all three-star (i.e., manu-
ally annotated) compounds from ChEBI SD files. This 
included synonyms, ChEBI names, brand names, and 
International Non-proprietary Names (INN).
ChEMBL is a large-scale bioactivity database contain-

ing information for drug-like bioactive compounds [19]. 
In addition to literature-derived data ChEMBL also con-
tains Food and Drug Administration (FDA) approved 
drugs. The data available through ChEMBL have been 
manually extracted and standardized [19]. We used a 
local installation of ChEMBL version 14. Extracted fields 
include preferred name, synonyms, FDA alternative 
names, trade names, INN, United States Adopted Names 
(USAN), and United States Pharmacopoeia names (USP).
ChemSpider is a chemical database containing infor-

mation of compounds gathered from over 500 differ-
ent data sources [20]. ChemSpider structures and their 
corresponding identifiers were made available from the 
Royal Society of Chemistry (RSC)[28]. We focused on 
compounds that have structure–activity relationships 
or other biological annotations. Similar selection cri-
teria as defined by Muresan et al. [29] were provided to 
the ChemSpider team to extract the ChemSpider data. 
Subsets of chemicals such as “make on demand” chemi-
cals from screening library vendors without names other 
than computationally generated systematic names were 
excluded, as were the datasets that have been deprecated 
from ChemSpider during curation. We also considered a 
subset of the ChemSpider data that only contained infor-
mation that was validated with the use of crowdsourc-
ing, including curation work performed by members of 
the ChemSpider technical support team (ChemSpider-V) 
[20, 30]. For each compound, we were provided with all 
preferred terms and synonyms.
DrugBank provides information regarding drugs, 

including chemical, pharmacological and pharmaceutical 
drugs and their targets [21]. DrugBank data are curated 

http://www.biosemantics.org
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by a curation team based on primary literature sources. 
During production and maintenance all synonyms and 
brand names within DrugBank are extensively reviewed 
and only the most common synonyms are kept [31]. We 
used DrugBank version 3.0, and extracted generic names, 
synonyms, CAS numbers, and brand names from the 
DrugBank SD files and DrugCards.
HMDB contains small-molecule metabolites found 

in the human body. The database links chemical, clini-
cal, molecular-biology, and biochemistry data. HMDB 
is both automatically and manually curated [9, 22]. We 
used HMDB version 3. All generic names, CAS numbers, 
and synonyms were extracted from HMDB SD files and 
MetaboCards.
NPC provides clinically-approved drugs from USA, 

Europe, Canada, and Japan for high-throughput screen-
ing [23]. In addition NPC provides chemical-related 
information gathered from different sources, such as the 
KEGG database. Using NPC browser 1.1.0, we extracted 
preferred names and synonyms.
PubChem is a database that provides information 

on the biological activities of small molecules [24]. 
PubChem consists of three different databases: a com-
pound database (with currently about 61 million entries), 
a substance database (about 157 million entries), and 
a bioassay database (more than 1 million entries). The 
compound database was used to extract structures for 
a subset of compounds that had structure–activity rela-
tionships or other biological annotations. This subset of 
compounds was introduced by Muresan et al. [29] and is 
the same subset of PubChem compounds that we used in 
our previous study on the consistency of systematic iden-
tifiers [13]. The PubChem compound database does not 
contain non-systematic identifiers. This information is 
available through the PubChem substance database. The 
relations between PubChem substance identifiers (SIDs) 
and compound identifiers (CIDs), which have been cre-
ated by PubChem through in-house chemical structure 
standardization [24], are specified in the “PubChem_
CID_associations” tag available in the downloadable SD 
files [32]. We used the relations between SIDs and CIDs 
to extract the non-systematic identifiers (synonyms and 
identifiers) from the substance database and assign them 
to the corresponding compounds [24].
TTD provides therapeutic protein and nucleic acid tar-

gets and drug information including targeted disease and 
pathway [25, 26]. We used TTD version 4.3.02. All syno-
nyms, trade names, and drug names were extracted.

Filtering
The fields with non-systematic identifiers that were 
extracted from the databases may also contain sys-
tematic identifiers (e.g., a field with synonyms may not 

distinguish between the two types of identifiers). Sys-
tematic identifiers were automatically filtered out from 
the extracted identifiers with the use of two name-to-
structure converters, ChemAxon’s MolConverter [33] 
and the open source tool OPSIN (Open Parser for Sys-
tematic IUPAC Nomenclature) [34]. Both tools are freely 
available for academic research. We used two different 
name converters since the algorithms that they imple-
ment to recognize systematic identifiers may differ 
slightly (mostly when considering IUPAC names). Each 
extracted identifier was fed into the converters and only 
considered non-systematic if neither tool recognized it as 
systematic. For example, the term “(2S, 5R, 6R)-6-{[(2R)-
2-amino-2-phenylacetyl]amino}-3,3-dimethyl-7-oxo-
4-thia-1-azabicyclo[3.2.0]heptane-2-carboxylic acid” was 
not labelled as a IUPAC name in DrugBank “DB00415” 
but it was filtered out through this step.

