Hildebrand et al. BMC Medical Informatics and Decision Making 2012, 12:49

http://www.biomedcentral.com/1472-6947/12/49

BMC
Medical Informatics & Decision Making

RESEARCH ARTICLE Open Access

Glomerular disease search filters for Pubmed,
Ovid Medline, and Embase: a development and

validation study

Ainslie M Hildebrand'", Arthur V lansavichus'™, Christopher WC Lee'" R Brian Haynesz'ﬁ, Nancy L \Nilczynskiz*,
K Ann McKibbon?", Michelle A Hladunewich*', William F Clark'", Daniel C Cattran*" and Amit X Garg'*¢""

Abstract

Background: Tools to enhance physician searches of Medline and other bibliographic databases have potential to
improve the application of new knowledge in patient care. This is particularly true for articles about glomerular
disease, which are published across multiple disciplines and are often difficult to track down. Our objective was to
develop and test search filters for PubMed, Ovid Medline, and Embase that allow physicians to search within a
subset of the database to retrieve articles relevant to glomerular disease.

Methods: We used a diagnostic test assessment framework with development and validation phases. We read a
total of 22,992 full text articles for relevance and assigned them to the development or validation set to define the
reference standard. We then used combinations of search terms to develop 997,298 unique glomerular disease
filters. Outcome measures for each filter included sensitivity, specificity, precision, and accuracy. We selected optimal
sensitive and specific search filters for each database and applied them to the validation set to test performance.

Results: High performance filters achieved at least 93.8% sensitivity and specificity in the development set. Filters
optimized for sensitivity reached at least 96.7% sensitivity and filters optimized for specificity reached at least 98.4%
specificity. Performance of these filters was consistent in the validation set and similar among all three databases.

Conclusions: PubMed, Ovid Medline, and Embase can be filtered for articles relevant to glomerular disease in a
reliable manner. These filters can now be used to facilitate physician searching.
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Background

Retrieving health literature is the cornerstone to
evidence-based practice. However, the sheer volume of
available information presents a challenge to even the
most skilled physicians and researchers. Many users lack
knowledge of information sources, have difficulty formu-
lating an optimal search strategy, and are short on time
[1-3]. These obstacles may be even greater when dealing
with an area of nephrology such as glomerular disease,
which is particularly broad, multidisciplinary, and diffi-
cult to define. Indexing of articles is often inconsistent,
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with variable terminology used for similar clinical en-
tities or histologic diagnoses [4]. In this case, searches
need to be highly sensitive to ensure important evidence
is not overlooked, while minimizing the retrieval of non-
relevant articles to ensure efficiency.

Search filters are a logical way to deal with these bar-
riers. Filters are pre-tested searches created by strategic-
ally combining individual and combinations of search
terms to achieve optimal article retrieval for a given pur-
pose. Many filters already exist including those opti-
mized to retrieve studies and systematic reviews of
diagnosis, etiology, treatment, outcomes, adverse events,
prognosis, and clinical prediction guides [5-14]. More
recently, topic-based search filters have started to
emerge [15-17]. Within the area of nephrology, search
filters already exist to retrieve renal information and
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articles relevant to kidney transplantation [15,18]. How-
ever, none of these filters were designed to enhance re-
trieval of articles relevant only to glomerular disease.

A search filter for glomerular disease would allow phy-
sicians to perform searches within a subset of articles in
an online database that were preselected as relevant to
this content area. For example, if a user wanted to deter-
mine the most effective immunosuppressive therapy for
a case of membranous nephropathy, they could combine
the terms ‘treatment membranous’ with the glomerular
disease search filter to improve the precision of article
retrieval. The search filter acts as an optimized substi-
tute for topic-specific terms required to increase the sen-
sitivity and specificity of the search and eliminates the
need to enter these glomerular disease terms and syno-
nyms in the search query (e.g., nephropathy, glomerulo-
pathy, glomerulonephritis). This strategy, in theory,
should maximize the retrieval of articles relevant to
glomerular disease and minimize non-relevant articles,
increasing the overall precision of each search.

We conducted this study to develop and test glomeru-
lar disease search filters for PubMed, Ovid Medline, and
Embase. Afterwards, we did some proof of concept
searches to illustrate the potential effectiveness of these
new filters with real physician searches in the PubMed
database at large.

Methods

We used a diagnostic test assessment framework to de-
velop and validate search filters for glomerular disease.
For the purpose of this study, glomerular disease was
defined as any disease in which the glomerulus of the
kidney is affected, resulting in hyperplasia, atrophy, ne-
crosis, scarring, or deposits in the glomeruli.

Sample of articles

We first established the reference standard by manual
review of all full text articles published in 39 journals
from 2004 to 2008. To develop this collection of jour-
nals, we adopted a similar strategy for article sampling
as published in prior search filter studies. This approach
has resulted in filters that generalize well over publica-
tion years and journal types [15,19,20]. We compiled a
list of 466 journals from a list of journals that had pub-
lished at least one article relevant to renal care from
1961 to 2005 [21]. We then ranked these journals
according to the number of articles with relevant infor-
mation and selected the top 20 journals. In addition to
this, we selected 19 more journals at random from the
remaining 446 journals. We then randomly divided these
39 journals into development and validation sets at a
ratio of two to one respectively.
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Article review

We manually reviewed all full text articles indexed in
PubMed, Ovid Medline, and Embase from 2004 to 2008
for each journal in the development and validation set
for relevance to glomerular disease (Additional file 1:
Appendix A). These 22,992 articles included original
investigations, reviews, letters, and editorials. We derived
a standardized checklist of qualifications and terms to
classify articles as relevant to glomerular disease from a
review of nephrology textbooks and the MeSH thesaurus
(Additional file 1: Appendix B). Three readers (Al, CL,
AG) used this checklist to determine whether the full
text of each article was relevant to nephrology. All
reviewers were calibrated against a nephrologist (AG) in
their application of checklist criteria using two test sets
of 100 articles (agreement beyond chance, k = 0.91).

