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A randomised, placebo- and active-controlled dose-finding study of aclidinium
bromide administered twice a day in COPD patients
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extract
. . ARTICLE INFO ABSTRACT
significant
Article history: This Phase liby, double-blind, doulde-dummy, placebo- and active-comparator-controlled crossover study
concepts Received 11 December 2011 (ClinicalTrials.gov identifier: NCTO1120093) assessed efficacy and safety of three doses of aclidinium

Received in revised form
27 March 2012
Accepled 29 March 2012

hromide in patients with moderate to severe chronic ohstructive pulmonary disease, Patients were
randomised w one of five treatment sequences cach consisting of twice-daily (BID) aclidinium 100 pg,
200 pg, 400 pg (via Genuair®), formoterol 12 pg (via Aerolizer™) and matched placebo for 7 days, with
a 5- to 9-day washour period. Primary endpoint was mean change from baseline in forced expiratory

m volume in 1 5 (FEV;) normalised area under the curve (ALIC) 12 on Day 7. Secondary endpoints were:
B hodilation change from baseline in FEVy nommalised AUCyz 34 FEV) normalised AUCH 34 and moming pre-dose
COPD FEVq on Day 7. Adverse events were monitored throughout the study. OF 79 randomised patients, 68
Plhase 1 (86.1%) completed the study. After 7 days of treatment, aclidinium and formoterol produced statistically
Twice-daily sigmificantly greater changes from haseline in FEV; normalised ALICG 2 vs placebo (p < 000001 ). FEVy

normalised AUC; 4 FEVy normalised AUCy 4, and moming pre-dose FEVy were also statistically
significantly greater with all aclidinium doses vs placebo (p = 0,.0001 ). Improvements in primary and
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Embase Full Text indexing and Entree Taxonomy — ensures that
you don’t miss relevant articles and triple linking helps to retrieve
meaning full articles only

The article full-text is read to extract significant concepts

Table 4
Treatment-emergent adverse events reported by >2 patients in any treatment group
(safety population).
Number (%) of patients reporting adverse events
Placebo Aclidinium Formoterol
100 pg 200 pg 400 pg 12 pg
N=76 N=73 N=173 N=74 N=74
Any TEAE 16(21.1) 11(15.1) 13(17.8) 14(189) 11(149)
Any severe TEAE  1(1.3) 0 (0) 2(2.7) 2(2.7) 1(1.4)
Headache 5 (6.6) 4(5.5) 4 (5.5) 5(6.8) 2(2.7)
Nasopharyngitis 1(1.3) o0 0(0) 3(4.1) 1(1.4)
Toothache 0(0) 1(14) 0(0) 2(2.7) 0(0)
Cough 2 (2.6) 1(1.4) 1(1.4) 1(1.4) 1(1.4)
Pruritus 2(2.6) 1(1.4) 1(1.4) 0(0) 2(2.7)
Diarrhoea 2(26) 1(14) 1(1.4) 0(0) 0(0)

SAE, serious adverse event; TEAE, treatment-emergent adverse event.

The purpose nrm-sl’h.m Il: ﬂuyuus o assess the broncho-
dilatory effects of three doses of aclidinium {100 pg 200 gz and
40K} pg) BID in patients with moderate e severe COPD comparezd
with placebo o guide dose sebection for additional Phase [l studies.
The long-acting fz-agonist (LABA) femotensl {12 pg BID) was used
as an active comparator, so that the profile of aclidinium BD could
be compared to a BID wonchodilaior that s comrenily wsed in
dinical practice.

2 Methods
21, Study subjects

Fatients aged =40 years with a dlinical diagnosis of stable
moderate fo severe COPD according 1o the current guidefines [8]
were enrolled in the study. AL screening, patients were required
16 have a post-salbutamel Forced expiratory voheme in 1 s (FEV; Y
loroed vital capacity (FVC) ratio < 76, a post-salbutamol FEV, =308
and =& of the predicted normal value, and be current or former
cigareie cmokers of =M pack-years. Patients with a history or
current diagnaosis of asthma, with any respiratory tract infection or
who had experienced a COPD exacerbation in the 6 weeks prior o
sereeming (3 months ifit resulied in hoﬁ)ltallsatm}wmmndudcd
Orher exclusien criteria were; other ofi respira-

glucocorticosteroids or resulted in Imspu]r.u.luu

This study was conducted according Lo International Confersmoe
on HarmonizationjGood Clinical  Practice  guidelines  and  the
Dedaration of Helsinki. The proiocol was approved by local insti-
mutional review boards and ethics commiltees (Ethikkomission
Schleswig-Holsiein, Segeberg. Germany; Commissie voor Medische
Eihick, Universitair Zickenhuis Geni, Belgiom) All  patienis
provided written informed consent prior (o the study,

2.3, Assessmenis

231 Efficocy

AL screening, spiromelry measuremnenis were Lken ab Lwo
intervals (1 h apart) prior to the moming dose, and then a 0.5, 1, 2,
3, 4 and 6 h past-marming dose on Day 1, On Day 7, measanements
woere taken al the same times as Day 1 and alse at 8, 10, 12 {pre-
evening dose), 13, 14, 15, 16, 22, 23 and 24 h post-moming dose,
Spirometers and all necessary equipment were provided by a cen-
wralised compamy (CareFusion) for specific use in this study.
Spirometers were calibrated every day of wse and alter madnee-
nance; instrument recommendations were followed 0 ensure
accurate and comgarable spirometric daa. Spirometry assessments
wiere performed in iriplicaie, and all ihree measremenis wene

tory or cardiovascular conditions, and contraindications for anti-
chelinergic drugs.