Ambiguity within and across databases
A non-systematic identifier was considered ambiguous 
within a database if it appeared in multiple records in the 
database, i.e., if multiple structures were provided for the 
same identifier. Ambiguity was measured as the percentage 
of unique identifiers within a database that are ambiguous.

An identifier was considered ambiguous across two 
databases if the structures (as defined by their MOL 
files) of the compounds associated with the identifier 
in the two databases were different. If an identifier was 
ambiguous in one or both of the databases (i.e., the iden-
tifier was associated with multiple compounds within the 
database(s)), the identifier was also considered ambigu-
ous across databases. Ambiguity was calculated as the 
percentage of unique shared identifiers between data-
bases that are ambiguous.

To compare two MOL files, we used the same approach 
as in our previous study [13]. Briefly, each MOL file was 
converted into a Standard InChI with ChemAxon’s Mol-
Converter [33], providing a unique textual representation 
of the MOL file. The two InChI strings were then com-
pared to determine whether the corresponding struc-
tures were the same. No comparison was made if an 
InChI could not be generated.

Standardization
In the process of creating MOL files for compounds, 
databases can apply different sensitivity settings [2]. 
These settings pertain to including or ignoring frag-
ments, isotopic labels, charges, canonical tautomers, or 
stereochemical information. Different sensitivity set-
tings can result in different Standard InChI strings for 
the same compound, and thus are a potential source of 
ambiguity. Standardization of the MOL files can help to 
reduce such ambiguities.
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The Computer-Aided Drug Design group of the National 
Cancer Institute defined a set of rules called FICTS to 
standardize the structural representation of compounds 
[2, 35]. FICTS rules correspond to five standardisation 
levels that affect structural information. The rules remove 
small fragments (F), disregard isotopes (I) and charges (C), 
generate canonical tautomers (T), or ignore stereochemi-
cal information (S). Any combination of the five rules can 
be applied and is expressed by converting the correspond-
ing upper-case letter of the term “FICTS” into a “u” (for 
“un-sensitive”). ChemAxon’s Standardizer [36] was used to 
execute these standardization rules.

Results
Databases
For each database, Table  1 shows the number of com-
pounds with at least one non-systematic identifier, 
and the total number of non-systematic identifiers 
(not unique). The databases vary greatly in size and in 
the average number of non-systematic identifiers per 

compound, ranging from 1.3 for ChemSpider-V and 
ChEMBL to 35.4 for TTD. The large average for TTD can 
be attributed to the presence of a large number of data-
base identifiers for many of the compounds.

Ambiguity of non‑systematic identifiers within databases
Table 2 shows the ambiguity of non-systematic identifiers 
and the average number of compounds per ambiguous 
identifier within the databases. HMDB has 15.2 % ambi-
guity, much larger than for any of the other databases. 
On average, an ambiguous identifier in HMDB is associ-
ated with 6.1 compounds, but the distribution is highly 
skewed. For example, the two most ambiguous identi-
fiers in HMDB, “Triglyceride” and “Triacylglycerol”, are 
each associated with about 14,000 compounds. Moreo-
ver, HMDB contains 176 non-systematic identifiers with 
more than 100 structures (100 being an arbitrary number 
chosen for the purpose of comparison). The only other 
databases that contain identifiers that are associated with 
more than 100 structures, are ChemSpider (39 identifi-
ers) and PubChem (16 identifiers). Some of these identi-
fiers are unspecific, e.g., “ester” is linked to 228 structures 
in ChemSpider.