Filters

We developed unique filters for PubMed, Ovid Medline,
and Embase. We obtained the search terms used for filter
development from the following sources: US National Li-
brary of Medicine (NLM) medical subject heading (MeSH)
thesaurus using Medline MeSH browser [22], Medline per-
muted index [23], Emtree thesaurus [24], SNOMED clin-
ical terms, nephrology textbooks [25], clinical practice
guidelines [26,27], systematic reviews [28-33], website
glossaries, and clinician and librarian opinion. All terms
considered potentially useful by any member of our team
were included. Examples of terms used in the filters in-
clude ‘glomerulonephritis; ‘proteinuria; ‘nephrotic; and ‘bi-
opsy. We used MeSH terms with or without major focus
and with or without additional subheadings or explosion
capability. Major focus refers to records in which an index
term has been tagged as the major topic of the article.
Entering the exploded MeSH term ‘glomerulonephritis’
means the following terms are also automatically included
in the search: anti-glomerular basement membrane dis-
ease, IgA, membranoproliferative, membranous, focal seg-
mental glomerulosclerosis, and lupus nephritis. We
considered free text words as full and truncated terms
and accounted for both American and British English
spelling. The inclusion of multiple endings was achieved
through the use of the $ symbol (for example, glomerulo$).
Terms could appear anywhere in a citation, but not solely
in the journal name. We repeated the same process for
Embase using EMTREE index terms to replace the MeSH
terms in PubMed and Ovid Medline.

We automated the process of combining and testing
the filters by using a computer-implemented algorithm.
We combined single term filters into multiple term fil-
ters by selectively using the Boolean operators “OR,”
“AND,” and “NOT” to maximize sensitivity and specifi-
city. We then compared the retrieval performance of
various filters (made up of individual and combinations
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of search terms) with the reference standard from man-
ual review in the development set.

Statistical analysis

For each filter, we constructed a two by two contingency
table and assessed filter performance by calculating sen-
sitivity, specificity, precision, and accuracy, similar to
evaluation of a diagnostic test (Table 1). We then
selected filters from the development phase that demon-
strated high performance in either sensitivity or specifi-
city without compromising precision and retested them
in the validation set of articles.

Proof of concept searches

To illustrate the potential effectiveness of validated filters
in PubMed, we selected six independent nephrologists
from a directory of Canadian nephrologists provided by
the Royal College of Physicians and Surgeons of Canada
to execute a search for a unique predetermined clinical
question. We formulated six clinical questions, each
which could be answered by a recent corresponding sys-
tematic review [28-33]. These systematic reviews were
then used as a reference source for relevant articles on
the given topic. For example, the question “What are the
benefits and harms of different interventions for the
treatment of renal vasculitis in adults? was framed to
match a systematic review of thirteen articles on inter-
ventions for renal vasculitis in adults by Walters et al.
[32]. We asked each nephrologist to formulate a search
strategy for the given clinical question without know-
ledge of the search filter or database in use. We then ap-
plied these searches to the PubMed database with and
without the validated filters developed as part of this
study. Search dates were restricted to the date on which
the review was updated. In each case, we noted the num-
ber of relevant articles identified in searches with and
without the validated filters, compared with the reference

Table 1 Two by two contingency table comparing filter to
‘reference standard’

Filter (consisting Manual review of each article
of single or

combined terms)

Articles not relevant to
glomerular disease

Articles relevant to
glomerular disease

Article identified a b
Article not identified ¢ d

Sensitivity = a/(a + ¢): proportion of all articles with information on glomerular
disease in the reference set that are retrieved by the filter (also called recall in
information retrieval studies).

Specificity = d/(b + d): proportion of all articles without information on
glomerular disease in the reference set that are correctly not retrieved by the
filter.

Precision =a/(a + b): proportion of all articles retrieved by the filter with
information on glomerular disease (also referred to as positive predictive value
in diagnostic test terminology).

Accuracy = (a+d)/(a+ b+ c+d): proportion of all articles dealt with correctly by
filter.
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standard, which in this case was the set of relevant arti-
cles as determined by each systematic review.

Results

Sample of articles

We used 22,992 full text articles from 39 journals
(Additional file 1: Appendix A). In total, 21,300 articles
contributed to the PubMed set, while 21,280 and 22,158
articles contributed to the Ovid Medline and Embase
set, respectively. We assigned 14,619 articles to the de-
velopment set and 8,373 articles to the validation set.

Single term filters

We tested 261,255 single term filters. The single term
filters with optimal balance of sensitivity and specificity
in the development set were ‘Kidney Diseases[mh]’ for
PubMed (90.2% sensitivity, 87.0% specificity), ‘exp Kid-
ney Diseases/’ for Ovid Medline (90.2% sensitivity, 87.0%
specificity), and ‘exp kidney disease/’ for Embase (95.3%
sensitivity, 80.6% specificity).

