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1.1 EEX S5
Evidence Based Medicine (EBM)

e 1991, MEKFITRFEZRGordon GuyattRRE—FEHICN, X
e X HIREvidence Based Medicine—if (1]

o 1992%FF, LIGuyatt/AHRI McMASTERAZIGFKRITHEFHERT
JAMALE SR REBEEZRIEES (2]

[1] Guyatt GH. Evidence-Based Medicine [editorial]. ACP Journal Club 1991:A-16. (Annals of
Internal Medicine; vol. 114, suppl. 2).

[2] Guyatt G, Cairns J, Churchill D, et al. (November 1992). "Evidence-based medicine. A new
approach to teaching the practice of medicine". JAMA. 268 (17): 2420-5.
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e David L. Sackett (1934-2015) , EESEME
KA, RITHEER, BIEEFZX.

o NME KX McMaster XEIGFKRITIHFER. 41
IEEZFIGEIIRA.

e 19955, SackettFLhRE= Evidence-based medicine: how
to practice and teach EBM, PRATRIEEZE N FTTi%,
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I, 5. BB R E AT S A E
R A REIT N ARSI R E, %78

EENMENINER, TEWE=8L5F—#, #HIE:
ayr 5= 11 . —David L. Sackett

[1] Evidence-based medicine: how to practice and teach EBM, 2nd ed.
Edinburgh & New York: Churchill Livingstone, 2000.

B BRSO #t = 5



BIEEZF 5K

Archie Cochrane (1909-1988) , HE, &K
IEFHRIEZz—, BIEEFEENEHE,

FERERFENXIERINGE, ERfrEaW. EE 78I
EZF. CochraneZFIFNFINMERIETIEE,

1972F 1R EE Effectiveness and Efficiency: Random Reflections
on Health Services, l@FFit{TimF4&ER LBEENZHES.

| EIESERMEMSHERRLY.
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lain Chalmers(1943-), HBEBEEFRESR, 1
AZ—,

BIEEFEn

KiIR20REXTIRAN DR IGRED, RIBAHAFEIIIERIHICES

RHITRFTNAR, KF T SABIRAGER.

i

19895, EHEERPHSTE: REHEALIFEREILEFE~HE
EREE, EER~LFECFETE30% ~50% (1],

LERLERRIIRFHN DITHIRE, SERHIEMARINREIZIN AT TEErIER

SEBT ELRFISE, EES AR TR,

[1] Chalmers lain; Murray Enkin; Marc J.N.C. Keirse (1989). Effective Care in Pregnancy and Childbirth. Oxford University Press.
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‘ 1.2 Cochranet/MEM (www.cochrane.org)

(5() Cochrane mecedsons — Q

Better health.

Our evidence About us Join Cochrane News and jobs Cochrane Library >

Cochrane Evidence Synthesis and Methods >

Antenatal magnesium sulphate
reduces cerebral palsy after
preterm birth

New editorial calls for implementation
into clinical practice

Latest News and Events

Cochrane announces Laris Cochrane welcomes
the 2026 Colloquium in global commitment to
India 7 evidence synthesis

25 September 2024 [ls Y 24 September 2024
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o B—laZ{FR—NMNIRERNEXE, fEEERiSEENS,
ERWETE;

o EEHLIGEI—R A, JHIMEERENETEHRATEEN, Kilia
TR

o HMSEHSRIEAMELE, RPZXEPHARGTTIaREER
RTFEN

o MLEAEHZG, RPZIBERKIZNARSIMEF : ssmn) NEEMRE;
o MLEAEHZA, RIPZIBELFALDHRSBMEF n: ssmz) NEEMRE;
o ECEINTRRNZEASARTMAENGSLER.
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was 5.80, P < 0.000 01; Figure 2). The OR value of the
C/A allele was 1.80 (95% CI-: 1.47-2.22, Z =559,
P < 0.000 01; Figure 3).

Pato Odds Rato
L MRS AN asd 5 4 A5 Y A - LS4* o
Yiarg 2010 " 73 3 8s 41¢4138,1239
Chen 2010 1s 16 232 22BN 2T, 410
Drong 2009 22 120 7 102 272[1.26,5.687
wehiran 2009 110 358 67 353 1671.33,268 2
Haancei 2005 22 s I 114062, 2 0y
Vit 2005 32 20% 22 197N 15, 3.4

Total (95%.Ch 1722 1283 1931155, 2.41)
Tkl grents 238 140
HARgermiy CHl =« S0 XS P =030 . Fe159%

o 1
Testrorowraligfect 2= 4% BO (P <0 000D01) 0'((;“2,‘“ RSk ha e’“om“

Figure 2 Forest map of the (AC+CC)/AA genotype In the
E-selectin S128R gene A/C locus and ischemic stroke.
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Informed decisions.
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Search...

About us Join Cochrane News and jobs

About us

Governance and management

Cochrane Evidence Synthesis and

Governance and
management

Governing Board

Cochrane is an international organization but is legally registered in the United Kingdom as
Limited Liability Company. Cochrane's Governing Board comprises at least 13 people, who
the Charity and Directors of the Company. More than half of the Trustees are elected by and
members; with the rest appointed by the Board and approved by the members.

The Governing Board is responsible for setting Cochrane's strategic direction and overseein
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About us
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Fields and Networks
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About us Join Cochrane News and jobs

Global community

Geographic Groups

Cochrane Library

Cochrane is a truly global, independent network with members and supporters worldwide. We have officig
geographic Cochrane Groups in 50+ countries. These Groups represent Cochrane in that country, promote,
support the use of Cochrane evidence in health policy and practice, and support Cochrane's members and
supporters who live there.

See our Geographic Groups

Our products and services

Evidence in different
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management
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e 1999.3.31, HE%LZCochranetiMERMIESERSIEILE,
xRk /A CochranetiMEMBISE TN RRRE., SahisEr)|
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Patients/Population/Problem
W BB 5] R
C Intervention

TP R ER R

It PR 45 J5

F)
I
Comparison
C N BT 2R
@ Outcome
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Abstract Abstract

Introduction @ Check for updates

Objective
Patients and Methods
To conduct a systematic review of economic models of newer anticoagulants for stroke
Results prevention in atrial fibrillation (SPAF).
Discussion
) Patients and Methods
Supporting Information
Author Contributions We searched Medline, Embase, NHSEED and HTA databases and the Tuft's Registry from
January 1, 2008 through October 10, 2012 to identify economic (Markov or discrete event

A simulation) models of newer agents for SPAF.