TTD is the database with the second-largest ambigu-
ity (4.6 %), but none of the ambiguous identifiers in TTD 
are associated with more than three compounds. This is 
also reflected in the low average number of compounds 
per ambiguous identifier (2.1), close to the minimum of 
2 that would be reached if all ambiguous identifiers were 
associated with exactly two compounds. The ambiguity 
of ChemSpider-V (0.6 %) is much lower than the ambigu-
ity of ChemSpider (2.5 %), suggesting a positive effect of 
curation. However, when we recalculated the ambiguity 
of the ChemSpider-V records prior to curation, we found 
an ambiguity of 0.7  %. Therefore, the curation effort 
only slightly reduced ambiguity within ChemSpider-
V, possibly because it focused more on establishing the 

Table 1  Number of compounds and non-systematic identi-
fiers in different chemical databases

Database Compounds Identifiers Identifiers/
compound

PubChem 4,232,875 15,211,133 3.6

ChemSpider 6,646,902 10,063,709 1.5

ChemSpider-V 654,052 850,601 1.3

HMDB 37,761 308,733 8.2

NPC 14,814 131,290 8.9

TTD 2977 105,407 35.4

ChEBI 15,633 41,956 2.7

ChEMBL 21,398 28,011 1.3

DrugBank 3769 26,780 7.1

Table 2  Ambiguity of  non-systematic identifiers and  the average number of  compounds per  ambiguous identifier, 
within databases

Database Unique  
identifiers

Ambiguous  
identifiers

Ambiguity (%) Compounds/ 
ambiguous identifier

HMDB 173,455 26,430 15.2 6.1

TTD 100,570 4607 4.6 2.1

ChEMBL 26,910 1050 3.9 2.1

NPC 112,717 3455 3.1 2.1

ChemSpider 9,691,277 245,541 2.5 2.5

ChEBI 41,023 827 2.0 2.1

PubChem 14,937,728 201,621 1.3 2.4

ChemSpider-V 842,128 5401 0.6 2.3

DrugBank 26,759 20 0.1 2.1
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correctness of compound structures. DrugBank has the 
lowest ambiguity of non-systematic identifiers (0.1 %).

Ambiguity of non‑systematic identifiers 
between databases
Table  3 presents for each pair of databases the num-
ber of unique non-systematic identifiers that are shared 
between the databases. The first figure in the parentheses 
indicates the ambiguity of these shared identifiers, i.e., 
the percentage of shared identifiers for which the corre-
sponding structures in the two databases are different. 
For example, the identifier “floxuridine” occurs in ChEBI 
and in ChEBML, but the corresponding structures in 
these two databases do not match, and thus the identifier 
is ambiguous. The second figure in the parentheses shows 
the percentage of the shared identifiers that are ambigu-
ous within one or both of the databases, and thus are 
ambiguous across databases by definition. For example, 
“ofloxacin” is shared between ChEMBL and HMDB, but 
is also ambiguous within HMDB because it is associated 
with two different structures (in records HMDB01929 
and HMDB15296). Therefore, the identifier is considered 
ambiguous, even though one of the structures in HMDB 
(HMDB15296) matches the one in ChEMBL.

Ambiguity between two databases varies widely, from 
17.7  % (for PubChem and ChemSpider) to 60.2  % (for 
NPC and ChemSpider). Overall, the lowest ambiguity 
values between a given database and the other databases 
are seen for TTD (median ambiguity over all databases 
30.0  %), while highest values occur for NPC (median 
45.4 %), and HMDB (median 44.2 %).

The percentage of shared identifiers that are ambiguous 
within either or both of the databases (i.e., are ambigu-
ous across databases by definition) also varies greatly. 
For instance, 39.4  % of the shared identifiers between 
DrugBank and PubChem are also ambiguous within the 
databases, largely accounting for the overall ambiguity of 
46.8 %. (This means that only 7.4 % of the shared identi-
fiers are ambiguous across but not within the databases.) 
Similar values are seen for ChEMBL and PubChem 
(33.1  % overall ambiguity and 28.9  % ambiguity due to 
identifiers that are ambiguous within the databases) and 
PubChem and TTD (25.4 and 23.0  %, respectively). On 
the other hand, for DrugBank and NPC only 2.0 % ambi-
guity is due to ambiguous identifiers within the databases 
(overall ambiguity 21.9 %), and for DrugBank and ChEBI 
only 3.4 % (overall 28.7 %).

Effect of standardisation
Table  4 shows the effect of different types of standardi-
zation on reducing the ambiguity of non-systematic 
identifiers within databases. For most databases, stand-
ardization has little effect on ambiguity (median change 

for each setting less than 0.5 percentage point). The larg-
est changes are seen for TTD and ChEMBL, in particular 
for removing fragments (uICTS). Overall, removing frag-
ments and disregarding stereochemistry (FICTu) gives 
the largest changes, while disregarding isotopes (FuCTS) 
has the lowest effect. Notably, standardization does not 
affect HMDB, the most ambiguous database.

We also computed the effect of different standardiza-
tion settings on the ambiguity of non-systematic iden-
tifiers across databases. Table  5 shows the results for 
removing fragments (uICTS) and disregarding stereo-
chemistry (FICTu), which gave the largest reductions in 
ambiguity. Results for the other standardization settings 
(FuCTS, FIuTS, and FICuS) are available as Additional 
file 1.