22 Swidy destgn

This was a double-blind, double-dummy, placebo- and active-
sumly in patients with COPD

{ClindcalTrialgov identilier: NCTOTI20093) conducted in 11 centres
in Germany and Belgiom, Following a sorecning wisil, eligibie
patients underwent 2 1d-day run-in period prics (o randomisation.
Fatients were randomised to one of fwe 7-day treatment sequences:
{separated by 5- 1o 9-day washoul periods) wsing a 5 = 5 Latin
square crossover design [9) Treauments woere acldinkum 100 pg,
30 g, 406 g B0 (via Cenmesir™, Almirall, Barcelona, Spain and
formotersl 12 pg (via Foradil Aerolizer®, Movaris AG: Basel,
Switzerland] and matched placebo, The Cemuair™ inhaler isanovel
muliidose, breath-aciuaied dry powder inhaler (M) thai generates
a highly reproducible mean fine particle dose and delivers aclidi-
miwm ellfectively to lungs over a range of inlulation Bows [10,11].
Genuair™ incorporates multiphe feedback mechanisms (o enswe
Usar doses are sdministered correctly, inchuling a colowr windos
changing from green iored and an audible dick [ 10]. The Aerolizer™
inhaler is a single-dise, breath-acusted DPL which ko performs
consistently in texms of dosing efficency [12]. But the feedback 10
‘the patient on whether the dose has been administered sucoess-
lully is based on the single-dose, cipsule-based nature of this
inhaler [12]
Patients received the moring and evening dose 12 h apart for
T consecutive days and were assessed on Days 1 and 7 of each
treatment perisd. Salbutamol (100 pg per pulT) asneeded, was
alnwed during the run-in and afier rmdumlsarlm. Inhaled gh-
il oral and al ghecocorticestercids (up
i W0 mglday), and oral sustamed-release theophyllines were
permitted if their use was stabde =4 weeks prigr o soreening,
TieAregium was stopped al beast 72 b prior o screening and LABAS

i 1o meet acceptability and repeatability criteria acconding
o ourrent recomimendations [13]. Welther of these oriteria were noi
met, additional measurements (up o 2 maximum of cight) wene
taken umil the criteria were met, Baseline was defined as the mean
of the two pre-dose spirometry measurements on Day 1 of cach
weatment period. The use of reliel medication was recorded in
patient diary cards, Comvenience of use of both inhaler devices was
assessed at the end of the study using a seven-item questionnine.

22 Safely

Adverse events {AEs) were monitored throughout the soudy and
wiere gracled as mild, moderate or severe. AEs were considersd
reatment-emergent [TEAES) il they staned on or after the lirst
dose of study drug, or if the severity of a medical condition wors-
ened alter study drug, Other safety investigations included 12-lead
eledrcardiogram (ECG, performed boith pre-dose and 2-h posi-
doge], blood S and of cliical
laboraiory parameiers and vital signs,

24, Endpoings

The primary efficacy variable was mean change frem haseline in
FEVy normalised area under the owrve {AUC) for the 12-h period
immediately after moming dose (AL 2] on Day 7. Secondary
efficacy endpoims induded: change from baseline in FEV; nor-
malised AUC 34, FEVy normalised Ay a4, and marming pre-
dose [ough) FEV, ai Day 7. Additional ellicacy endpoinls
included; change from haseline in FVC nommalised  AUCy 43,
AUC 34 and AUCg 4 al Day 7: chaige from baseling in morming
peak FEVy om Day 1 and Day 7: moming trough FYC on Day 7: and
change from baseline in the use of reliel medication after 7 days of
wreatment (baseline was assessed as rellel medication use during
the mun-in period),