Multiple term filters

We tested 736,043 multiple term filters. Our best per-
forming filters for PubMed, Ovid Medline, and Embase
are shown in Table 2, categorized by high-sensitivity and
high-specificity. These filters used over 50 terms. All fil-
ters in the development set achieved 93.8-99.0% sensitiv-
ity, 95.2-98.6% specificity, 43.4-71.1% precision, and
95.3-98.5% accuracy. Filters optimized for sensitivity
achieved 96.7-99.0% sensitivity in the development set
and filters optimized for specificity achieved 98.4-98.6%
specificity (Table 2).

The performance of these filters was consistent in
the validation set. All filters in the validation set
achieved 91.1-96.4% sensitivity, 96.0-98.6% specificity,
and 95.9-98.5% accuracy, however the precision
dropped to 28.5-52.9%. Filters optimized for sensitivity
achieved 94.8-96.4% sensitivity in the validation set
and filters optimized for specificity achieved 98.5-98.6%
specificity (Table 2).

Proof of concept searches

Selected systematic reviews included a range of 3 to 15
relevant articles. Search phrases determined and entered
by the physicians included ‘(mycophenolate OR cyclo-
phosphamide) lupus, ‘treatment membranous, ‘steroid
HSP; ‘renal vasculitis treatment limit to English, core
journals, adults; ‘low protein diet diabetes, and ‘minimal
change treatment’. In all proof of concept searches using
the validated high-sensitivity filter, the number of non-
relevant articles was minimized without compromising
the retrieval of relevant articles (Table 3). In proof of
concept searches using the validated high-specificity fil-
ter, there was a more dramatic reduction in non-relevant



Table 2 Glomerular Disease Search Filters for PubMed, Ovid Medline, and Embase Optimized for High Sensitivity and High Specificity

Set Sensitivity (%) Specificity (%) Precision (%) Accuracy (%)
(95% ClI) (95% CI) (95% ClI) (95% ClI)
PubMed Filters*
High-Sensitivity (nephropath*[tw] OR glomerulonephrit*[tw] OR proteinuri*[tw] OR nephrotic[tw] OR Development 96.7 (95.1-983) 952 (94.9-956) 434 (404-463) 953 (94.9-95.7)

Filter glomerulosclerosisftw] OR nephrit*[tw] OR kidney biopsy[tiab] OR renal biopsy[tiab] OR
albuminuri*[tw] OR glomerulopath*[tiab] OR membranoproliferative[tw] OR
mesangioproliferative[tiab] OR nephrosis[tw] OR microalbuminuri*[tiab] OR diabetic kidney[tw]
OR diabetic renalltw] OR anti-glomerular[tw] OR nephrosclerosis[tiab] OR alport*[tw] OR
goodpasture*[tiab] OR minimal change[tiab] OR glomerular disease*[tiab] OR anca*[tw] OR
anti-neutrophilltw] OR polyangiitis[tw] OR polyangitis[tw] OR antineutrophil[tw] OR
antiglomerular[tw] OR "Kidney Glomerulus"[majrnoexp] OR "Lupus Erythematosus,
Systemic'[majr:noexp] OR "Vasculitis"[majr:noexp] OR "Purpura, Schoenlein-Henoch"[mh:noexp]
OR "Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis'[mh] OR ((lupus[tw] OR
vasculitis[tw] OR purpura[tw] OR granulomatosis[tw]) AND (glomerul*[tw] OR kidney[tw]

OR renal[tw] OR nephrolog*[tw])) OR ((chronic kidney[tiab] OR chronic renal[tiab]

OR "Renal Insufficiency, Chronic"[mh]) AND ("Diabetes Mellitus, Type 2"[majrnoexp] OR
"Kidney Glomerulus'[mh:noexp])) OR ("Kidney Diseases"[majr] AND (biopsy[tw] OR
myeloma(tiab] OR renin-angiotensin[tw] OR hiv[tiab] OR amyloid*[tw])))

Validation 94.8 (91.1-986) 96.0 (95.5-964) 285 (24.3-32.7) 959 (95.5-96.4)

High-Specificity (glomerulonephrit*[tw] OR nephrotic[tw] OR diabetic nephropath*[tw] OR glomerulosclerosis[tw] Development 93.8 (91.6-95.9) 984 (982-986) 692 (65.6-72.7) 98.3 (98.0-98.5)

Filter OR iga nephropath*[tiab] OR minimal change[tiab] OR membranoproliferative[tw] OR
glomerulopath*[tiab] OR membranous nephropathy[tiab] OR antineutrophil[tw] OR nephrosis[tw]
OR anca*[tw] OR diabetic kidney[tiab] OR anti-glomerularftw] OR glomerular disease*[tiab]
OR anti-neutrophil[tw] OR antiglomerular[tw] OR polyangiitis[tw] OR alport*[tw] OR
mesangioproliferative[tiab] OR goodpasture*[tiab] OR immunoglobulin a nephropathy|tiab] OR
"AIDS-Associated Nephropathy"[majr:noexp] OR "Purpura, Schoenlein-Henoch'"[majr:noexp]
OR "Nephritis, Hereditary"[majr:noexp] OR "Anti-Neutrophil Cytoplasmic Antibody-Associated
Vasculitis'[majr] OR "Balkan Nephropathy"[majr:noexp] OR (diabet*[ti] AND nephropath*[ti]) OR
((kidney[tw] OR renalltw] OR nephrit*[tw] OR nephrolog*[tw] OR glomerul*[tw]) AND (purpura[tw]
OR lupus[tw] OR vasculitis[tw])) OR ((nephrit*[tw] OR "Renal Insufficiency, Chronic"[mh] OR chronic
kidney[tiab] OR chronic renal[tiab]) AND ("Kidney Glomerulus"[mh:noexp] OR "Diabetes Mellitus,
Type 2"[majrnoexp] OR microalbuminuri*[tiab] OR immunoglobulintiab])) OR ((proteinuri*[ti] OR
"Proteinuria"[majr:noexpl) AND (hematuria[tw] OR haematuria[tiab] OR glomerulo*[tw] OR
amyloid*[tw] OR albuminuri*[tiab] OR inflammation[tiab] OR myelomal[tw])) OR ((glomerulo*[tw]
OR nephropath*[tiab] OR proteinuri*[ti] OR microalbuminuri*[ti] OR albuminuri*[ti]) AND
("Diabetes Mellitus, Type 2"[majr:noexp] OR "Diabetic Angiopathies'[majr] OR overt[tiab])) OR
("Kidney Diseases"[majr:noexp] AND (amyloid*[tw] OR mesangio*[tiab] OR sclerosis[tiab])))