Overall, ignoring stereochemistry information gave 
the largest ambiguity reduction (median decrease of 13.7 
percentage points), but the remaining ambiguity between 
databases was still considerable (median 25.4  %). The 
largest improvements were seen for HMDB and NPC 
(23.2 percentage points) and for HMDB and ChemSpi-
der (21.9 percentage points). Removal of small fragments 
resulted in a median reduction in ambiguity of 4.9 per-
centage points. The highest reduction was obtained for 
ChEBI and ChEMBL (17.5 percentage points).

Discussion
We quantified the ambiguity of non-systematic identi-
fiers within and between eight widely used chemical 
databases. Our results show an ambiguity between 0.1 
and 15.2  % (median 2.5  %) within databases, whereas 
ambiguity between databases ranged from 17.7 to 60.2 % 
(median 40.3  %). Standardization reduced the ambigu-
ity to some extent. Removal of small fragments gave the 
largest reduction (to a median  of 1.8 percentage point) 
in ambiguity within databases, while removing ste-
reochemistry information provided the best improve-
ment in reducing ambiguity (median 13.7 percentage 
point) across databases. Possibly, the addition of three-
dimensional information to structures either by hand or 
through automated processes introduces an extra com-
plexity that is responsible for the ambiguity. These results 
complement our findings in a previous study, where we 
investigated the consistency of systematic identifiers (i.e., 
whether a systematic identifier was consistent with the 
associated MOL file) and showed that this consistency 
varied greatly within and across databases [13].

Ambiguity of non-systematic identifiers within data-
bases is generally low, with on average few compounds 
associated with an ambiguous identifier. HMDB was an 
outlier with 15.2 % ambiguity and an average of 6.1 com-
pounds per ambiguous identifier. Among the most com-
mon ambiguous identifiers in HMDB are different classes 
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of Triglyceride (TG, triacylglycerol, TAG, tracylglycerol), 
which is an ester derived from glycerol and three fatty 
acids, and Phosphatidylcholine (PC), a class of phos-
pholipids. The IUPAC-IUB Commission on biochemi-
cal nomenclature discourages the use of “triglyceride” 
as the ambiguity of this identifier will result in inconsist-
encies [37]. Chemical compound records representing 
drugs, metabolites, and biochemicals of other types are 
usually records with a higher number of non-systematic 

identifiers, which might lead to a higher ambiguity. How-
ever, our results suggest that there is no clear association 
between number of non-systematic identifiers per com-
pound and ambiguity within the different databases. 
Drugbank, for example, has a fairly large average num-
ber of identifiers per compound (7.1) but showed lowest 
ambiguity (0.1 %), whereas ChEMBL has a low number of 
identifiers per compound (1.3) but relatively high ambi-
guity (3.9 %).

Table 4  Effect of standardization on the ambiguity of non-systematic identifiers (in  %) within databases

Database FICTS uICTS FuCTS FIuTS FICuS FICTu

HMDB 15.2 15.2 15.2 15.2 15.2 15.2

TTD 4.6 1.8 2.1 2.0 2.1 2.1

ChEMBL 3.9 2.0 3.8 3.9 3.9 3.4

NPC 3.1 2.7 2.7 2.7 2.7 2.7

ChemSpider 2.5 2.3 2.5 2.5 2.2 1.9

ChEBI 2.0 1.8 1.9 1.4 1.8 1.6

PubChem 1.4 1.2 1.3 1.3 0.6 0.6

ChemSpider-V 0.6 0.6 0.6 0.6 0.6 0.3

DrugBank 0.1 0.1 0.1 0.1 0.1 0.1

Table 5  Effect of standardization on the ambiguity of non-systematic identifiers (in  %) across databases

Database Standardization ChEBI ChEMBL ChemSpider ChemSpider-V DrugBank HMDB NPC PubChem