Safety and tolerability endpoinis included AEs and change from
hasefine in blood presure, EOG, laboratory parameters and wvital
signs.
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‘acamol'tn,ab,ti OR 'acamoli forte suppositories for kids"tn,ab,ti OR "acenol"tn,ab,ti OR 'acephen':tn,ab,ti OR 'acet suppositories':tn,ab,ti OR 'acetalgin”tn,ab,ti OR 'acetamino phenol'tn,ab,ti OR 'acetaminophen':tn,ab,ti OR
‘acetaminophene:tn,ab,ti OR ‘acetaminophenol”tn,ab,ti OR ‘acetamol”tn,ab,ti OR 'acetomenophen’:tn,ab,ti OR ‘acetylaminophenol'tn,ab,ti OR 'adorem":tn,ab,ti OR "afebrin"tn,ab,ti OR 'algiafin"tn,ab,ti OR ‘algotropyl"tn,ab,ti OR
‘alphagesic"tn,ab,ti OR 'alvedon':tn,ab,ti OR 'amadil"tn,ab,ti OR 'anacin 3"tn,ab,ti OR 'anaflon"tn,ab,ti OR ‘analgiser"tn,ab,ti OR 'apamide"tn,ab,ti OR 'apap"tn,ab,ti OR 'apirex"tn,ab,ti OR ‘apoteltn,ab,ti OR 'arthralgen":tn,abti
OR 'atamel'tn,ab,ti OR 'ben-u-ron":tn,ab,ti OR 'benuron':tn,ab,ti OR 'biogesic":tn,ab,ti OR 'biogesic suspension:tn,ab,ti OR 'bodrextn,ab,ti OR 'calapol'tn,ab,ti OR 'calodol"tn,ab,ti OR 'calonal'tn,ab,ti OR 'calpol'tn,ab,ti OR
‘causalon”tn,ab,ti OR ‘cemol"tn,ab,ti OR 'christamol"tn,ab,ti OR 'claradol'tn,ab,ti OR 'clocephen'’tn,ab,ti OR 'cp 500"tn,ab.ti OR 'cp500"tn,ab,ti OR 'dafalgan’:tn,ab,ti OR 'daga"tn,ab,ti OR 'datriltn,ab,ti OR 'depon'tn,ab,ti OR
‘depyretin”tn,ab,ti OR 'dirox"tn,ab,ti OR 'dismifen":tn,ab,ti OR 'disprol"tn,ab,ti OR 'dolal":tn,ab,ti OR 'dolex":tn,ab,ti OR 'dolex 500"tn,ab,ti OR 'doliprane":tn,ab,ti OR 'dolitabs"tn,ab,ti OR 'dolofen’:tn,ab,ti OR 'dolomol"tn,ab,ti OR
‘dolorol":tn,ab,ti OR 'dolotemp":tn,ab,ti OR 'dolprone"tn,ab,ti OR 'doltem":tn,ab,ti OR 'drilan":tn,ab,ti OR 'dristan af":tn,ab,ti OR 'duorol"tn,ab,ti OR 'dymadon"tn,ab,ti OR 'efferalgan":tn,ab,ti OR 'efferalgan 500"tn,ab,ti OR
‘efferalganodis”tn,ab,ti OR 'efferelgan’tn,ab,ti OR 'enelfa"tn,ab,ti OR "eneriltn,ab,ti OR 'eraldor":tn,ab,ti OR 'expandol"tn,ab,ti OR 'febrilix"tn,ab,ti OR ‘fendon":tn,ab,ti OR ‘fervex':tn,ab.ti OR 'fibrinol'tn,ab,ti OR ‘fortolin":tn,ab,ti
OR 'gelocatil':tn,ab,ti OR 'geluprane 500":tn,ab,ti OR 'gunaceta"tn,ab,ti OR 'headache strength allerest:tn,ab,ti OR 'hedex"tn,ab.ti OR 'infants’ feveralltn,ab,ti OR 'injectapap"tn,ab,ti OR 'janupap"tn,ab,ti OR 'kamolas"tn,ab,ti
OR 'kyofen':tn,ab,ti OR 'lemgrip"tn,ab,ti OR ‘letamol"tn,ab,ti OR 'liquiprin"tn,ab,ti OR 'lotemp":tn,ab,ti OR 'lyteca":tn,ab,ti OR 'malidens":tn,ab,ti OR 'medamol"tn,ab,ti OR 'meforagesic"tn,ab,ti OR 'metagesic'tn,ab,ti OR
'metalid"tn,ab,ti OR 'mexalen'.tn,ab,ti OR 'milidon 500"tn,ab,ti OR 'minopan’tn,ab,ti OR 'mypara".tn,ab,ti OR 'n acetyl 4 aminophenol'tn,ab,ti OR 'n acetyl para aminophenol"tn,ab,ti OR 'n-acetyl-p-aminophenol'tn,ab,ti OR
'nalgesik':tn,ab,ti OR 'napamol“tn,ab,ti OR 'napap"tn,ab,ti OR 'naprex"tn,ab,ti OR 'nektol 500"tn,ab,ti OR 'neocitrantn,ab,ti OR 'neodalmin”tn,ab,ti OR 'neopap”tn,ab,ti OR 'nevral"tn,ab,ti OR 'nilapur"tn,ab,ti OR
'nobedon”:tn,ab,ti OR 'nysacetol"tn,ab,ti OR 'ofirmev"tn,ab,ti OR 'pacemol'tn,ab.ti OR 'pacimol"tn,ab,ti OR 'pamal'tn,ab,ti OR 'pamol"tn,ab,ti OR 'panadol'tn,ab,ti OR 'panadol actifast":tn,ab,ti OR 'panadol soluble"tn,ab,ti OR
'panamax’tn,ab,ti OR 'panasorb”tn,ab,ti OR 'panodiltn,ab,ti OR 'para acetamidophenol”tn,ab,ti OR 'para acetylaminophenol':tn,ab,ti OR 'para hydroxyacetanilide"tn,ab,ti OR 'para suppo"tn,ab,ti OR 'paracettn,ab,ti OR
'paracetaminophenol'tn,ab,ti OR 'paracetamol'tn,ab,ti OR 'paracetamol ester:tn,ab,ti OR 'paracetamole”tn,ab,ti OR 'paragenioltn,ab,tiOR 'paragin”tn,ab,ti OR 'paralen”tn,ab,ti OR 'paralieftn,ab,ti OR 'paramax"tn,ab,ti OR
'paramidol'tn,ab,ti OR 'parapaed'tn,ab,ti OR 'parapaed junior"tn,ab,ti OR 'parapaed six plus"tn,ab,ti OR 'paratabs":tn,ab,ti OR ‘parvid"tn,ab,ti OR 'pasolind'tn,ab,ti OR 'pasolind n":tn,ab,ti OR 'paximol"tn,ab,ti OR
'pedipan”tn,ab,ti OR 'penral-night:tn,ab,ti OR 'perfalgan’:tn,ab,ti OR 'phenaphen':tn,ab,ti OR 'pinex"tn,ab,ti OR 'polarfen”tn,ab,ti OR 'predimol'tn,ab,ti OR 'puernol"tn,ab,ti OR 'pyrigesic'tn,ab,ti OR 'raperon':tn,ab,ti OR
'rapidol"tn,ab,ti OR 'relaphen’:tn,ab,ti OR 'reliv"tn,ab,ti OR 'remedol"tn,ab,ti OR 'revanin':tn,ab,ti OR 'rhinapen elixir'tn,ab,ti OR 'rhodapap"tn,ab,ti OR 'roxamol gelcaps"tn,ab,ti OR 'salzone":tn,ab,ti OR 'sedes a"tn,ab,ti OR
'serimol"tn,ab,ti OR 'setamol"tn,ab,ti OR 'sinaspriltn,ab,ti OR 'sinedol"tn,ab,ti OR 'sinpro"tn,ab,ti OR 'tabalgin"tn,ab,ti OR 'tachipirin"tn,ab,ti OR 'tachipirina":tn,ab,ti OR 'taganopain”tn,ab,ti OR 'tapar"tn,ab,ti OR ‘tempra'tn,abti
OR 'tempte":tn,ab,ti OR 'temzzard":tn,ab,ti OR 'termofren":tn,ab,ti OR 'tralgon"tn,ab,ti OR 'tralgon elixirtn,ab,ti OR 'tramil":tn,ab,ti OR 'treuphadol"tn,ab,ti OR 'turpan':tn,ab.ti OR 'tylenol"tn,ab,ti OR 'tylenol (caplet)"tn,ab,ti OR
‘tylenol (geltab)':tn,ab,ti OR 'tylenol extra fuerte":tn,ab,ti OR 'tylenol forte":tn,ab,ti OR 'tylenol nr 1":tn,ab,ti OR 'tylex"tn,ab.ti OR 'valadoltn,ab,ti OR 'winadol"tn,ab,ti OR 'winasorb"tn,ab,ti OR 'xebramol"tn,ab,ti OR 'zolben":tn,ab,ti
OR 'zydinol"tn,abti

AND (‘adverse drug reaction’/exp OR 'adverse drug reaction":Ink OR adverse:de,ab,ti OR ((side OR undesirable OR unwanted) NEXT/2 (effect* OR reaction* OR event* OR outcome*)):de,ab,ti OR 'side effect/Ink OR 'side
effect’/exp OR ‘complication’/Ink OR 'complication'/exp OR complication*:de,ab,ti OR ‘worsening"de,ab,ti