Validation 91.1 (86.3-959) 985 (98.2-98.7) 504 (44.1-56.7) 984 (98.1-98.6)

Medline Filters'

High-Sensitivity - (nephropath$.mp OR glomerulonephrits.mp OR proteinuri$.mp OR nephroticmp OR Development 96.7 (95.1-983) 952 (94.9-956) 434 (404-463) 95.3 (94.9-95.6)
Filter glomerulosclerosis.mp OR nephritS.mp OR renal biopsy.tw OR albuminuri$.mp OR minimal

change.tw OR glomerulopath$.tw OR membranoproliferative.mp OR antineutrophil.mp OR

glomerular disease$.tw OR nephrosis.mp OR microalbuminuri$.tw OR anca$.mp OR (diabetic adj

(kidney or renal)).mp OR kidney biopsy.tw OR anti-glomerularmp OR antiglomerularmp

OR anti-neutrophil.mp OR polyang?itis.mp OR alport$.mp OR mesangioproliferative.tw OR

goodpasture$.tw OR nephrosclerosis.tw OR *Kidney Glomerulus/ OR *Lupus Erythematosus,

Systemic/ OR *Vasculitis/ OR Purpura, Schoenlein-Henoch/ OR exp Anti-Neutrophil Cytoplasmic
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Table 2 Glomerular Disease Search Filters for PubMed, Ovid Medline, and Embase Optimized for High Sensitivity and High Specificity (Continued)

Antibody-Associated Vasculitis/ OR ((glomerul$.mp OR kidney.mp OR renal.mp OR nephrolog$.mp)
AND (lupus.mp OR purpura.mp OR vasculitismp OR granulomatosis.mp)) OR ((chronic adj2
(kidney or renal)).mp AND (*Diabetes Mellitus, Type 2/ OR Kidney Glomerulus/)) OR (exp *Kidney
Diseases/ AND (biopsy.mp OR myeloma.tw OR renin-angiotensin.mp OR hiv.tw OR amyloid$.mp)))

Validation 94.8 (91.1-986) 96.0 (95.5-964) 28.6 (244-32.8) 96.0 (95.5-96.4)

High-Specificity
Filter

(glomerulonephrits.mp OR (diabetic adj (nephropath$ or kidney)).mp OR nephroticmp OR Development 93.8 (91.6-959) 984 (98.2-98.6) 692 (65.6-72.7) 983 (98.0-98.5)
glomerulosclerosis.mp OR iga nephropath$.tw OR minimal changetw OR glomerulopath$.tw OR
membranous nephropathy.tw OR membranoproliferative.mp OR antineutrophil.mp OR glomerular
disease$.tw OR nephrosis.mp OR anca$.mp OR anti-glomerularmp OR anti-neutrophil.mp OR
antiglomerularmp OR polyang?itismp OR alport$.mp OR mesangioproliferative.tw OR
goodpasture$.tw OR immunoglobulin a nephropathy.tw OR *AIDS-Associated Nephropathy/

OR *Purpura, Schoenlein-Henoch/ OR *Nephritis, Hereditary/ OR exp *Anti-Neutrophil Cytoplasmic
Antibody-Associated Vasculitis/ OR *Balkan Nephropathy/ OR (diabet$ AND nephropath$).ti

OR ((glomerul$.mp OR kidney.mp OR renal.mp OR nephrit$.mp OR nephrolog$.mp) AND (lupus.mp
OR vasculitismp OR purpura.mp)) OR ((nephrit$s OR (chronic adj2 (kidney or renal))).mp. AND
(Kidney Glomerulus/ OR *Diabetes Mellitus, Type 2/ OR microalbuminuri$.tw. OR
immunoglobulin.tw.)) OR ((proteinuri$.ti OR *Proteinuria/) AND (glomerulo$.mp OR h?ematuria.mp
OR albuminuri$.tw OR inflammation.tw OR amyloid$.mp OR myeloma.mp)) OR ((glomerulo$.mp
OR nephropath$.tw OR proteinuri$.ti OR microalbuminuri$.ti OR albuminuri$.ti) AND

(*Diabetes Mellitus, Type 2/ OR exp *Diabetic Angiopathies/ OR overt.tw)) OR (*Kidney Diseases/
AND (amyloid$.mp OR mesangio$.tw OR sclerosis.tw)))

Validation 91.1 (86.3-95.9) 985 (982-98.8) 506 (44.3-56.9) 984 (98.1-98.6)