ChEMBL FICTS 39.5

uICTS 22.0

FICTu 32.6

ChemSpider FICTS 30.9 29.9

uICTS 28.4 25.0

FICTu 19.5 17.8

ChemSpider-V FICTS 39.9 43.6

uICTS 36.5 34.1

FICTu 26.1 27.3

DrugBank FICTS 28.7 39.6 50.7 45.2

uICTS 15.5 22.6 41.4 37.2

FICTu 23.3 32.6 35.9 33.4

HMDB FICTS 49.6 48.4 57.3 43.9 30.7

uICTS 47.4 36.1 54.4 42.4 30.4

FICTu 32.3 33.0 34.4 23.3 16.1

NPC FICTS 40.7 46.4 60.2 48.6 21.9 44.4

uICTS 31.2 31.1 45.9 37.3 21.3 43.5

FICTu 26.8 36.2 45.1 31.6 13.5 21.2

PubChem FICTS 36.9 33.1 17.7 41.6 46.8 43.3 49.8

uICTS 32.9 25.2 16.1 37.1 37.6 40.9 38.4

FICTu 24.1 24.0 9.0 25.4 34.6 26.7 35.1

TTD FICTS 27.7 36.9 32.3 40.3 18.2 43.0 22.4 25.4

uICTS 20.9 24.6 27.8 32.7 16.8 41.1 20.6 21.6

FICTu 15.2 26.0 17.8 23.0 10.1 22.0 9.2 13.8
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Another reason for ambiguity is that many databases 
massively integrate information from other databases, 
but may use different standardization procedures. This 
can result in different compound structures that have the 
same, but now ambiguous, non-systematic identifiers.

The ambiguity within databases is much lower than the 
ambiguity across databases, which varies between 17.7 % 
(for PubChem and ChemSpider) and 60.2  % (ChemSpi-
der and NPC). Factors that may affect the ambiguity 
between databases are the ambiguity within the sepa-
rate databases, the level of (manual) database curation, 
and standardization procedures. The ambiguity between 
databases that could be attributed to identifiers that are 
already ambiguous within one or both of the databases, 
varied between 2.0  % (DrugBank and NPC) and 39.4  % 
(DrugBank and PubChem), but generally was consid-
erably lower than the overall ambiguity between data-
bases. This suggests that reducing the ambiguity within 
databases will only partly resolve the ambiguity across 
databases. It should also be noted that the ambiguity 
between two databases is based on the number of identi-
fiers that the databases share, which may be much lower 
than the number of identifiers in either database. This 
explains why the ambiguity between databases for identi-
fiers that are already ambiguous in one of the databases 
can be much higher than the ambiguity within data-
bases. For example, the ambiguity between DrugBank 
and PubChem is 39.8 %, whereas it is only 0.1 % within 
DrugBank and 1.4  % within PubChem. This shows that 
identifiers that are ambiguous within these databases are 
relatively frequently shared between the databases.

Database curation does not appear to affect the level of 
ambiguity of shared non-systematic identifiers between 
databases. For instance, DrugBank and ChemSpider-
V, which are both considered highly curated databases 
[20, 38], show that 45.2  % of the shared identifiers are 
ambiguous (while only 6.7  % of the ambiguity between 
these databases could be attributed to identifiers that 
were already ambiguous in the separate databases). This 
ambiguity ranks among the highest ambiguities between 
databases.

The effect of chemical structure standardization on 
reducing the ambiguity of non-systematic identifiers is 
limited. The largest reductions were seen for disregarding 
stereochemistry and small fragments (median ambiguity 
reduction of 13.7 and 4.9 percentage points, respectively), 
but the remaining ambiguity was still considerable. The 
other standardization settings that we tested hardly 
reduced the ambiguity.

Our study may have several implications for database 
curation and integration efforts. First, our findings indi-
cate that some non-systematic identifiers are very ambig-
uous within databases (e.g., TG, triacylglycerol, ester). 

These identifiers are more likely to represent classes of 
chemicals than individual compounds, and may be con-
sidered for removal from the databases.

Second, our study suggests that efforts to disambiguate 
non-systematic identifiers should not only pay attention 
to ambiguity within databases, which is generally low, 
but also consider identifiers that are ambiguous across 
databases. This will reveal many ambiguous and potential 
problematic identifiers that will not be apparent if only 
single databases are considered. Our method to detect 
these ambiguous identifiers can provide helpful infor-
mation to database curators to direct their disambigua-
tion efforts. Crowdsourcing approaches that involve the 
chemical community to improve database quality [20, 
29, 39], may also benefit from this information to resolve 
ambiguity issues. All ambiguous identifiers in this study, 
within and between databases, are available through 
http://www.biosemantics.org.

Third, our findings are relevant for database integration 
and maintenance. Many chemical databases are increas-
ing their coverage by regularly integrating data from 
other sources [40], or existing databases are merged and 
made available as a new resource [41]. As mentioned in 
our previous study [13], integration of databases should 
focus on a unique representation of compounds (e.g., 
MOL files) as their base of integration. InChI strings 
derived from the MOL files have been shown to facili-
tate the process as they are unique and can encode mul-
tiple types of information [42], although limitations also 
exist [43]. Ambiguity of systematic identifiers can be 
reduced by regenerating them from the structures [13], 
but such an approach is not possible for non-systematic 
identifiers, which are generated at the point of registra-
tion. Our results show that there is a large ambiguity of 
non-systematic identifiers across databases, and suggest 
that the integration of these identifiers from different 
databases without proper manual curation can greatly 
increase their ambiguity. It has previously been proposed 
to use a voting approach to disambiguate non-systematic 
identifiers when integrating multiple databases, assign-
ing the identifier to the compound to which it was most 
frequently associated in the databases [29], but this 
approach may be biased by error propagation when one 
database includes an erroneous identifier from another 
database.