OR 'case report*:de,ab,ti OR 'pharmacovigilance'.de,ab,ti OR 'postmarketing surveillance'/exp OR 'drug interaction”Ink OR 'drug interaction'/exp OR 'toxicity/exp OR 'drug toxicityInk OR toxic*:de,ab,ti OR intox*:de,ab,ti OR
'safety":de,ab,ti OR poison*:de,ab,ti OR pharmacotox*:de,ab,ti OR neurotox*:de,ab,ti OR cardiotox*:de,ab,ti OR nephrotox*:de,ab,ti OR hepatotox*:de,ab,ti OR immunotox*:de,ab,ti OR immunocytotox*:de,ab,ti OR
cytotox*:de,ab,ti OR carcinogen*:de,ab.,ti OR cancerogen*:de,ab,ti OR mutagen*:de,ab,ti OR terato*:de,ab,ti OR ‘fatal outcome'/exp OR 'death’/exp OR death*:de,ab,ti OR 'suicide'/exp OR suicid*:de,ab,ti OR mortal*:de,ab,ti
OR fatal*:de,ab,ti OR 'risk'/exp OR nocebo:de,ab,ti OR 'lethal concentration'/exp OR 'iatrogenic disease'/exp OR 'fertility'/exp OR 'substance-related disorders'/exp OR 'chemically induced"de,ab,ti OR 'morbidity":de,ab,ti OR
‘congenital disorder':de,ab,ti OR infertility/exp OR injury/exp

OR 'pregnancy'/exp OR pregnant*:de,ab,ti OR pregnanc*:de,ab,ti OR 'pregnancy complication'/exp OR 'pregnancy disorder'/exp OR 'abortion'/exp OR 'abortion":de,ab,ti OR 'lactation'/exp OR 'breast feeding':de,ab,ti OR
‘breastfeeding':de,ab,ti OR 'breast milk':de,ab,ti OR 'reproduction’/de OR 'fetus'/de OR 'embryo'/de OR 'prenatal':de,ab,ti OR 'perinatal':de,ab,ti OR 'newborn':de,ab,ti OR ‘parameters concerning the fetus, newborn and
pregnancy’/exp OR aged/exp or elderly:de,ti,ab or geriatric*:ti,ab

OR ((environmental OR occupational) NEXT/1 exposure*):de,ab,ti OR 'compassionate use":de,ab,ti OR (named NEXT/1 (use OR patient*)):ab,ti OR 'inappropriate prescri*:de,ab,ti

OR 'drug metabolism'/exp OR 'organ dysfunction':de,ab,ti OR ‘organ failure:de,ab,ti OR 'hypersensitivit*:de,ab,ti OR allerg*:de,ab,ti OR counterfeit:de,ab,ti OR 'falsified drug"de,ab,ti OR (‘unavailab* NEAR/2 drug):de,ab,ti OR
‘drug resistance'/exp OR 'drug resistance:de,ab,ti OR ‘withdrawal syndrome'/de OR (drug* NEAR/3 (withdrawal OR toleran* OR interact* OR exposure* OR induc* OR resist* OR ineff* OR nonrespon* OR unrespon*)):de,abti
OR 'drug tolerance'/exp OR ((drug* OR treatment) NEXT/1 (failure* OR contraindication*)):de,ab,ti OR 'medication error'’/exp OR (near NEXT/1 miss*):ab,ti OR ineff*:ti OR nonrespon*:ti OR unrespon*ti OR ((lack OR no OR
non OR 'not') NEXT/2 (eff* OR respon*)):ab,ti OR 'device failure':de,ab,ti OR manufacturing near/3 (error or fault or mistake or failure or contamination or impurity) OR ‘patient compliance’/exp OR overdos*:de,ab,ti OR 'drug
abuse’/exp OR abus*:de,ab,ti OR misus*:de,ab,ti OR 'off label':de,ab,ti OR unlicensed:de,ab,ti)

AND (‘human'/exp OR human OR m?n OR wom?n OR child OR boy OR girl))



EMA MLM’s Search
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EMA MLM'’s Service e |

The European Medicines Agency (EMA) is responsible for monitoring a number of substances
and selected medical literature, to help identify suspected adverse reactions to medicines
authorised in the European Union (EU). EMA also enters relevant information into the

EudraVigilance database.

EMA Medical Literature Monitoring

* The European Medicines Agency (EMA) started its full medical literature monitoring (MLM) service on Sept 1, 2015.

+  Atotal of 400 active substance groups (~300 chemical active substance groups & 100 herbal active substance groups)
are monitored by EMA, using Embase as the database to cover literatures from EEA (European Economic Area) or non-

EEA countries.

. Embase provides the full list of search strategies used by EMA.

Search  Emtree  Journals Results My tools @ ﬁ rachel poon e

PV Wizard - Drug Name
Quick PICO PV Wizard Medical device Advanced Drug Disease Device Citation information
. You can go to EMA’'s MLM
EMA's MLM searches > |&——— searches from PV Wizard
e on Embase.com

name

Find best term Q ®



https://www.ema.europa.eu/en/human-regulatory/post-authorisation/pharmacovigilance/medical-literature-monitoring
https://www.ema.europa.eu/en/documents/other/monitoring-medical-literature-entry-relevant-information-eudravigilance-database-european-medicines_en.pdf

Live Demo



Searing using PV Wizard - 1. Search drug name

ELSEVIER

{:Ejj Embase Search  Emtree  Journals  Results My tools E rachel poon 9
PV Wizard - Drug Name
Ste 1 Quick PICO  PVWizard  Medical device  Advanced Drug  Disease  Device  Citation information
EMA's MLM searches = ]
1 Dru
1. Type in the drug name I a gmge
(choose from ) -
suggested Emtree list) “Quemakmosng :
—(? analgesic. antinflammatory, antirneumatic an: T h e Sea rCh Strategy |S
analgesic agent P — .
_?—? antipyretic analgesic agent o d |Sp|ayed here
2. Select the - Pe'é::a-j Clear field
. Organic compoun
subheadings that ﬂ? o l
. . - UnCTlonal groups Containing oxygen
interest you. The first o gaup Subheadings

few are defaulted.