Reader Comments Results

Figures
g Eighteen models were identified. Each was based on a lone randomized trial/new agent, and

these trials were clinically and methodologically heterogeneous. Dabigatran 150 mg, 110 mg and

CEED NS LR ER R vk 2 (i 28



B R BB BT R DURGH . A AR R RGP

https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0062183

Introduction

Atrial fibrillation (AF) affects approximately 3 million people in the Unites States (U.S)), and this
number may reach as high has 12 million by 2050 [1] AF is associated with a significant
financial burden, costing the U.S. healthcare system about $26 billion annually [2]. While
Introduction hospitalizations are the primary driver of these cosis (52%), the cost of pharmacologic
management of AF i1s also noteworthy (23%) [3].

Abstract

Patients and Methods

Resulis One of the primary concerns accompanying the diagnosis of A “~ = d E
Discussion increase in ischemic stroke risk [4]. Guidelines for the manags] '&Eﬂ ﬁ

of pharmacologic agents for the prevention of stroke dependin E
Supporting Information patients at moderate-to-high risk of stroke, a vitamin K antagorist SUCi! oS wWartari nas
traditionally been recommended. Howewver, its use has been limited by its narrow therapeutic
iNndex and food and drug interactions [8], [9]. Therefore, alternative anticoagulants have been
References evaluated in recent years. To date, two agents {(dabigatran, rivaroxaban)} have received
approwval by the United States Food and Drug Administration (FDA) for prevention of stroke and
systemic embolism in patients with AF, with a third {(apixaban) currently under consideration.
Clinical trials have demonstrated these agents to have at least similar impact on reducing
Figures stroke rates compared to warfarin with comparable or improved safety profiles [10]—[12]

P

Awuthor Contributions

Reader Comments

An important step in determining the place of these newer anticoagulants in clinical practice is
to evaluate their cost-effectiveness. This fact is highlighted by the discussion of cost-
effectiveness data (although not exhaustive) in recent national guidelines for pharmacologic
stroke prevention in AF (SPAF) [F]. NMumerous economic models hawve been published to
evaluate the cost-effectiveness of these newer oral anticoagulants for SPAF [13]-[30].
Accordingly, we undertook a systematic review of economic models of dabigatran, rivaroxaban
and apixaban for SPAF.

Patients and Methods
Data Sources and Searches

We searched the MEDLINE, EMBASE, National Health Service Economic Evaluation Database
(MHS EEDS) and Health Technology Assessment (HTA) bibliographic databases along with the
Tufits Cost-Effectiveness Analysis Registry. Searches were conducted for economic studies
published between January 2008 and October 10, 2012. The start date of our search
corresponded with the first published outcomes study of dabigatran. Our searches utilized
Medical Subject Heading (MeSH) terms and keywords for AF, economic modeling and the
newer anticoagulants (see Text 81) Finally, we also reviewed references from included models
to identify additional relevant citations.

CEED NS LR ER R vk 2 (i 29
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Figures

Patients and Methods

Data Sources and Searches

We searched the MEDLIMNE, EMBASE. Mational Health Service Economic Evaluation Database (WHS EEDS) and
Health Technology Assessment (HTA) bibliographic databases along with the Tufts Cost-Effectiveness Analysis

Registry. Searches were conducted for economic studies published between January 2008 and October 10, 2012. The
start date of our search corresponded with i : il

eaeal o0 ding (MeSH) terms a
Text 51). A L

wed referen
udy Selection

VA
hitps://doi.org/10.137 1/journal.pone 0062183 s005 I

Twao investigators independently reviewed 4
inclusion in a parallel manner using a prion

pharmacologic agents for SPAF using a M
to evaluate both cost (in monetary units) a

—Ee"tlsz' M A0 029 R5F T
xplanat| g : =EEE BA OEAS S Bt =8 0=

pane.0062183.s005.docx - Microsoft Word

.:.IEI!

kAT EndNote X2

(QALYs)). Models had to be available as a

ol - B
h—ttw 4 [ E ] 12 14 15 13 20 22 24 26 28

(DOCX) - ' ' ' : :
Text S1: MEDLINE Search Strategy-

i

Manufacturer's models reported as part of
(MICE) or Canadian Agency for Drugs and
models presented solely at professional m

Checklist

Data Extraction PRSIMA ] Atrial fibrillation AND (markov OR semi-markov OR markov state
https://doi

Two investigators used a standardized datg (DOC) transition model OR markov simulation OR markov chain OR markov

BRI S 2T

disagreement resolved by discussion. We
made; 2} characteristics of the base-case
“progenitor” models, health states, study p

Authol
analysis, willingness-to-pay threshold(s) (V]
of the models themselves and that of the randomized trnals un
blinding. intention-to-treat methods, inclusionfexclusion criteri
the therapeutic international normalized ratio (INR) range, etc.
analyses. For the purpose of this review. a “progenitor” model
distinct structure and serving as a template for future models.

Quality Assessment of Economic Mg

RE A

clopidogrel OR antiplatelet).

TIE61 261 20 23 22 ZN E0 1313 17 18 S M 32 i 3 B T e Srdi 31|

We conducted a critical appraisal of the methodology and rep)|

20 32 24 36 28 40
T T T T

processes OR decision analysis OR decision analyses OR decision
analytic OR decision tree OR decision model) AND (warfarin OR
coumarins OR vitamin K antagonists OR dabigatran OR apixaban OR

rivaroxaban OR ximelagatran OR anticoagulants OR aspirin OR

government reports) using the Quality of Health Economic Studies (QHES) rating scale [31], [32]. The QHES is a
validated assessment of quality for cost-effectiveness analyses and contains 16 evaluable items. Each item carries a
weighted point value, with total possible scores ranging from 0 {lowest quality) to 100 (highest quality). An explanation
of our QHES scoring of included models is available in Supporting Information: Text 52. In addition, we evaluated

the internal validity of tHg rebdkisZ [RHSA (G UG #pFff &Ehe Jadad scale [33]. For the purpose of this review,
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Novel Anticoagulants for Stroke Prevention in Atrial Fibrillation: A Systematic Review of Cost-Effectiveness Models @ PLos X
Brendan L. Limone, William L. Baker, Jeffrey Kluger, Craig |. Coleman e )

T T e LT ¥ T 7 R 1 G P PP T G T 5w 1T G/ T 0 B S G T o oo o
means + standard deviations. The authors have followed the PRISMA Statement in reporting this systematic review
(see Checklist 51).