Embase Filters/

High-Sensitivity
Filter

(exp glomerulopathy/ OR ((kidney or renal) adj biopsy).mp OR (diabet$ adj (kidney or renal or Development 9.0 (98.1-99.9) 953 (94.9-956) 434 (40.5-46.3) 954 (95.1-95.8)
nephr$)).mp OR nephrotic.tw OR nephrotic syndrome/ OR glomerulonephrit$.tw OR
immunoglobulin a nephropathy/ OR glomerul$ basement membrane$.mp OR iga
nephropath$.tw OR minimal change.mp OR membranoproliferativemp OR (glomerul$ adj
(nephr$ or disease$ or scleross$)).tw OR membranous nephrS.tw OR ancas.mp OR

proliferative glomerulonephritis/ OR wegener granulomatosis/ OR antineutrophil.mp OR
polyang?itismp OR *glomerulus/ OR anaphylactoid purpura/ OR alport$.mp OR hiv-associated
nephropath$.tw OR anti-neutrophil.mp OR mesangioproliferative.mp OR goodpasture$.mp

OR (balkan adj2 nephr$).mp OR heymann nephritis/ OR ((lupus.mp OR vasculits.mp OR
purpur$.mp OR hiv$.tw OR granulomatosis.mp) AND ("Urology and nephrology".ec OR
proteinuri$.mp OR nephrit$.mp)) OR ((exp *diabetes mellitus/ OR diabet$.ti) AND
(nephropath$.tw OR exp *proteinuria/ OR renin-angiotensin$.mp OR dialys$.tw OR *kidney
failure/ OR ((kidney OR renal) adj disease$).ti OR h?emodialys$.tw)) OR (exp *kidney disease/
AND (nephropath$.ti OR exp *proteinuria/ OR renin-angiotensin$.mp OR proteinuri$.ti OR
amyloid$.mp)) OR ((exp proteinuria/ OR proteinuri$.mp) AND (nephropath$.tw OR nephrit$.mp
OR renin-angiotensin$.tw)))

Validation 964 (93.3-99.5) 96.0 (95.6-964) 294 (25.2-334) 96.0 (95.6-96.4)
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Table 2 Glomerular Disease Search Filters for PubMed, Ovid Medline, and Embase Optimized for High Sensitivity and High Specificity (Continued)

High-Specificity (exp *glomerulopathy/ OR nephrotic.tw OR glomerulonephrit$.tw OR diabetic nephropath$.tw Development 95.7 (93.9-97.5) 986 (984-988) 71.1 (67.6-746) 98.5 (98.3-98.7)

Filter OR *diabetic nephropathy/ OR glomerul$ basement membrane$.mp OR nephrotic syndrome/
OR *immunoglobulin a nephropathy/ OR iga nephropath$.tw OR minimal change.mp OR
membranoproliferative.tw OR membranous nephropathy.tw OR anca$.mp OR proliferative
glomerulonephritis/ OR antineutrophil.mp OR polyang?itis.mp OR *glomerulus/ OR alport$.mp
OR hiv-associated nephropath$.tw OR anti-neutrophil.mp OR *anaphylactoid purpura/ OR
*wegener granulomatosis/ OR goodpasture$.tw OR mesangioproliferative.tw OR (balkan adj2
nephr$).tw OR ((lupus.mp OR vasculit$.tw OR granulomatosis.mp OR purpur$.tw OR
amyloid$.tw) AND (kidney biopsy/ OR proteinuri$.mp OR nephrit$.mp OR serum creatinine.tw))
OR ((exp *diabetes mellitus/ OR proteinuri$.ti OR *proteinuria/) AND (exp glomerulopathy/
OR nephropath$.tw OR *kidney failure/ OR ((kidney or renal) adj disease$).ti OR
*microalbuminuria/)) OR ((exp glomerulopathy/ OR diabetic nephropath$.mp) AND
(kidney biopsy/ OR mesangial$.tw OR angiotensin$.tw OR serum creatinine.tw OR
albuminuri$.mp OR microalbuminuri$.mp)))

Validation 92.8 (88.5-97.1) 986 (98.3-98.8) 529 (46.6-59.1) 985 (98.2-98.7)

1 PubMed fields: * =truncation character; [tw] = text word present in title, abstract, or MeSH term; [tiab] = term present in title or abstract; [majr:noexp] = not exploded and focused MeSH term; [mh:noexp] = non-
exploded MeSH term; [mh] =exploded MeSH term; [majr] = exploded and focused MeSH term; [ti] =term present in title.

1 Medline fields: $ = truncation character; mp = multiple posting (term appears in title, abstract, or MeSH); tw = text word present in title; /=MeSH character; adj=adjacent operator; *=focused MeSH term;

adj2 =defined adjacency operator; exp = exploded MeSH term; ? = optional wildcard; ti=term present in title.

J Embase fields: exp = exploded EMTREE term; /=EMTREE character; adj =adjacent operator; $ =truncation character; mp=multiple posting (term appears in title, abstract, or EMTREE); tw =term present in title or
abstract; * =focused EMTREE term; adj2 = defined adjacency operator; ec =Embase section headings field; ti=term present in title.
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Table 3 Proof-of-concept searches showing the number of relevant articles retrieved with and without glomerular disease filter

Clinical Question” Physician search alone Physician search with the Physician search with the
high-sensitivity filter high-specificity filter
Number of non-relevant Number of relevant Number of non-relevant Number of relevant Number of Number of elevant
articles retrieved articles retrieved articles retrieved articles retrieved non-relevant articles retrieved

articles retrieved

What are the efficacy and safety of mycophenolate 2006 7 1721 7 1080 7
mofetil (MMF) and cyclophosphamide (CYC) in the

treatment of proliferative lupus glomerulonephritis

(GN)? (7 relevant articles) [29]