3. Click ‘Next step’

4(? amide
' paracetamo
—(? nydroxyl group
—(? phenol derlvative
o para

Paracetamo

—(? ggents affecting metabolism

—ﬁ) enzyme Inhibltor

—Q oddoreductase Inhibitor

X, /

search detalls
W | Acverss drug reaction Drug comsination
B Drustosiciy Drug comparizan
X . Summary:
M| Druginteraction Drug therapy

Special situation for pnarmacovigilance

Unexpected outcome of drug treatment
[B Full search srategy

[drug)/[supneading] OR [drug]-Induced:.de.ao.ti

Show 17,546 results »

-

Number of results calculated
based on query

Emtree hierarchy for reference



PV Wizard — 2. Add alternative drug names

Step 2

1. Edit the variants as
you wish

2. Add more alternative
drugs if needed.

3. Choose where in the
article you want to
search this drug
name.

4. Go ‘next step’

ELSEVIER

3*‘?[‘{ Embase

PV Wizard - Alternative Drug Names

Quick PICO  PVWizard

Medical device

Search  Emtree  Journals  Results My tools E rachel poon e

Advanced Drug  Disease  Device  Citation information

244 variants
for Paracetamol

4 acetamidophencl

4 acetaminophencl

4 acetylaminophenal

4 hydroxyacetanlide

4 hydroxyacetanilide
a-mol

abenol

acamol

acamoll forte suppositeries for kids
acenol

acephen

acet suppositories

iil@@[:J

SHANAHONANSHANANS

©

-

Alternative
drug names

244 varlants for Paracetamol from Emtree
have been added to your search (see the panel on the left)

EMA’s MLM searches >

Search In:

Tradename

Tradename or title

- Add more alternatve drug names &) Reset form I

4 =0




PV Wizard - 3. Intersect adverse drug reactions

ELSEVIER

Search  Emtree  Journals  Results My tools E rachel poon e

PV Wizard - Adverse Drug Reactions
Ste[! 3 Quick PICO  PV'Wizard  Medical device  Advanced  Drug  Disease  Device  Citation information

EMA’s MLM searches > 4

Adverse drug
reactions

1. The search strategy is R r— Q

pre COded - (@) Emtree ‘adverse drug reaction’/exp OR ‘adverse drug reactionink OR adverse:de.abt OR ((side OR undesirable OR =
() anatomical concepts unwanted) NEXT/Z (effect* OR reaction* OR event* OR outcome*jyde.ab.tl OR 'side effect'/ink OR 'side effect'/exp
OR ‘complication’/ink OR ‘complication’/exp OR complication*:de.abtl OR ‘'worsening:deabtl OR ‘case
report*.de,ab.d OR 'pharmacovigllance:de,ab.tl OR 'postmarketing survelllance’/sxp OR 'drug Interaction®Ink OR

—O blolegical functions

2 Y t I th O blomedical disciplines, sclence and art 'drug Interaction’/exp OR ToxICIyYexp OR ‘drug toxicity:nk OR foxic*cesnt OR Intoxtdeant OR
. OU Can al Or e |0 cnemical. prysical and mathematical pnenomena 'safety"desbt OR polson*deabtl OR pharmacotox*:deabtl OR neurotox*.deabtl OR cardlotox*:desbtl OR
. : nephrotox*de,abtl OR hepatotox*deabt OR :deabtl OR ytotox*:.deabtl CR
Strategy by SI m ply O enemicals and drugs cytotox*.cdeabtl OR carcinogen*:desttl OR cancerogen*.deabtl OR mutagenm*deantl OR terato*.deantl OR

O diseases ‘fatal outcome'/exp CR "death'/exp OR death*:de.ab.tl OR "sulcide'/exp OR sulcld*de.ab.tl OR mortal*:deaot OR

clicking on the text O gogepnicrames @ comaen © wemom |

() groups by age and sex

and edit. Or you Can (O health care concepts A

search detalls

. +—() named groups of persons Summary:
click clear query and -0 o . .
{ldrugl/[subheading] OR [drugl-Induced:de.ab,tl) OR {
(O procedures, parameters and devices {[drug):de OR [vanants]:in.t.ab) AND ([aoverse drug

Set yo ur own Strategy_ (O society and environment reactionz]) )

—() types of article or study
[ Fullsearchsategy

3. Go'next step’ e

Tips: You can always click Reset form to
retrieve the original pre-coded query



PV Wizard - 4. Add special situations

Step 4

1.

Same as step 3, the
special situation is
also pre-coded.

You can tailor the
strategy by simply
clicking on the text
and edit. Or you can
click clear query and
set your own strategy.

Go ‘next step’

%‘«““Hf Embase

PV Wizard - Special

S

g
|

ELSEVIER

Search  Emtree  Journzls  Results My tools

E rachel poon e

Quick PICO Medical device  Advanced Drug Disease Device Citation information
EMA’s MLM searches > 4
Special
situations
Find best term Q
%) Emmree

+—() anatomical concepts

(O plological functions

() olomedical disciplines, science and art
—QO cnemical, pnysical and mathematical pnenomena
O cnemicals and drugs

() diseases

+—() geographic names

(O groups by age and sex

(O health care concepts

() named groups of persons

+—() organisms

(O procedures, parameters and devices

QO soclety and environment

*—() types of article or study

'pregnancy'/exp OR pregnant*.deabtl OR pregnanc*.desbt OR 'pregnancy complication'/sxp CR 'pregnancy “
disorder'/exp OR ‘abortlon'’exp OR ‘abortlon:deabt OR ‘lactatlon'exp OR ‘breast feeding-deabtl OR
‘breastfeedingdzabl OR ‘'breast milkdeabt OR ‘repreduction’/de OR ‘fetus'/de OR ‘embryo/de OR
'prenatal®.de ab,tl OR "perinatal’.de ab.tl OR 'newborn".de a0t OR ‘parameters concerning the fetus, newborn and
(environmental OR occupational) NEXT/1
[use OR patient*)):s0.t OR 'Inappropriate
ndeabtl OR ‘organ falluredeabtl OR
‘hypersensitivit¥:de.abtl OR allergtde.an.tl OR counterfelt-de.antl OR ‘falsified drug dean.tl OR (‘unavallab*
MEAR/Z drugideantl OR *drug resistance'/exp OF ‘drug resistance.de.abtl OR 'withdrawal syndrome'/ds OR
{drug* NEAR/Z (withdrawal OR toleran® OR Interact* COR exposure* OR Induc* OR resist* OR Inefr* OR nonrespon®
OR unrespon*j.deabt OR ‘drug tolerance'/exp OR ((drug® OR treatment} MEXT/1 (fallure* OR
contraindication*)}:cle,a0,1l OR 'medication error/exp OR (near NEXT/1 mIss*):20,1 OR INeTT*:1 OR nonrespon®:t OR
unresnon*T OF Clark OR nn O non 08 'NofKECTD (Bff* OF RSNON*i-an i OR ‘device Taluretde ant OF