Results ﬁ*&i/q%IJ\ ﬁiﬂﬁ.\ é*ﬁ]\iiﬁ.\ g?ﬁé

Abstract

Introduction

b Patients and Methads
Results
Discussion The literature search initially identified 83 non-duplicate citations (Figure 1). Upon title and abstract review, 60 citations
Supporting Informatian were excluded, leaving 23 articles for full-text review. Upon full-text review, 5 articles were excluded, leaving a total of 18

o models for inclusion in our systematic review (Table 1) [13]-[30].
Author Contributions

References
cz
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Records
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Full-text articles assessed
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Not a Markov model (n = 4)
Markov model not reporting cost
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Studies included in
qualitative synthesis
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Prevention in Atrial Fibrillation: A Systematic Review of Cost-Effectiveness Models
By Kluger, Craig |. Coleman

Dabigatran Models

Of the 13 models that directly compared dabigatran to warfarin, 8 ag
110 mg, and 8 assessed seguentially-dosed dabigatran. Seven mod
al. [16] were very similar in terms of model characteristics, with slig
(e_g., country-specific costs, discount rates, life tables to model non
based on Gage et al. [34] had more variation in model properties an|
population characteristics, health states modeled). Of note, one mo
with a prior stroke or transient ischemic attack (TIA) [20], while the

patients with or without a prior stroke or TIA ({typically around 20%).
discrete event simulation, and the other exhibited a unigue model st
myocardial infarction (MI) health state. 11 included a minor bleed heg
control on the results. Eight of the 13 models included a systemic &
derivatives of Sorensen et al.), but only two of 13 modeled a dyspep
significantly differing in incidence between treatment groups in RE-L
from the RE-LY trial. In total, ¥8% of dabigatran vs. warfarin ICERs
thresholds (four dabigatran 110 mg and two 150 mg comparisons vs
WTPs) and ranged from $3.547—-586,000 for dabigatran 150 mg: $20)
521,466 for sequentially-dosed dabigatran (Table 3, Figure 2). The
cost-effective, perhaps due to the chosen cost of dabigatran. The au
median cost of USD39 per day, whereas other models typically use
[13] also utilized a higher cost for dabigatran which may have pushe
threshold. Though dabigatran 150 mg was cost-effective in their origi
on a lower cost of dabigatran 150 mg which decreased the ICER fro
13 models comparing dabigatran to warfarin, 9 performed probabilist
dabigatran 150 mg to be cost-effective in 44 9%-93% of iterations;
sequentially-dosed dabigatran in 82%—100% of iterations at the lowq
All 13 models performed one-way sensitivity analyses and the resul
risks of ischemic stroke or ICH on dabigatranfwarfarin, time in thera
long term disability care.
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Discussion

There has been a rapid dissemination of newer oral anticoagulants SPAF cost-effectiveness analyses in the last few
years [13]-[30]. Fourteen models evaluated dabigatran [13]-[23], [28]-[30], four evaluated rivaroxaban [24], [28]-[30]
and four evaluated apixaban [25]-[27], [30]. Moreover, three models provided comparative the cost-effectiveness of two
or more of the newer oral anticoagulants [28]—[30]. Six of eight models found dabigatran 150 mg to be cost effective,
three of seven found dabigatran 110 mg to be cost-effective. and seven of eight found sequential dabigatran to be cost-
effective versus adjusted-dose warfarin. The earlier dabigatran models generally had higher ICERs due to an over-
estimation/high cost of dabigatran. Studies evaluating sequential dabigatran dosing generally showed lower ICERs than
traditional dosing, although it is noteworthy that sequential dosing is not supported by the RE-LY trial and is not an
approved regimen in the United States. Three apixaban models showed it to be either dominant [26] or cost-effective
compared with warfarin [25], [30]. whereas compared to aspirin, apixaban was dominated in a 1-year trial length model,
but dominant in a longer 10-year model [27]. Commaonly reported sensitive or influential variables included the cost of
the newer agents, the rates of stroke/ICH versus various comparators, the time horizon, the quality of warfarin control
and the costs of acute events and long term disability care.

One of the challenges in attempting to evaluate the comparative cost-effectiveness of newer oral anticoagulants is the
difficulty in making cross-model comparisons. This is likely true in the case of these newer SPAF models, even though
a majority of them used the basic and common structures of Gage [34] or Sorensen [16]. This is because the models
had some differences in health states included, made different assumptions and used varying inputs. In some
instances, similar models were performed from the perspective of varying countries, this was necessary in order to not
only address differences in costs, discount rates and average life spans (life tables), but also to address the varying
approved dosing schemes from country-to-country (i.e., sequentially-dosed dabigatran is not an FDA approved
regimen). Three models used data from either adjusted indirect comparison meta-analyses or network meta-analyses
[28]-[30]: however, even the results of these models must be interpreted with caution due to important differences in
the studies that underlie the comparisons and the conduction of the indirect comparisons themselves. Of importance,
the 3 major clinical trials evaluating the newer oral anticoagulant agents vs. warfarin differ in notable ways [10]-[12].The
ROCKET-AF trial enrolled patients at higher baseline ischemic stroke risk than the RE-LY or ARISTOTLE trials, with
mean CHADS, scaores of 3.5, 2.1, and 2.1, respectively. In addition, the guality of warfarin dosing was not consistent
across studies with patients spending less time within the therapeutic INR range in ROCKET-AF (55%) versus either
RE-LY (64%) or ARISTOTLE (62%). In fact, methodological guidance documents would suggest this may be an
inappropriate situation for indirect comparison due to the lack of comparability/heterogeneity of the trials to be pooled
[37]-[39]. Also, as alluded to previously. endpoint data used both within and across the indirect comparisons were not
always based on the same trial populationsfanalysis methods, some using [TT populations and others using SOT
populations. Thus, it is not surprising that these indirect comparison meta-analyses had disparate effect size estimates
for many of the key model inputs [29], [30], [40]-[42]. In & identified meta-analyses making indirect comparison of at
least 2 of the newer agents, marked variation in relative effect size estimates can be observed. For example, odds
ratios of dabigatran versus rivaroxaban ranged from: 0.74—0.85 for stroke/systemic embolism, 0.95—1.06 for all-cause
mortality, and 1.59-1.76 for acute MI. Similarly hazard ratios ranged from 0.96—1.04 for all-cause mortality, 1.40-1.57
for acute Ml and 0.48-0.63 for ICH.