Our study has several limitations. First, although we 
included a variety of commonly used chemical data-
bases, the number of databases is not very large and our 
results may not apply to databases that were not consid-
ered. Moreover, as the content of the databases evolves 
over time, the ambiguity within and between databases 
is likely to have changed since we downloaded the data. 
For example, recently an effort has been made to reduce 

http://www.biosemantics.org
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ambiguity within the ChemSpider database by using a 
subset of records with non-systematic identifiers that 
had manually been validated, and automatically remov-
ing these identifiers from any record that had not been 
validated. A second limitation is that we quantified the 
ambiguity of non-systematic identifiers within and across 
databases, but did not determine which of the associa-
tions between non-systematic identifiers and compounds 
were correct, and thus could not rank the databases on 
their performance in this respect. A reference set of cor-
rectly assigned non-systematic identifiers would allow 
such an analysis, but may be cumbersome to establish. 
Finally, to assess whether two structures were the same, 
we used one tool to convert MOL files into InChI strings. 
Other tools might occasionally produce different conver-
sions, because of differences in MOL file processing, but 
in our previous study [13] such differences were negligi-
ble and did not significantly influence the results.

Conclusions
Ambiguity of non-systematic identifiers within chemical 
databases is generally low. A much higher ambiguity was 
observed for non-systematic identifiers that are shared 
across databases. Chemical structure standardization 
reduces the ambiguity to a limited extent. The largest 
reductions are obtained when disregarding stereochem-
istry information or removing small fragments. The 
results of our study can help to improve database integra-
tion, curation and maintenance.

Authors’ contributions
SAA extracted, processed and analysed the data, and drafted the manuscript. 
JAK, AJW and SM supervised and coordinated the project and revised the 
manuscript. All authors read and approved the final manuscript.

Author details
1 Department of Medical Informatics, Erasmus University Medical Centre, P.O. 
Box 2040, 3000 CA Rotterdam, The Netherlands. 2 Food Control Department, 
Banat University of Agricultural Sciences and Veterinary Medicine, Calea 
Aradului 119, 300645 Timisoara, Romania. 3 ChemConnector Inc., 904 Tamaras 
Circle, Wake Forest, NC 27587, USA. 

Acknowledgements
This study was made possible by a grant provided by AstraZeneca. The 
authors would like to thank ChemAxon for providing us access to their chem-
informatics software. We would also like to acknowledge the Royal Society of 
Chemistry for making ChemSpider data available to us for research purposes.

Competing interests
It should be noted that AJW was previously employed by the Royal Society 
of Chemistry and was involved with the development of the ChemSpider 
resource. The authors declare that they have no competing interests.

Additional file

Additional file 1. The effect of all standardization settings on reducing 
ambiguity of non-systematic identifiers across databases.

Received: 17 June 2015   Accepted: 30 October 2015

References
	1.	 Williams AJ (2008) Public chemical compound databases. Curr Opin Drug 

Discov Devel 11:393–404
	2.	 Muresan S, Sitzmann M, Southan C (2012) Mapping between databases 

of compounds and protein targets. Methods Mol Biol 910:145–164
	3.	 Cumming JG, Davis AM, Muresan S, Haeberlein M, Chen H (2013) Chemi-

cal predictive modelling to improve compound quality. Nat Rev Drug 
Discov 12:948–962

	4.	 Liaw A, Svetnik V (2015) QSAR modeling: prediction of biological activity 
from chemical structure. In: Statistical methods for evaluating safety in 
medical product development, Wiley, New York, p 66–83

	5.	 Eltyeb S, Salim N (2014) Chemical named entities recognition: a review 
on approaches and applications. J Cheminform 6:1–12

	6.	 Vazquez M, Krallinger M, Leitner F, Valencia A (2011) Text mining for drugs 
and chemical compounds: methods, tools and applications. Mol Inform 
30:506–519

	7.	 Akhondi SA, Klenner AG, Tyrchan C, Manchala AK, Boppana K, Lowe D, 
Zimmermann M, Jagarlapudi SA, Sayle R, Kors JA (2014) Annotated chem-
ical patent corpus: a gold standard for text mining. PloS One 9:e107477