. {ilj Clear query ¥7) Resetform I

A

search detalls

summary:
([drugl[subheading] OR [drugl-induced:de.an.t) OR (

([drugl:de OR [variants]:tn.tl.ab) AND  {[adverse drug
reactions]) OR ([special situations])) )

Show 185.209 resuls




PV Wizard - 5. Add human limits

ELSEVIER

%![fi Embase Search  Emtree  Journals Results My tools E rachel poon 9

PV Wizard - Human Limit =
Ste 5 Quick PICO  PYWizard  Medical device  Advanced Drug  Disease  Device  Citation information

EMA's MLM searches > |

Human

1. Same as step 3 and 4, it
0 g Find best term Q .
this part is also pre-
() EirE ‘human'/exp OR human OR m?n OR wom?n O child OR
COded, and you Can () anatomical concepts boy OR gifl

O bilological functions

edit and reset aS WiSh. —Q blomedical disciplines, sclence and art

—QO chemical. physical and mathematical phenomena

—O cnemicals and drugs summary:
Limit to:
o O diseases o . e ine nduced- =
: 2 . FI Ite r th e Sea rch - ([drugl/[subheading] OR [drugl-Induced:de.ab,t) OR

Publication years { ([drugl:de OR [varlants):tn.tl&b) AND ( ([adverse
results with publication O growstysgesndae trccrg

drug reactlons]) OR ([special situations]) ) ) ) AND
() healtn care concepts
details or date | () named groups of persons [@ Full search swategy ]
) organisms
() procedures, parameters and devices

{iij Clear guery ¥7) Resetform

search detalls

Records added to Embase

(Including end date):
(O soclety and environment

') types of article or study 11201610 3112:2015 ']

3. Go ‘show results’
l

Tips: Review the full search strategy
before you proceed to final results



EAs

How to optimize search strategy

ELSEVIER

Note: the pre-coded search strategies in step 3,4,5 were optimized to achieve
100% recall rate of the drug.

1.Review search terms to increase recall

2.Review search terms to increase precision

3.0nce the string is defined, review PV search strategy regularly, due to
1)Emtree updates three times per year
2)New search artefacts can be introduced

3)New indexing policies can be enforced: e.g. new drug subheadings in the future



How to run MLM search on chemical/herbal substance

Under MLM

Select the subgroup
Then select the
interested substance
of chemical/herbal
The full search query
Click ‘Rerun’ to run

the search on
Embase

Saved Searches

Cliphoard  Saved Clipbeards  Email Alerts  Saved Searches  Preferences @

1 D private 228

Folder Options

‘s MLM / Cnemical Substances Groups / . Backto rasults

Chemical Substances Groups

2 B emas MM
[ MLMs core sea strategy L
S -
(3] Chemical Substances Groups ourtuE
(3] Herbal Substances Groups thel poon e
—— Saved Searches found.
Clipboard ~ Saved Clipboards ~ Email Alerts  Saved Searches  Preferences 0]
& s MLM EMA's MLM / Cnemical Substances Groups / Derzolamide . Beckie

3

Folder Opti

ions.

Dorzolamide 5

poooopoopopooooooco

cEmailAlert RN SetRSS Feed

. -
Cromoglicic acid =

Cyanccobalamin
Darunavir R I
Desloratadine
Desogestrel | # dorzolamide’ OR ‘dorzolamida” OR ‘dorzolamid” OR ‘doerzolamide’ OR ‘dorzolamidum’ OR ‘dorzelamid’ OR ‘dorzelamidot’ OR "dorzo
lamida’ OR 'dorzolamid’ OR "arzolamid’tn OR 'dolopt”tn OR 'domide":tn OR “dorlazept'tn OR ‘dorolad’tn OR ‘dortoz’tn OR ‘dorzo-v

Dexametnasone ision"tn OR ‘dorzol’tn OR ‘gorzolamiatn OR ‘torzolamige’tn OR ‘corzolep’tn OR ‘Gorzon’tn OR ‘corzopt:tn OR ‘dorzastilltn OR
Dextromethorphan ‘dozopres’tn OR ‘dozotens tn OR ‘dropzol’tn OR ‘galax'tn OR ‘nodom’tn OR ‘oftidor’tn OR ‘optodrop™tn OR ‘stinan’tn OR progla
Diazepam u'tn OR "reziod’tn OR ‘rozalin':tn OR ‘rozdeltn OR ‘tidecomb'tn OR ‘trusopt'tn OR 'trkusopt ocumeter plus':tn O 'trusopt preser
vative freztn OR ‘trusopt ukonserverer'n OR trusopt-sen OR 'ulom™n OR ‘TpyconT'tn OR ‘sorzolamice™tn OR trusopttn OR ‘tr
Diclofenac Usopt-s"tn AND ['adverse drug reaction'/exp OR adverse:de ab ti OR ‘side sffect de sbti OR ‘side effects de ab ti OR ‘side effectin

Diltiazern k OR 'drug overdose'/exp OR overdes*:de,ab,ti OR 'drug misuse'/exp OR misus*:de.ab.ti OR ‘drug abuse'fexp OR “substance abus
Diesrmin 2'texp OR abus*:oe.an.i OR ‘pregnancy’/exp OR pregnan*:ae.anti OR pregnancy complications'/exp OR 'lactation’/axp OR ‘breast
4 faeding /exp OR (milk human'/exp AND ‘secretion’/exp) OR ‘fertility'jexp OR ‘reproduction’/exp OR fetus'/exp OR ‘embryo'/exp OR
Docetaxe! terat*:de,ab;ti OR ‘drug efficacy'/exp OR 'drug withdrawal fexp OR 'medication error/exp OR ‘death'/exp OR death*:de,ab.ti OR fat
Domperidone al*:ge.ap.ti OR ‘grug interactionsexp OR ‘drug interaction’fexp OR ‘carcinogenicity'/exp OR carcinogen*:de.an.ti OR mutagen*:ge,

Donepezi 2b,ti OR "off Iabel drug use'/exp OR 'occupational exposure'/exp OR toxicity /exp OR toxic*:de ab.ti OR pharmacotox*-de.ab,ti OR
N neuretox*:de,ab,ti OR cardiotox*:de,ab,ti OR nephrotox*:de.ab,ti OR immunotox®:de ab.ti OR hepatotox®:de,ab,t OR cytotox*.de,
Dorzolamide 2n.ti OR immunocytotox*-ne.an ti OR intoxication /exp OR ‘congenital disorner/exp OR ‘orug treatment failure fexp OR ‘tase rapo.