Importantly, all of the identified models in this review utilized a lone RCT (or an indirect comparison in which only a lone
study existed for a given direct comparison) to characterize the main efficacy and safety comparisons between
treatments. Data from these short-term clinical trials had to be extrapolated to longer time horizons in order to estimate
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assessment, and therefore interpretation of the results and conclusions of these analyses. The use of outdated non-
drug specific may reduce the validity of some of these models. Variations in the inclusion of health states, even across
models assessing similar drugs, also presents difficulties in translating results, especially in cases of disagreement in
the conclusions of those models. Decision makers must be aware of these caveats when clinical and coverage
decisions are formed on the basis of these economic analyses.

Conclusions

it

Many researchers have published cost-effectiveness models of the novel anticoagulants for SPAF. These models
suggest that the novel anticoagulants are cost-effective, but do not provide adequate data for direct comparison of the
individual agents. For now, it seems prudent to choose anticoagulation therapy on a patient-specific basis.
Standardization of the structure and inputs to assure that important health states are not being ignored and the best
and most recent inputs are utilized would improve future comparisons between SPAF models. In addition, head-to-head
trials of the newer oral anticoagulants would aid health economists to assess their comparative cost-effectiveness.
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Chapter 4: Searching for and selecting studies
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synthesis

Chapter 4: Searching Key Points:
for and selecting

studies
e Review authors should work closely, from the start of the protocol, with an experienced medical/healthcare

4.1Introduction librarian or information specialist.

4.2 General issues Studies (not reports of studies) are included in Cochrane Reviews but identifying reports of studies is

4.3 Sources to currently the most convenient approach to identifying the majority of studies and obtaining information
search about them and their results.

4.4 Designing The Cochrane Central Register of Controlled Trials (CENTRAL) and MEDLINE, together with Embase (if access
search strateaies to Embase is available to the review team) should be searched for all Cochrane Reviews.

75 -Documentilg\ Additionally, for all Cochrane Reviews, the Specialized Register of the relevant Cochrane Review Groups

and reporting th should be searched, either internally within the Review Group or via CENTRAL.

search process

bs such as regulatory agencies

4.6 Selecting 4.4 Designing search strategies Ly resuts.

~ecision.

studies
4.7 Chapter e Search strategies should avoid using too many different search concepts but a wide variety of search terms

information should be combined with OR within each included concept.
s Bnth fres tevt and snhisct beadines (s o Madical Siibisrt Hoadines (MaSH) and Emtras) shanld be vsed
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4.4.2 Structure of a search strategy #section-4-4-2

The starting point for developing a search strategy is to consider the mgif concepts being examined in a review. |
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This is often referred to as PICO - that is Patient (or Participant or Pggfulation or Proble|
Comparison and Outcomes (Richardson et al 1995): see also Chpsfter 2 and Chapter 3 fi
and refining PICO definitions that will be operationalized in e search strategy. Examp

Cochrane Information Specialists’ Handbook (Jpchrane Informatior]
hrane Review, the review oby=stive should provide the PICO concepts|
e selection of appropriate subject hea
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elements from PICO and the study design (sg
even be undesirable, to search on every aspec
h a research question may specify particular co
ihed in the title or abstract of an article and are o

The structure of search strategies in bi
review (see Chapter 3), using approprj
usually unnecessary, however, and
question (Frandsen et al 2020). Alt
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o 1. Role of a Cochrane
Information Specialist

b 2. Specialised Registers

b 3. The Cochrane Register
of Studies (CRS)

b 4. Maintaining and
developing a Specialised
Register

b 5.Handsearching

b 6. Author support

h 7. Editorial process

|53
Appendix 8. Template for a Search Report Form

A template for a Search Report Form is available to download and adapt to reflect a Grl

< Appendix 7. Example of the structure of a
search strategy for a Cochrane review |
(CENTRAL)

up

J

Share mu

o 1. Role of a Cochrane

Example of the structure of a search strategy for a Cochrane review (CENTRAL)

Information Specialist /
» 2. Specialised Registers /
» 3. The Cochrane Register of Helmets for preventing head and facial injuries in bicyclists

Studies (CRS)

» 4. Maintaining and
developing a Specialised
Register

» 5. Handsearching

» 6. Author support

» 7. Editorial process

Sets 1-3 are the MeSH terms & text

words [words found in the TITLE or
IABSTRACT of a record] for the population
(i.e bicyclists). They are combined using OR

1. bicycl* or cycling or cyclist™ :ab,ti,kw
2. [mh Bicycling]
3. #lor#2

Population (P)

» 8. Cochrane Review
Production Tools

e 9. Communication

» 10. Professional
development

o 11. Key Resources for
Cochrane Information
Specialists

Sets 4-6 are the MeSH terms & text
words [words found in the TITLE or

4. helmet™:ab,ti,kw

o 12. PICO Annotation

= Appendix 1. Example of
how studies with multiple
reports are cited in
Cochrane reviews

CENTRAL contains RCTS & CCTS

IABSTRACT of a record] for the 5. [mh “Head Protective Devices”| Intervention (1)
intervention (i.e helmets). They are 6. #4 0r #5

combined using OR

Set 7 is the combination of Population, L

. . Lo . Combination of
intervention. No study design is required as [7. #3 and #6

P&l
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document for
full details

Search methods support

Specialist, Liz Stovold. Please see thi

Authors of a Cochrane Airways review are offefed support for search methods by the Group’s Informayg

document for full detailsﬂ]

Liz will work with the review authors to develop search methods for the protocol, including selecting
sources to search, and constructing a search strategy. When a protocol has been published (or signed
publication), Liz will conduct the electronic searches and provide the authors with a set of search res
Cochrane Airways maintains a Trials Register [2 to support the production of our systematic reviews.
us to streamline the number of databases we need to search for reviews on many of the topics that fg
scope.

Itisimportant that the search methods are reported accurately in the full review. The full search straf
in each database should be included in the appendices, and the number of references retrieved, scrd
excluded and included should be reported. Liz will provide author teams with a search record ] con
the information needed to report the search activity and results.

One of the requirements of publishing a Cochrane review is that the search date must be within 12 m
ideally 6 months of the publication date. So that we can meet this requirement Liz will conduct regu
updates, and a pre-publication top-up search AJ.

review a search strategy.

Identification of studies for inclusion in Cochrane
Reviews: a guide for Cochrane Airways authors

The search methods are an important part of a systematic review. If you are a review author
working with Cochrane Airways, you will be offered support for the conduct and reporting of
your literature search by the group Information Specialist.

The Information Specialist will assist with developing the search strategy for your review
protocol and can offer advice on which databases and other sources to search. When the
protocol has been approved for publication, the Information Specialist will conduct the
searches, provide a de-duplicated set of search results, and can also advise you on reference
management, title and abstract screening, and reporting of the search methods.