Is immunosuppressive treatment effective and 87500 15 3231 15 2687 15
safe in the treatment of idiopathic membranous

nephropathy (IMN) in adults with nephrotic

syndrome? (15 relevant articles) [30]

Does corticosteroid therapy ameliorate the acute 393 5 68 5 65 5
manifestations of Henoch-Schonlein purpura or
mitigate renal injury? (15 relevant articles) [31]

What are the benefits and harms of different 34741 8 8455 8 5923 8
interventions for the treatment of renal vasculitis
in adults? (13 relevant articles) [32]

What is the effect of a low-protein diet (LPD) on 868 7 207 7 180 6
renal function in patients with type 1 or 2
diabetic renal diseases? (8 relevant articles) [33]

What are the benefits and harms of interventions 4662 3 1236 3 1203 3
for the nephrotic syndrome in adults caused

by minimal change disease? (3 relevant articles)

[28]

* The search phrases as determined and typed in by physicians were: ‘(mycophenolate OR cyclophosphamide) lupus; ‘treatment membranous; ‘steroid HSP; ‘renal vasculitis treatment limit to english, core journals,
adults; ‘low protein diet diabetes, and ‘minimal change treatment’.
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articles, however in one case one relevant article was not
retrieved using the search ‘low protein diet diabetes’
(Table 3).

Discussion
Building on the same concepts our group has used to
create novel high performance search filters for general
nephrology and renal transplantation [15,18], we have
succeeded in developing and validating search filters for
glomerular disease that are highly sensitive and specific.
All filters achieved a balance of at least 93.8% sensitivity
and specificity. Our best performing high-sensitivity fil-
ter was in Embase, achieving 99.0% sensitivity and 95.3%
specificity. The best performing high-specificity filter
was also in Embase, which reached 95.7% sensitivity and
98.6% specificity. Without changing their PubMed
search terms, in an illustrative example physicians were
able to retrieve articles with a higher degree of precision
(less non-relevant articles) with use of these filters.
These filters are complex, often combining in excess
of 50 terms with Boolean operators. Coding these filters
into the PubMed and Ovid search engine interfaces
will permit their easy use by anyone doing a search. In
the meantime, we provide these filters at the following
link: http://hiru.mcmaster.ca/hiru/hiru_hedges_nephrology_
filters.aspx. As of September 2011, use of the high-
sensitivity glomerular disease filter reduced the PubMed
database from 21 million to 195,374 articles, and the
high specificity filter reduced this to 107,658 articles.
Depending on the search terms entered by the user,
these filters may serve many purposes, which are best
understood in the context of our illustrative proof of
concept searches (Table 3). First, without changing the
original search term(s), selecting a filter applies the
search only to a subset of articles that are richer in
glomerular disease content. The result is an increase in
precision of the search, similar to the increase in positive
predictive value of a screening test when applied to a
high-risk population. This was demonstrated by the use
of search terms ‘minimal change treatment’ in Table 3.
Fewer non-relevant articles were retrieved with use of
the filter (1236 versus 4662 articles), without impacting
relevant article retrieval. Second, the filter acts as an
optimized substitute for glomerular disease specific
terms and synonyms allowing users to simplify the search
query. This avoids unnecessarily limiting the search due
to indexing inconsistencies inherent with the termin-
ology used to define glomerular disease. For example, if a
user was searching for dietary recommendations in dia-
betic nephropathy, the search terms may be simplified to
‘low protein diet diabetes; instead of searching for ‘low
protein diet diabetes’ with selected terms such as
‘nephropathy; ‘kidney disease; or ‘glomerulosclerosis’ that
may negatively impact relevant article retrieval. In this
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case, even without use of search terms pertaining to
glomerular disease, precision of the results was enhanced
(Table 3). Third, users may opt to exclude disease specific
terms entirely and use the filter to address questions
that potentially relate to all glomerular disease equally.
An example of this may include entering ‘immunization’
when addressing the impact of vaccinations in patients
with glomerular disease.

Our results also highlight that even with high perform-
ance validated search filters, a single search will rarely
retrieve everything of relevance on a particular topic.
There is simply too much variation in the quality of ac-
companying search terms entered by the user, complete-
ness of the database, and quality and consistency of
indexing. This explains why in some proof of concept
searches, retrieval of relevant articles was incomplete
both with and without use of the filter (Table 3). Also,
the extent to which the search filter is generalizable
depends upon the sample of journals selected for study
and the method by which articles were defined as rele-
vant. Our selection of journals was deliberately enriched
with leading clinical nephrology journals. Although it
also included a random sampling of other journals, this
set of journals may not adequately represent the
complete set of multi-disciplinary journals that feature
glomerular disease content in PubMed. This may explain
the significant drop in precision when the filter was ap-
plied to the validation set, which was a smaller database
by design with a lower proportion of relevant articles.
Our choice to divide articles into the development and
validation sets at the journal level may have also contrib-
uted to the lower proportion of articles with glomerular
disease content in the validation set. However, this ap-
proach provided insight as to what would occur if the
search database were expanded to include the over 5000
journals indexed in PubMed.

Proof of concept searches were used to illustrate the
functionality of our best performing filters with real
physician searches. In each case, the clinical questions
formulated from recent systematic reviews were relevant
to glomerular disease and physician searches appear typ-
ical for the average user. These examples show a gain in
search strategy precision with use of the high-sensitivity
and high-specificity filter through a dramatic reduction
in non-relevant articles. This occurs without sacrificing
retrieval of relevant articles in most cases. However, the
methods for defining the reference standard based on
articles used in systematic reviews of variable quality is
indirect and has not been compared with one derived
from hand searching [34]. For this reason the proof of
concept searches should be viewed as illustrative exam-
ples, not as evidence of further filter validation.