	8.	 Krallinger M, Leitner F, Rabal O, Vazquez M, Oyarzabal J, Valencia A (2015) 
CHEMDNER: The drugs and chemical names extraction challenge. J 
Cheminform 7:S1

	9.	 Wishart DS, Tzur D, Knox C, Eisner R, Guo AC, Young N, Cheng D, Jewell 
K, Arndt D, Sawhney S et al (2007) HMDB: the human metabolome data-
base. Nucleic Acids Res 35:D521–D526

	10.	 Alex B, Grover C, Haddow B, Kabadjor M, Klein E, Matthews M, Roebuck 
S, Tobin R, Wang X (2008) Assisted curation: does text mining really help? 
Pac Symp Biocomput 13:556–567

	11.	 Fourches D, Muratov E, Tropsha A (2010) Trust, but verify: on the impor-
tance of chemical structure curation in cheminformatics and QSAR 
modeling research. J Chem Inf Model 50:1189–1204

	12.	 Southan C, Sitzmann M, Muresan S (2013) Comparing the chemical struc-
ture and protein content of ChEMBL, DrugBank, human metabolome 
database and the therapeutic target database. Mol Inform 32:881–897

	13.	 Akhondi SA, Kors JA, Muresan S (2012) Consistency of systematic chemical 
identifiers within and between small-molecule databases. J Cheminform 4:35

	14.	 About IUPAC. http://www.iupac.org/home/about.html
	15.	 Weininger D (1988) SMILES, a chemical language and information system. 

1. Introduction to methodology and encoding rules. J Chem Inf Comput 
Sci 28:31–36

	16.	 History of InChI. http://www.inchi-trust.org/index.php?q=node/2
	17.	 Heller S, McNaught A, Stein S, Tchekhovskoi D, Pletnev I (2013) InChI—

the worldwide chemical structure identifier standard. J Cheminform 5:7
	18.	 de Matos P, Alcantara R, Dekker A, Ennis M, Hastings J, Haug K, Spiteri I, 

Turner S, Steinbeck C (2010) Chemical Entities of Biological Interest: an 
update. Nucleic Acids Res 38:D249–D254

	19.	 Gaulton A, Bellis LJ, Bento AP, Chambers J, Davies M, Hersey A, Light 
Y, McGlinchey S, Michalovich D, Al-Lazikani B, Overington JP (2012) 
ChEMBL: a large-scale bioactivity database for drug discovery. Nucleic 
Acids Res 40:D1100–D1107

	20.	 Pence HE, Williams AJ (2010) ChemSpider: an online chemical informa-
tion resource. J Chem Educ 87:1123–1124

	21.	 Knox C, Law V, Jewison T, Liu P, Ly S, Frolkis A, Pon A, Banco K, Mak C, 
Neveu V et al (2011) DrugBank 3.0: a comprehensive resource for ‘omics’ 
research on drugs. Nucleic Acids Res 39:D1035–D1041

	22.	 Wishart DS, Knox C, Guo AC, Eisner R, Young N, Gautam B, Hau DD, Psy-
chogios N, Dong E, Bouatra S et al (2009) HMDB: a knowledgebase for the 
human metabolome. Nucleic Acids Res 37:D603–D610

	23.	 Huang R, Southall N, Wang Y, Yasgar A, Shinn P, Jadhav A, Nguyen DT, 
Austin CP (2011) The NCGC pharmaceutical collection: a comprehensive 
resource of clinically approved drugs enabling repurposing and chemical 
genomics. Sci Transl Med 3:80ps16

http://dx.doi.org/10.1186/s13321-015-0102-6
http://www.iupac.org/home/about.html
http://www.inchi-trust.org/index.php%3fq%3dnode/2


Page 10 of 10Akhondi et al. J Cheminform  (2015) 7:54 

	24.	 Bolton EE, Wang Y, Thiessen PA, Bryant SH (2008) PubChem: integrated 
platform of small molecules and biological activities. Annu Rep Comput 
Chem 4:217–241

	25.	 Zhu F, Han B, Kumar P, Liu X, Ma X, Wei X, Huang L, Guo Y, Han L, Zheng C, 
Chen Y (2010) Update of TTD: therapeutic target database. Nucleic Acids 
Res 38:D787–D791

	26.	 Chen X, Ji ZL, Chen YZ (2002) TTD: therapeutic target database. Nucleic 
Acids Res 30:412–415

	27.	 Dalby A, Nourse JG, Hounshell WD, Gushurst AKI, Grier DL, Leland BA, 
Laufer J (1992) Description of several chemical structure file formats used 
by computer programs developed at molecular design limited. J Chem 
Inf Comput Sci 32:244–255