Cochrane Airways maintains a Trials Register to support the production of our systematic
reviews. The Register contains reports of RCTs and quasi-RCTs identified through systematic
searches of bibliographic databases and handsearching conference abstracts. Full details of
the methods used to maintain the Register can be found on our website.

1. Search methods

Search terms

The Information Specialist will discuss appropriate search terms with you based on the
inclusion criteria of your review and construct a draft search strategy, usually for MEDLINE or
CENTRAL. A search strategy for a standard intervention review will usually consist of text
words and index terms based on the population and the intervention to be considered in the
review. A search filter designed to identify reports of RCTs will be used where appropriate.

Peer review of the search strategy
If appropriate, the Information Specialist will arrange for the search strategy to be peer-
reviewed by another Cochrane Information Specialist. We use the PRESS checklist to peer
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4. IGARSEHEIEREI(Clinical Practice Guideline)

FRMSERIRARIERE, FRETHIELIFEIRAREITFIHBA MLE S0 IBa0E
SiEEN .

[51] AASLD (GEEIFHFRFS) iBfsTEREmRYIGRSE I E R
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AASLD guidelines use clinically relevant questions, which are then answered by systematic reviews of the literature, and followed by data-
supported recommendations. The guidelines are developed by a multidisciplinary panel of experts who rate the quality (level) of the evidence
and the strength of each recommendation using the Grading of Recommendations Assessment, Development, and Evaluation system.
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Practice Guidance Liver Disease
[updated July 2019]

Alcohol-associated liver disease (ALD) represents a spectrum of liver injury resulting from alcohol use, ranging from hepatic steatosis to more
advanced forms including alcoholic hepatitis (AH), alcohol-associated cirrhosis (AC), and acute AH presenting as acute-on-chronic liver failure.
ALD is a major cause of liver disease worldwide, both on its own and as a co-factor in the progression of chronic viral hepatitis, nonalcoholic

AASLD also develops quality measures to help its members measure or quantify healthcare processes and outcomes that are associated with
the ability to provide high-quality health care. AASLD’s Cirrhosis Quality Collaborative network combines quality improvement and research to
improve the care and treatment outcomes of patients with cirrhosis. [

Alcohol-associated Liver Disease [updated July 2019] ¢/

Read more about practice guideline development 7 and about AASLD's conflict of interest policy (7 in articles excerpted from the Hepatology
Journal, or review AASLD's Code for the Assessment and Management of Conflict of Interest.
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acute myocardial infarction AND
/ percutaneous coronary intervention
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Abstract N
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Background

Primary percutaneous coronary intervention (PPCI) is the preferred treatment for ST-segment elevation myocardial infarction.
Although coronary flow is restored after PPCI, impaired myocardial perfusion (known as no-reflow) related to poor clinical
outcomes is frequently observed. To overcome this phenomenon, drugs, such as atorvastatin, abciximab and others, have been
tried as adjunctive treatment to PPCIl. Among these drugs, verapamil and adenosine are among the most promising. No other
systematic reviews have examined use of these two drugs in people with acute myocardial infarction (AMI) undergoing PPCI.
This is an update of the version previously published (2013, Issue 6}, for which the people of interest in the review were those

treated with PPCI - not those given fibrinolytic therapy.
Objectives

To study the impact of adenosine and verapamil on no-reflow during PPCl in people with AMI.
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About Cochrane P

Download PDF
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Contents
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Authors' conclusions
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Adenosine and verapamil for no-reflow during primary
percutaneous coronary intervention in people with acute
myocardial infarction (Review)

SuQ, Nyi TS, LiL

SuQ, Nyi TS, LiL.

Adenosine and verapamil for no-reflow during primary i ioni ith acute myocardial
infarction.

Cochrane Database of Systematic Reviews 2015, Issue 5. Art. No.: CD009503.

DOI: 10.1002/ 14651858.CD009503.pub3.

www.cochranelibrary.com

Adenosine and verapamil for no-reflow during primary percutaneous coronary intervention in people with acute
myocardial infarction (Review)
Copyright® 2015 The Cochrane Collaboration. Fublished by John Wiley & Sons, Lid.

Trustad evidence.
coc"m“e Informed decisions.
Library Betterhealth, Cachrane Database of Systematic Reviews

[intervention Review]

Adenosine and verapamil for no-reflow during primary percutaneous
coronary intervention in people with acute myocardial infarction

Qiang Sul, Tun Swe Nyil, Lang il

of Cardiology, The F i 'gxi Medical University, Nanning, China
Contact: Lang Li, Department of Cardiology, The First Affiliated Hospital of Guangxi Medical University, No. 6, Shuang Yong Load,
Nanning, Guangxi, 530021, China. drlilang@163.com.

Editorial group: Cochrane Heart Group.
status and date: New search i tent updated i published in Issue 5,2015.

Citation: Su Q, Nyi TS, Li L Adenosine and verapamil for no-reflow uuvlllgpmlmly i on in
people with acute myocardial infarction. jews 2015, Issue 5. Art. No.: CD003503. DOI:
10.1002/14651858.C0009503.pub3.

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & Sans, Ltd.

ABSTRACT

Background

Primary ion (PPCI) is the preferred treatment for ST-segment elevation myocardial infarction. Although
coronary flow is restored after e, impaired myocardial perfusion (known as no-reflow] related to poor clinical outcomes is frequently
observed. To overcome this phenomenon, drugs, such as atorvastatin, abciximab and others, have been tried as adjunctive treatment to
PPCI. Among these drugs, verapamil and adenosine are amang the most promising. No other systematic reviews have examined use of
thesetwo drugs in peoplewith acute myocardial infarction (AMI} undergoing PPCL. This is an update of the version previously published
(2013, Issue 6), forwhich the people of interest in the review were those treated with PPCI- not those given fibrinolytic therapy.

Objectives
To study the impact of adencsine and verapamil on no-reflow during PPCI in people with AMI.
Search methods

We updated searches of the following databases in June 2014 without language restriction: the Cochrane Central Register of Controlled
Trials (CENTRAL), MEDLINE, EMBASE, Web of Science and BIOSIS, China National Knowledge Infrastructure and clinical trials registers
(ClinicalTrials.gov, Current Controlled Trials, Australian and New Zealand Clinical Trials Registry, the World Health Organization (WHO}
International Clinical Trials Registry Platform). We also handsearched The American Journal of Cardiology.

Selection criteria

We selected randomised controlled trials (RCTs) in which adenosine or verapamil was the primary intervention. Participants were
dividuals d d with PPCI.