These search filters for glomerular disease were
designed to offer physicians and researchers a strategy to


http://hiru.mcmaster.ca/hiru/hiru_hedges_nephrology_filters.aspx
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optimize results by sensitivity or specificity, depending
on the level of article retrieval they deem manageable on
a practical level. Filters that maximize sensitivity involve
a compromise on the level of precision achieved, though
this still may appeal to a researcher conducting a sys-
tematic review. For busy physicians at the point of care,
we recommend starting with the high-specificity filter.
To narrow results even further, physicians may prefer
use these search filters in conjunction with previously
developed methods filters, such as the therapy filter for
randomized controlled trials available via PubMed’s
Clinical Queries section [5-14]. This approach has not
been formally tested with the glomerular disease filters,
but in a recent study has been shown to increase the ef-
ficiency of retrieval of articles relevant to renal care [35].

Conclusions

In conclusion, we have succeeded in developing and val-
idating high performance search filters for glomerular
disease that can be easily applied by the busy physician.
We expect this will contribute to more efficient and ef-
fective evidence-based decision-making, education, and
patient care. Future research is required to measure this
impact, and to better understand the usefulness of these
filters when used in combination with previously devel-
oped methods filters for physician searches.
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development and validation sets. Appendix B: Methods used to
determine article relevance to glomerular disease.

Competing interests
We have no competing interests to declare.

Authors’ contributions

AMH, AVl, and AXG were involved in study design and drafting the
manuscript. All authors participated in analysis and interpretation of data,
intellectual content, draft revision, and approval of the final manuscript.

Acknowledgement

We thank Mr. Nicholas Hobson and Mr. Chris Cotoi who did the computer
programming.

This project was supported by an operating grant from the Canadian
Institutes of Health Research (CIHR). Dr. Christopher Lee was supported by a
Schulich Research Opportunities Program Award. Dr. Amit Garg was
supported by a CIHR Clinician-Scientist Award.

Author details

'Division of Nephrology, University of Western Ontario, London, Canada.
’Department of Clinical Epidemiology and Biostatistics, McMaster University,
Hamilton, Canada. 3Departmen‘[ of Medicine, McMaster University, Hamilton,
Canada. “Division of Nephrology, University of Toronto, Toronto, Canada.
°Department of Epidemiology and Biostatistics, University of Western
Ontario, London, Canada. ®London Kidney Clinical Research Unit, Room
ELL-101, Westminster, London Health Sciences Centre, 800 Commissioners
Road East, London, Ontario N6A 4 G5, Canada.

Page 9 of 10

Received: 5 October 2011 Accepted: 14 May 2012
Published: 6 June 2012

References

1. Cullen R: In search of evidence: family practitioners' use of the Internet
for clinical information. J Med Libr Assoc 2002, 90:370-379.

2. Coumou HCH, Meijman FJ: How do primary care physicians seek answers
to clinical questions? A literature review. J Med Libr Assoc 2006,
94(1):55-60.

3. Davies K: The information-seeking behavior of doctors: a review of the
evidence. [published erratum appears in Health Info Libr J 2010, 27:341].
Health Info Libr J 2007, 24:78-94.

4. Funk ME, Reid CA: Indexing consistency in Medline. Bull Med Libr Assoc
1983, 71:176-183.

5. InterTASC Information Specialists’ Sub-Group: Search filter resource [Internet].
York, UK: The Sub-Group; 2012. http://www.yorkac.uk/inst/crd/intertasc/.

6. Bachmann LM, Coray R, Estermann P, ter Riet G: Identifying diagnostic
studies in Medline: reducing the number needed to read. / Am Med
Inform Assoc 2002, 9:653-658.

7. Haynes RB, Wilczynski NL: Optimal search strategies for retrieving
scientifically strong studies of diagnosis from Medline: analytical survey.
BMJ 2004, 328(7447):1040.

8. Wilczynski NL, Haynes RB: Developing optimal search strategies for
detecting clinically sound causation studies in Medline. In AMIA Annu
Symp Proc 2003:719-723.

9. Haynes RB, McKibbon KA, Wilczynski NL, Walter SD, Werre SR: Optimal
search strategies for retrieving scientifically strong studies of treatment
from Medline: analytical survey. BMJ 2005, 330(7501):1179.

10. Terwee CB, Jansma EP, Riphagen II, de Vet HCW: Development of a
methodological PubMed search filter for finding studies on
measurement properties of measurement instruments. Qual Life Res 2009,
18(8):1115-1123.

11. Golder S, McIntosh HM, Duffy S, Glanville J: Developing efficient search
strategies to identify reports of adverse effects in Medline and Embase.
Health Info Libr J 2006, 23(1):3-12.

12. Wilczynski NL, Haynes RB: Developing optimal search strategies for
detecting clinically sound prognostic studies in Medline: an analytic
survey. BMC Med 2004, 2:23.

13. Ingui BJ, Rogers MAM: Searching for clinical prediction rules in Medline.
J Am Med Inform Assoc 2001, 8(4):391-397.

14.  PubMed: Clinical Queries; www.ncbi.nlm.nih.gov/pubmed/clinical.

15. Garg AX, lansavichus AV, Wilczynski NL, Kastner M, Baier LA, Shariff SZ,
Rehman F, Weir M, McKibbon KA, Haynes RB: Filtering Medline for a
clinical discipline: diagnostic test assessment framework. B/ 2009,
339:b3435.