	28.	 Royal Society of CHEMISTRY. http://www.rsc.org/
	29.	 Muresan S, Petrov P, Southan C, Kjellberg MJ, Kogej T, Tyrchan C, Varkonyi 

P, Xie PH (2011) Making every SAR point count: the development of 
Chemistry Connect for the large-scale integration of structure and bioac-
tivity data. Drug Discov Today 16:1019–1030

	30.	 Williams AJ, Ekins S, Tkachenko V (2012) Towards a gold standard: regard-
ing quality in public domain chemistry databases and approaches to 
improving the situation. Drug Discov Today 17:685–701

	31.	 Law V, Knox C, Djoumbou Y, Jewison T, Guo AC, Liu Y, Maciejewski A, 
Arndt D, Wilson M, Neveu V et al (2014) DrugBank 4.0: shedding new light 
on drug metabolism. Nucleic Acids Res 42:D1091–D1097

	32.	 PubChem SD file formatted data, V2.0.1. http://ftp.ncbi.nlm.nih.gov/
pubchem/data_spec/pubchem_sdtags.pdf

	33.	 ChemAxon, Naming. http://www.chemaxon.com/products/naming/

	34.	 Lowe DM, Corbett PT, Murray-Rust P, Glen RC (2011) Chemical name to 
structure: OPSIN, an open source solution. J Chem Inf Model 51:739–753

	35.	 Sitzmann M, Filippov IV, Nicklaus MC (2008) Internet resources integrating 
many small-molecule databases. SAR QSAR Environ Res 19:1–9

	36.	 Standardizer—Structure canonicalization and more. http://www.che-
maxon.com/products/standardizer/

	37.	 Nomenclature of Lipids, IUPAC-IUB Commission on Biochemical Nomen-
clature (CBN). http://www.chem.qmul.ac.uk/iupac/lipid/

	38.	 Wishart DS, Knox C, Guo AC, Shrivastava S, Hassanali M, Stothard P, Chang 
Z, Woolsey J (2006) DrugBank: a comprehensive resource for in silico drug 
discovery and exploration. Nucleic Acids Res 34:D668–D672

	39.	 Williams AJ (2013) Facilitating scientific discovery through crowdsourcing 
and distributed participation. EMBnet J 19:12

	40.	 Williams AJ (2008) A perspective of publicly accessible/open-access 
chemistry databases. Drug Discov Today 13:495–501

	41.	 Samwald M, Jentzsch A, Bouton C, Kallesoe CS, Willighagen E, Hajagos 
J, Marshall MS, Prud’hommeaux E, Hassenzadeh O, Pichler E, Stephens S 
(2011) Linked open drug data for pharmaceutical research and develop-
ment. J Cheminform 3:19

	42.	 Haraldsdottir HS, Thiele I, Fleming RM (2014) Comparative evaluation of 
open source software for mapping between metabolite identifiers in 
metabolic network reconstructions: application to Recon 2. J Chemin-
form 6:2

	43.	 Galgonek J, Vondra Ek JI (2014) On InChI and evaluating the quality of 
cross-reference links. J Cheminform 6:15

Open access provides opportunities to our 
colleagues in other parts of the globe, by allowing 

anyone to view the content free of charge.

Publish with ChemistryCentral and every
scientist can read your work free of charge

W. Jeffery Hurst, The Hershey Company.

available free of charge to the entire scientific community
peer reviewed and published immediately upon acceptance
cited in PubMed and archived on PubMed Central
yours     you keep the copyright

Submit your manuscript here:
http://www.chemistrycentral.com/manuscript/

http://www.rsc.org/
http://ftp.ncbi.nlm.nih.gov/pubchem/data_spec/pubchem_sdtags.pdf
http://ftp.ncbi.nlm.nih.gov/pubchem/data_spec/pubchem_sdtags.pdf
http://www.chemaxon.com/products/naming/
http://www.chemaxon.com/products/standardizer/
http://www.chemaxon.com/products/standardizer/
http://www.chem.qmul.ac.uk/iupac/lipid/

	Ambiguity of non-systematic chemical identifiers within and between small-molecule databases
	Abstract 
	Background: 
	Results: 
	Conclusions: 

	Background
	Methods
	Databases
	Filtering
	Ambiguity within and across databases
	Standardization

	Results
	Databases
	Ambiguity of non-systematic identifiers within databases
	Ambiguity of non-systematic identifiers between databases
	Effect of standardisation

	Discussion
	Conclusions
	Authors’ contributions
	References