Data collection and analysi

Two review authors collected studies and Exlm(led data. Wherl necessary, we(unia(ted trial authors to obtain relevant information. We
calculated risk ratios (RRs), P values and Is (cls)

Main results

We included in our review 11 RCTs {one new study with 59 participants) involving 1027 participants. Ten RCTs were associated with

the overall risk of bias of included studies to be moderate. We found no evidence that
adenosme redu:ed short-term aH-cause mortality (RR 0.61, 95% Cl 0.25 to 1.48, P value = 0.27), long-term all-cause mortality (RR 0.78,
95% C10.22 to 2.74, P value = 0.70), short-term non-fatal myocardial infarction (RR 1.32, 95% 0.3 to 5.29, P value = 0.69) or myocardial

Adenasi P el ing primary p v foni lewith alinfarction 1
(Review)
Copyright® 2015 The Cochrane Callaboration. Published by John Wiley & Sons, Ltd.
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Informed decisions.

Advanced Search

Search  Searchmanager  Medical terms (MeSH}

Arcess provided by: Fudan University [l = =0 B A2 T

Cochrane Reviews » Trials = Clinical Answers About -

Enter a search term and select a PICO vocabulary term from the dropdown

- /Essential Hypertension \

MPICORA T HENETEEE:
PICO search Population. Intervention,
Comparison. Outcome

& Signin

About Cochrane p

About | ‘ 7 Bearch help |

Calcium Channel Blockers

Flacebo \

All Cause Mortality /

- | laD v
- | laD v
- | laD v
o

Essential Hypertension

AND Calcium Channel Blockers
AND Placebo

AND All Cause Mortality

Lookup +

Lookup +

Lookup +

IIIIA

Lookup w

)

@ Population
() Outcome

@ Intervention
() Comparison

() Intervention
(@ Comparison

@ Outcome

Clear All

Run search
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‘ PICO search#f§=4E8 . 2>:scochranesi

Cochrane Reviews
Filter your results 2

Population

2 results matching "Population "Essential Hypertension™ AND Intervention "Calcium Channel Blockers"

AND Comparison "Placebo™ AND Outcome "All Cause Mortality"'
06, April 2024

Condition

Essential Hypertension. ..o 2

Intervention / Comparison oSl *ﬁ II:EI El\] COCh ra ne 4/.%_\']\5*&%%

Order By rpage | 25 ¥

Intervention Name y 4 - - N

1 O Pharmacotherapy for hypertension in adults aged 18 to 534 XTJ- Eg ?ﬂi}j{@
Beta Blocking Agent........ccooovieiieveeinee e 2 HidePICOs - 16 August 2017 = |
Caleium Channel Blockers. ..o 2 Population (3) Intervention (11) Comparison (1) Outcome (15)

. . . . Adult B3 Biuretic 3 Placebo &3 yocardial Infarction 3
Angiotensin Il Antagonists, Plain................ 2 child &3 T All Cause Mortality 3
Angiotensin-converting enzyme inhibit... 1 Essential Hypertension 3 Hydralazine 3 2:‘: Cardiovascular Maortality (3

= A 2
Alpha 1 adrenergic blocking agent...... Alpha-adrenoreceptor... 3 A Stroke 43
% %* g_l_‘-] Minoxidil 3 Coronary Heart Disease (3
MINOXTIAiLeauriiiiiiii e eeaa e TN o0 e TS fEEm— s el e
Alpha And Beta Blocking Agents.....cceee....... 1 :F'%Jﬁ\?a ﬂl ngiotensin-convertin... &4 Accelerated And Malig... 3
. . . Ipha And Beta Blocki... 4 Transient Cerebrallsc... 4
Centrally Acting Sympathomimetics.........1 T T
Hydralazing. oo scaee s senee e o 1
Diuretic 1 2 O First-line drugs for hypertension
"""""""""""""""""""""""""""""""""""" HidePICOs - 18 April 2018
Show all Population {4) Intervention (6) Comparison (1) Outcome (11)
Adult (5 Angiotensin Il Antagon... 3 Placebo & All Cause Mortality 3
] i 7 i i i 2
High-level Intervention Classification Aged (65+) (4 Calcium Channel Bloc... 4 Hospitalization 3
Child 3 Thiazides 3 Cardiovascular Event 3
Pharmacological Interventions................ 2 Essential Hypertension [ Beta Blocking Agent (3 Ruptured cerebral ane... 3
Alpha-adrenoreceptor... 43 Stroke 3
Outcome . : :
ACE Inhibitors, Plain &3 Sudden Cardiac Death &3
Outcome Name Myocardial Infarction 3
Coronary Heart Disease (5
All Cause Mortality......ocooooeeiiiiiiiiiiiie e 2 Show mare
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3.2.1 BMJ Best Practice

o LURmAERNL, HEEM. Fifh. 28, e EhSFS T HRTHIRE,
o HTMHNERarIERmiMZEiRE, FrlESIPMAYIGRIERIITNE.
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EI\J]%%E -I‘IE Ho
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€) Best Practicex@

Start tracking CME/CPD credits

BM) Best Practice

What's new v Specialties Calculators Multimedia v About us v

Ranked one of the best clinical decision support tools for health professionals
worldwide, BM) Best Practice provides step-by-step guidance on diagnosis,
treatment and prevention.
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Your profile \v

Complete your profile

69



‘ Specialties&)il

BM) Best Practice!

Specialties

Browse the latest medical content in

Allergy and immunology

Anaesthesiology

Cardiology ]

Cardiothoracic surgery
Critical care medicine
Dermatology

Ear, nose, and throat

Emergency medicine

mARSEE

What's new v Specialties Calculators Multimedia v

over 30 specialties to help you make evidence-based

Geriatric medicine
Haematology
Health maintenance
Hospital medicine
Infectious diseases
Internal medicine
Nephrology

Neurology

Cardiac arrest

Cardiac tamponade

Carotid artery stenosis
Chronic atrial fibrillation
Chronic venous insufficiency

Congenital heart disease

D

Diabetic cardiovascular disease

Digoxin toxicity

E

Essential hypertension

F

Focal atrial tachycardia
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Search conditions, symptoms...

What's new v Specialties Calculators Multimedia v About us v ur profile v

Essentia | hyperten Sion @ Ver contenido en espafiol

OVERVIEW THEORY DIAGNOSIS MANAGEMENT FOLLOW UP RESOURCES

Epidemiology Approach Approach Monitoring Guidelines

Aetiology History and exam Treatment algorithm Complications Images and videos

Case history Investigations Emerging Prognosis References
Differentials Prevention Calculators

Criteria Patient discussions Evidence

\ Screening /
Last reviewed: 6 Mar 2024 Last updated: 17 Oct 2023 ” _ L

Summary

--u—-: -w-pnn fertrrdon 552140 mmbig o DEF 200 mrviy.