16.  van de Glind EMM, van Munster BC, Spijker R, Scholten RJIPM, Hooft L:
Search filter to identify geriatric medicine in Medline. J Am Med Inform
Assoc 2011, 19(3):468-472.

17. Gehanno JF, Rollin L, Le Jean T, Louvel A, Darmoni S, Shaw W: Precision
and recall of search strategies for identifying studies on return-to-work
in Medline. J Occup Rehabil 2009, 19(3):223-230.

18. Lee CWC, lansavichus AV, Haynes RB, Shariff SS, Wilczynski N, McKibbon A,
Rehman F, Garg AX: Kidney Transplantation Search Filters for PubMed,
Ovid Medline, and Embase. Transplantation 2012, 93(5):460-466.

19. Yao X, Wilczynski NL, Walter SD, Haynes RB: Sample size determination for
bibliographic retrieval studies. BMC Med Inform Decis Mak 2008, 8:43.

20.  Wilczynski NL, Haynes RB: Robustness of empirical search strategies for
clinical content in Medline. In Proc AMIA Symp 2002:904-908.

21, Garg AX, lansavichus AV, Kastner M, Walters LA, Wilczynski N, McKibbon KA,
Yang RC, Rehman F, Haynes RB: Lost in publication: Half of all renal
practice evidence is published in non-renal journals. Kidney Int 2006,
70(11):1995-2005.

22. National Library of Medicine: MeSH Browser; www.nIm.nih.gov/mesh/
MBrowser.html.

23. National Library of Medicine: Permuted medical subject headings. Bethesda,
MD: US Dept of Commerce, National Technical Information Center; 2003.

24.  Excerpta Medica: EMTREE thesaurus. Amsterdam: Exerpta Medica; 2001.

25. Brenner B, Rector F: The Kidney. 5th edition. Philadelphia: WB Saunders;
1996.

26. National Kidney Foundation: NKF-KDOQ! guidelines; www.kidney.org/
professionals/kdogi/guidelines.cfm.


http://www.biomedcentral.com/content/supplementary/1472-6947-12-49-S1.docx
http://www.york.ac.uk/inst/crd/intertasc/
http://www.ncbi.nlm.nih.gov/pubmed/clinical
http://www.nlm.nih.gov/mesh/MBrowser.html
http://www.nlm.nih.gov/mesh/MBrowser.html
http://www.kidney.org/professionals/kdoqi/guidelines.cfm
http://www.kidney.org/professionals/kdoqi/guidelines.cfm

Hildebrand et al. BMC Medical Informatics and Decision Making 2012, 12:49
http://www.biomedcentral.com/1472-6947/12/49

27.

28.

29.

30.

31

32.

33.

34.

35.

National Kidney Foundation: K/DOQI clinical practice guidelines for
chronic kidney disease: evaluation, classification, and stratification. Am J
Kidney Dis 2002, 39(2 suppl 1):51-5266.

Palmer SC, Nand K, Strippoli GF: Interventions for minimal change disease
in adults with nephrotic syndrome. Cochrane Database Syst Rev 2008,
CD001537.

Mak A, Cheak AAC, Tan JYS, Su HC, Ho RCM, Lau CS: Mycophenolate
mofetil is as efficacious as, but safer than, cyclophosphamide in the
treatment of proliferative lupus nephritis: a meta-analysis and meta-
regression. Rheumatology (Oxford) 2009, 48(8):944-952.

Schieppati A, Perna A, Zamora J, Giuliano GA, Braun N, Remuzzi G:
Immunosuppressive treatment for idiopathic membranous nephropathy
in adults with nephrotic syndrome. Cochrane Database Syst Rev 2004,
CD004293.

Weiss PF, Feinstein JA, Luan X, Burnham JM, Feudtner C: Effects of
corticosteroid on Henoch-Schonlein purpura: a systematic review.
Pediatrics 2007, 120(5):1079-1087.

Walters G, Willis NS, Craig JC: Interventions for renal vasculitis in adults.
Cochrane Database Syst Rev 2008, CD003232.

Pan'Y, Guo LL, Jin HM: Low-protein diet for diabetic nephropathy: a
meta-analysis of randomized controlled trials. Am J Clin Nutr 2008, 88
(3):660-666.

Sampson M, Shang L, Morrison A, Barrowman NJ, Clifford TJ, Platt RW,
Klassen TP, Moher D: An alternative to the hand searching gold standard:
validating methodological search filters using relative recall. BMC Med
Res Methodol 2006, 6:33.

Shariff SZ, Sontrop JM, Haynes RB, lasnavichus AV, McKibbon KA, Wilczynski
NL, Weir MA, Speechley MR, Thind A, Garg AX: Impact of PubMed search
filters on the retrieval of evidence by physicians. CMAJ 2012,
184(3):E184-E190.

doi:10.1186/1472-6947-12-49

Cite this article as: Hildebrand et al.: Glomerular disease search filters for
Pubmed, Ovid Medline, and Embase: a development and validation
study. BMC Medical Informatics and Decision Making 2012 12:49.

Page 10 of 10

Submit your next manuscript to BioMed Central
and take full advantage of:

¢ Convenient online submission

¢ Thorough peer review

* No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

* Research which is freely available for redistribution

Submit your manuscript at
www.biomedcentral.com/submit

( BiolVied Central




	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Sample of articles
	Article review
	Filters
	Statistical analysis
	Proof of concept searches

	Results
	Sample of articles
	Single term filters
	Multiple term filters
	Proof of concept searches

	Discussion
	Conclusions
	Additional file
	Acknowledgement
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