Doxazosin rt'/exp OR 'case reports:de,ab.ti OR ‘environmental exposure’/exp OR ‘treatment contraindication'/exp OR 'drug contraindicatio
Doxorubicin n'/exp OR ‘injury /exp OR suicide:de,ab,ti OR "poisoning'fexp OR 'drug tolerance'fexp/mj OR ‘treatment failure'fexpfmj OR ‘drug re

sistance’fexp/m] OR ‘substance-related gisoroers/exp OR ‘treatment failure'/exp OR ‘grug resistance7exp OR ‘Orug resistance’:in

Daxycycline %) AND [humans}/lim
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Map to preferred term in Emtree

Search also as free text in all fields

Explode using narrower Emtree terms

Search as broadly as possible

Limit to terms indexed in article as
‘major focus’

FM0|2t S2|0{7t AtS2E QA E[0 SA| A A
Of): ‘myocardial infarction’, ‘heart attack’< 'heart infarction’ = Of & Z Af
= mapping= A HoHA| 2 42, Y= 80| JLHE “all fields 0| A A AE0]

~

A0 7t B E HEO| A XFRO (free text search)E AME[O] &
title, abstract, Key words, index terms, 2% &-....

Emtree S} 2| {77t K| 2H& Z4 A

Z[CHot HA B/ 2E XA
HMOE AND ALK Z 22[3}
Oll) heart attack ->

'heart'/exp OR heart AND attack

mn
oY
1=
oY
1=
<

=& 0N 7t S 23t main topic=Indexer 7t £ O

Ol 32 MEHSIH 0 AOI0| JAX| Tt OLE|Z UM F2 FH| O 2 UHFE|X| =
7152 M2, 0| 28 S S K|StH, A2 OtE|Z LYol M =2 F=H| 01 7¢

Ot X2tz ZMO|Z MOIE HIETL ZAMo| g L|Ct,

ELSEVIER
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A== 0|80

Ol= Embase &

ZAAH Il =

C 7|3

-1 =2—
Most commonly used field codes )
Label Field Label Field ayn Explode with synonyms
de Index term ta Abbreviated journal title exp Explasian
exp Explosion ab Abstract de Index term
ab Abstract an Accession number ib ISBM
1i Article title ti Article title is ISSN
ca Country of authar ad Author address ip lssue
cy Country of journal ':um 23I22[ﬁ2§! la Language of article
ic - Is Language of summary
la Language of article m CAS Registry Number guag 2
py Publication year cn Clinical trial number
cd CODEMN lim Limit
s Entry date (since date) ac Conference date
ed Confarence editar - Waort
fmy Major focus Ic Conference location m] alor term
nc Conference nams ms Molecular sequence
/de Index term ca Country of author number
cy Country of journal tt Criginal non-English title
Cvnloion y
2 € S dv Device index term pg Eagf_ ratl'-lged t
. df Device manufacturer P ubiication date
! = =4 o - - -
for As broad as possible dn Devide trade name it Fublication type
dm Dlsea.se index term py Publication year
dd Drug index term
mn Drug manufacturer i Fublisher item identifyer
tn Drug trade name id Fecord number

ELSEVIER



24 A

H2>A

=R EE Y . g

S

82
ELSEVIER
History Save | Delete Print view Export | Ema using (@) And Or ~ Collapse
| # ymphatic leukemia'fexp 5,112
#3 "lymphatic leukemia'fexp 166,112
#2 ("diabetes mellitus'/exp CR "diabetes mellitus") AND 11,429
# ‘cancer gene therapy'/exp OR 'cancer gene therapy' 15,954
L Le tff earcn #4 @ Setemail alert 'S\ Set RES feed @ search details 0o Index miner
M| Results View | Export Email | Add to Temporary list 1 — 100

[Select number ofitems  w| Se

100 of
500 K
5,000
1-10,000 EC
10,001 - 20,000 |0

20,001 - 30,000

| 30,001 - 40,000

| 40,001 - 50,000 rs

50,001 - 60,000 1Zh
Molecular Biolo

Embase MED

u|3 Reducing p

Zhane N Huv

Export record(s)

Format: RIS format (Mendeley, EndNote)

Content RS format (Mendeley, EndNote)

Citatlor - RefWorks Direct Export
 Title csv
' S0Ur - plain Text
e XML
Blbllogi MS Word
MS Excel

PDF

Show all abstracts | Sort by: Relevance Author (@) Publication Year Entry Date

sinusoidal obstruction syndrome in children, adolescents, and young adults after hematopoietic stem cell transplantation

similar records

1d clinical implications

similar records

at
odal artificial intelligence technology



ELSEVIER

Search Emtree Journals Results My tools @ E & 7| 9

Saved searches

Temporary list ~ Saved lists ~ Email alerts ~ Saved searches  Preferences

Private > &f| %l 7|

Saved searches

o+
T 7
Private  Shared ~MLM
D Select all Filter by name ~
<+ Create
07 &l® 7| Query Name Last results Last updated Created
D #1 ‘cancer gene therapy/exp OR ‘cancer gene therapy' OR ({(treatment OR therapy) NEAR/5 cancer 15,954 2024-04-15 2024-04-15

fluorouracil):ab)

Display: 25  results per page Pagelofl



Query Translator

PubMed2| Z 441 = Embaselll X H At Hatol O W= H M S 44 X &

Quick PICO  PVWizard Medical device  Advanced Drug Disease Device  Citation information  Query translator

Translate PubMed syntax to Embase

1. Add PubMed query

PubMed query e.g. aspirin[MeSH]