Essential hypertension is typically diagnosed by screening of an asymptomatic individual.

Treatment of uncontrolled hypertension reduces the risks of mortality and of cardiac, vascular,
renal, and cerebrovascular complications.

Lifestyle changes are recommended for all patients: weight loss, exercise, decreased sodium
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‘ 3.2.2 PubMed: i@

Publfed”

iron deficiency anemH

Advanced Create alert Create RSS User Guide

(1) Filters:

Filters applied:

Save H Email || Send to | Sort by: ‘ Best match 3‘ ‘ Display options $# ‘

Article Typ e Systematic review

« Systematic
Review

« Meta Analysis
e Clinical Trials
« RCT

RESULTS BY YEAR

@.....||||I||I|II|

2000
TEXT AVAILABILITY

[ ] Abstract
[ Free full text
(] Full text

ARTICLE ATTRIBUTE
[] Associated data

ARTICLE TYPE

\.
O

2024

v Review RE&E0

AV Metap#fr

[] Books and Documents
Clinical Trial
Meta-Analysis

Randomized Controlled
Trial

Review

<

Systematic Review

\ (2) I ET : systematic review[sh]
IQ Filters applied: systematic Review dearal QR M @ta ana|ysis[sb] OR clinical tr|a|[sb]
[ won deficiency anemia in pregnane, QR randomized controlled trial[sb] OR ......

1 Ugwu NI, Uneke CJ.
cite  Niger J Clin Pract. 2020 Jul:23(7):889-896. doi: 10.4103/njcp.njcp_197_19.
PMID: 32620715

share This study aimed to review relevant publications in order to summarize the prevalence of iron

deficiency anemia, risk factors associated with iren deficiency, anemia in pregnancy as well as factors
associated with compliance to routine ...

[] Effectiveness of Dietary Interventions in Prevention and Treatment of Iron-
2 Deficiency Anemia in Pregnant Women: A Systematic Review of Randomized
cite Controlled Trials.
Skolmowska D, Glabska D, Kotota A, Guzek D.
Mutrients. 2022 Jul 23;14(15):3023. doi: 10.3390/nu14153023.
PMID: 35893877 Free PMC article. Review.

Share

The aim of the systematic review was to assess the effectiveness of dietary interventions in the
prevention and treatment of iron-deficiency anemia in pregnant women based on randomized-

controlled trials. ..The included randomized controlled trials presented ...

[ ] Diagnosis and treatment of iron-deficiency anemia in gastrointestinal bleeding;
3 A systematic review.

, Pedroto 1.

? 22\3: \SIZ 1 A\ 7242-7257. doi: 10.3748/wjgv26.i45.7242.
RIOTFTUI

public health issue and is often caused by iron deficiency.

Iron-deficiency anemia (IDA) often originates from blood loss from lesions in the gastrointestinal tract

in men and postmenopausal women, and i ...
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(MEDLINEZUERE, SXBEEISERIANE)

#1 randomized controlled trial [pt]
#2 controlled clinical trial [pt]

#3 randomized [tiab]

#4 placebo [tiab]

#5 drug therapy [sh]

#6 randomly [tiab]

#7 trial [tiab]

#8 groups [tiab]

#9 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8
#10 animals [mh] NOT humans [mh]
#11 #9 NOT #10
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Cochrane Library-Trials 1835508

#1 MeSH descriptor Breast Neoplasms explode all trees
#2 breast near cancer*

#3 breast near neoplasm* I feTrialshie =R, WA

#4 breast near carcinoma* RGN, HNEMISEER
Zre R,

#5 breast near tumour*
#6 breast near tumor*
#7 #1 OR #2 OR #3 OR #4 OR #5 OR #6

#8 MeSH descriptor Tamoxifen explode all trees
#9 tamoxifen

#10 #8 OR #9

#11 #7 AND #10
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#1 ZFETNT OR RZFzmi4 OR ZFE T OR RF4ELR
& OR ZAEiTA OR Z&A Mk

#2 TN H . systematic AND review

#3 fEIEE= OR uHEES OR LitES

#4 metaz3tfr OR =231 ORILE73Hr OR &

#5 N H: meta AND analysis

#6 #1 OR #2 OR #3 OR #4 OR #5
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(1) ACP Journal Club Bl

o XERRIEMDSMEERRHISIASED

o RFEFAnnals of Internal Medicine

e https://www.acpjournals.org
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https://www.acpjournals.org/

‘ ACP Journal Club

gACPﬁEE’ET:ﬁ.‘ﬂfﬁfﬂ'l’ﬁﬁ'ﬁf e Annals Of Imr“al Meaici“eR Search Journal B e Sign in

NALS OF INTERAL MEDICINE  ANNALS OF INTESNAL MEDICINE CUNICAL CASES  ACS S0URNAL CLUS ARCHIVES LATEST ISSUES IN THE CLINIC FOR HOSPITALISTS JOURNALCLUB MULTIMEDIA SPECIALTY COLLECTIONS ~ SUBSCRIBE

CME /MOC AUTHORS/SUBMIT
ACP Journals Advertisement

Original Research |
24 September 2024
= _' Annals of Internal Medicine Gestational Carriers:
n “als \ - The Annals of Internal Medicine® = mission is to Matel’nal and Neonatal
e

promote excellence in medicine, enable physicians

of Internal Medicine. =3 : and other health care professionals to be well Morbidity

informed members of the medical community and

Al'l' TODAY!

society, advance standards in the conduct and .
mﬂ"
reporting of medical research, and contribute to IvouUlV

improving the health of people worldwide.

Research and ; o Position Paper |
Reporting Methods ) ; 24 September 2024
24 September 2024 Performance Measures
Using Al to Develop : for Pain Treatment
Guideline Questions ; b

Annals of Internal Medicine:
Clinical Cases

Sl of Internal Medicine 1 We’ re putting the final touches on Annals of
CLINICAL = Internal Medicine: C1 Czszes. 2 new pesr-
cnsEs reviewed, open access journal. The journal will
; publish high—quality case IepoTts: case series:
image/videc cases, and preceptor cases in all areas
of general and internal medicine. The journal will
be copublished br the American College of

Physicizns and the American Heart Asscciation.
A Most Read Articles @ Information for authors

A Sign up for alerts
ACP Journal Club Archives PRISMA Extension for Scoping Reviews (PRISMA-ScR): Checklist and
Explanation N\ RSS Feed

The ACP Journal Club Archives is the complete
ACP JOURNAL CLUB 3 collection of AGP Journal Club erticles Erom 1991 to Andrea C. Tricco, PhD, MSc, Erin Lillie, MSc, Wasifa Zarin, MPH, Kelly K.
1891 - 2008 O'Brien, PhD, BScPT, Heather Colguhoun, PhD, ... etal.