("covid 19"[All Fields] OR "covid 19" [MeSH Terms] OR "covid 19 vaccines'[All Fields] OR “covid 12 vaccines'[MeSH Terms] OR "covid 19 serotherapy”[All Fields] OR “covid 19 nucleic acid testing"[All Fields] OR
"covid 19 nucleic acid testing"[MeSH Terms] OR "covid 19 serological testing"[All Fields] OR “covid 19 serological testing[MeSH Terms] OR “covid 19 testing"[All Fields| OR "covid 19 testing"[MeSH Terms]
OR “sars cov 2"[All Fields] OR "sars cov 2"[MeSH Terms] OR "severe acute respiratory syndrome coronavirus 2°[All Fields] OR "ncov'[All Fields] OR "2019 ncov'[All Fields| OR {{"coronavirus"[MeSH Terms] OR
“coronavirus"{All Fields] OR "cov*[All Fields])}) AND (“predict*"[Title/Abstract] OR "predictive value of tests"[MeSH Terms] OR "score’[Title/Abstract] OR "scores'[Title/Abstract] OR "scoring system”
[Title/Abstract] OR “scoring systems"[Title/Abstract] OR "observ*[Title/Abstract] OR "observer variation"[MeSH Terms])

© Resetorm

2. Review Embase translation

( ‘covid 19" OR ‘coronavirus disease 2019'fexp OR ‘covid 19 vaccines' OR 'SARS-CoV-2 vaccine'fexp OR ‘covid 19 serotherapy’ OR ‘covid 19 nucleic acid testing' OR "COVID-19 nucleic acid testing'/fexp OR
‘covid 19 serological testing' OR "COVID-19 serological testing'fexp OR ‘covid 19 testing” OR 'COVID-19 testing'/exp OR ‘sars cov 2" OR "Severe acute respiratory syndrome coronavirus 2'fexp OR
"severe acute respiratory syndrome coronavirus 2' OR ‘ncov’ OR 2019 ncov' OR ( ( "Coronavirinae'fexp OR ‘toronavirus' OR ‘cov’ ) ) ) AND [ ‘predict*tiabkw OR ‘predictive value'/exp OR

‘score'ttiabkw OR 'scores’tti,abkw OR 'scoring system'tiabkw OR 'scoring systems'ti,abkw OR ‘ohserv®:ti,abkw OR ‘observer variation'fexp )

Show 147,612 resul Q, Take to Advanced search | [[) Copy query

ELSEVIER

Welcome to the translation tool!

Get started with example queries:

Covid-19 > Meta-Analysis >

Type or paste a PubMed query and then review the Embase translation. Different

highlighting will be applied depending on the mapping between MeSH to Emtree and
based on the impact on the query. Those are:

‘cervical vertebra'fexp

'meta analysis (topic)'fexp

‘cad inhibitor'/exp

2 MO E O] &t
RPN
ST

Al

means that Embase found exact match in Emtree and

field code.

means that there is no exact match in Emtree and it used
preferred term.

means that there is no translation for the term or field
code.

In case of Emtree terms not found, it will be searched in
All fields, unless you select another term from Emtree
manually.

In case of free text, field code will be converted to All
fields.
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Emtree (Embase) Mesh (Medline)

S92/ (Entry terms) 510,000 270,000

Of 98,000 29,917

=D & 33 ™13

PubMed

Boolean & &K AND, OR, NOT

*

NEAR, NEXT

£©
0lo

[CoreDB & 44 81] PubMed, Embase, Cochrane All JtX| DB A S 5B 0l # A~ (2022.10.19 & J| W =) (youtube.com), OF&F2| S Af 2

ELSEVIER


https://www.youtube.com/watch?v=R7rORDMszUk&t=321s

SearchTipl: =2/ &

Boolean Operator (22| A4

ELSEVIER

AND depression AND tric[2t0f Lt 22 2% 320 Q= 22 (P ANDI
yclic AND C AND 0O)

OR elderly OR geriatric [ 0{ &= otLIC| & LI 22 220 U=
OR aged A2 (SN M)

NEAR/n drug” NEAR/2 adverse n ISl S0 LHOI Ui OF & LICH

NOT &oll &H0f 2+ 2= 01l A1 NOT ol

depression NOT tric|=t0] LI 222 M 2
NOT "
yclic non small cell lung cancer NOT large cell lung
carcinoma

S&et Y MM Z2SE ALE0tD K ALMXES ZE0tH ALS
(aged OR elderly OR geriatic) AND (depression OR insomnia)
AND

OR

AND NOT

Solst = o| C} o]
NEXT/n adverse NEXT/2 reaction* ;EIEF EME n Kol S01 LHOH RAO10F
L 22 AMIE ZEGSIH 2L SE6HHY dMS 0D /ol 252

>y
00 o2

clinical NEXT/2 (application* OR trial) NEAR/10 biomarker* NEAR/1
0 (treatment OR disease)
(adverse OR side OR undesirable) NEXT/2 (effect* OR reaction* O

R event* OR outcome®)




Search Tip 2 : 7= A 3 2 EHA}

ELSEVIER

(=] AC
=4 ALz}

* StL} o] A9l sul*ur ZA1}: sulfur, sulphur
XS A 'heart

X120 MCHOE e HE FE attack*" Z4 1} heart attack, heart attacks

. . SJO|Z o2 HIHBIA| o0, Emtree
heart attack term Z2 X}.2.0{( free text) 2 014! 5}0] of st xics |sulfPnyl |23t sulfonyt and sulfinyl o 22 £rof Tt
heart-attack 2} £HO{ 2 ANDZ Z{ A4 T3l P EXp R
0l]) heart attack = 'heart'/exp OR heart catheter? Z 1} 'catheters’ Z4 A ‘catheter’ or
AND attack. " ['catheterization” Z4 A OF=|

Note:
0 *= HELISLY| TO| MOz M| 71| Z2AHE ¥ E

® Wildcard + field Z2: 0ll) sul*ur:ti:ab
© ? + field 22 K| ASHK| %S (Ofl: sulf?nyl:ab:ti)
0 1= Lo M L ZXHALYE FHE)E AFE: “heart infarct*” or

0l|) 'heart infarction' AND clinical NEXT/2 (trial OR study)

"metabol* disorder*"
O Wildcard * 2 £HO{ O|2tO| 2XtE2 AHE S 5= 813 Oll) "m* disorder”
or "metabol* d*"
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