2008. These articles include the historry of the best

evidence for internal medicine from over 120 STAY CONNECTED

clinical journals. Cnce & bimonthly stand-alone

journal, ACP Journal Club articles are now = monthlr

feature in dnnals of Internal Medicine
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(2) Evidence-based Medicine
WHATI, BMJLER

HREEFREMEENRE NSRS ED,
https://ebm.bmj.com/

RITEEHREBSCOFEAHIRINL .

B BRSO #t = 78


https://ebm.bmj.com/

B M Journals

BM) Evidence-Based Medicine

CONTENT

Latest
Current issue
Archive

Browse by collection

Latest content Currentissue Archive Authors Ab,

Email all

ST

BM]J Evidence-Based Medicine BM] Evidence-Based Medicine (BMJ EBM) publishes original evidence-based research, insights and opinions on what

delivers relevant, trustworthy and

impactful evidence

evidence-based medicine and deliver relevant, trustworthy and impactful evidence.

matters for health care. We focus on the tools, methods, and concepts that are basic and central to practising

BM] EBMis a Plan S compliant Transformative Journal and adheres to the highest possible industry standards for

Impact Factor: 5.8 . =
editorial policies and publication ethics.

Citescore: 7.4

You can also access us on Twitter, Facebook, and our Editor is a regular guest on The BMJ's Talk Evidence podcast.

All metrics >>

Specially selected content

Shared Decision Making and Network Meta-Analysis series

Evidence Based Medicine A series of articles covering a range

In this series on SDM, we present of recent developments for a
original research, analysis, and comprehensive synthesis of
opinion papers on the potential scientific evidence using network

value of SDM to clinical care. meta-analysis

JOURNAL

Abo

Editorial board
Editorial policies

Sign up for email alerts

B BRSO #t =

Education in evidence-based
health care series

This series offers insight into the
developments of the what, the how
and the why for the education of
evidence-based decision-making
skills which remain pertinent
especially in a COVID-19 era.

Submitan article
Open access at BMJ

BMJ Author Hub

Top cited articles

Read the top cited articles recently
published in BMJ Evidence-Based
Medicine

HELP

Contactus
Reprints
Permissions

Advertising
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3.2.4 IMGFRECEEHERT: EEBKiEMST

@lErismE =1 T8 EE N |

- Bz
2020 ISH2ES M ELIIER N
& HEE: 2020-05-06 @

TR 2020 International Society of Hyperte®b‘ 2020 I S H éﬁk %Iﬂl}j—i i Ej% j:ﬁ Fﬁ

HEE: 3|\ 272> (ISH,International Society of Hypertension)

=B
H4h: J Hypertens. 2020 Jun;38(6):982-1004. éﬁ%{n
WE: 2020858, ERSIESS(SHEE T RFRSREMELEER, X2 19994H] e 1 e
Gieye  ERRESIESS
2003 SHAPAMR (WHO) BARGEMERERLLE, ISHERERAHEIRSIE Pz =
SSR R 1 2R A,
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EBSRBNEIE 4 2023.08.18 £7
IeFRigEaapp BE T e

hypertension
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2020 International Society of Hypertension Global
Hypertension Practice Guidelines
Thomas Unger. Claudio Borghi. Fadi Charchar. Nadia A. Khan, Neil R. Poulter,

Dorairaj Prabhal Agustin Rami Markus Schlaich. George S. Stergiou,
Maciej Tomaszewski, Richard D. Wainford, Bryan Williams. Aletta E. Schutte

Table of Contents Section 1: Introduction

Context and Purpose of This Guideline
Statement of Remit

To align with its mission to reduce the global burden of raised
blood pressure (BP). the International Society of Hypertension

 Definifion of Hypertension __
. Blood Pressure M ot and

Diagnosis of Hypertension ..
. Diagnostic and Clinical Tests _
G

E ar Risk Factors (ISH) has practice for the
. Hypertension Mofisted Organ Damage__ 1340  management of bypertension in adults, aged 18 years and

older.
1341 The ISH G C based
of Hy . 1341 content d in recently i reviewed
1341 idelines and tailored COETIIITS and GEILIY® sundards

- 1341 of care in a practical format that is casy-to-use particularly

* Quiet room with comfortable temperatre

o. 30 min. empty biadder remain for 3-5 min.

* Neither patient nor staff should talk before, ing and between measurements.

 Sting: Am resing - on fioor (Figare 1)

* Validated device. Lists of
in aduts_ chidren 11: Resources)

* Atervatively use a caibrated ., (aneroid, or
‘countries) wilh 1t Korooff sound for systoic biood pressure and 5th for diastolic with 2 low defiation rate =

- Size ot aff

» For manal susceltatory devices the inflatable badder of the cuff must cover 75%—100% of he individual's arm circumierence.
For according

. Anﬂmzmﬂ1mmmmnmdnmzmlmdu

of 2-3 office

wm-oﬁnmm

e WMMBPmMmpﬁ
Ifthere is

use the arm with the higher BP. If the difference is
>20 mm Hg consider further investigation.

Standing blood pressure: Mcasure in treated hyper-
mdul—-dg:maﬂahmn\vh:nlh:t

ably s

are postural don and at

in low. but also in high resource settings — by clinicians, but
also nurses and community health workers, as appropriate.
Although distinction between low and high resource sctings
often refers 1o high (HIC) and low- and middle-income coun-
tries (LMIC). it is well established that in HIC there are arcas
with low resource scttings. and vice versa.

Hercin optimal care refers to evidence-based standard of

between arms >10 mm Hg in repeated measurements, lhﬁ:ﬂmmﬂtc&:lynﬂmkwl‘hm

Back
standards would not always be possible. Hence essential stan- supported
1350 dards refer to minimum standards of care. To allow specifica-
Hypertension Management at a Glance 1352 tion of essential standards of care for low resource settings,

1354 the C was often with the or

1354 absence in clinical evidence. and thus applicd cxpert opinion.
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Figure 1. EXIENIETS How to messise bicod pressure.
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1. EfFBRERAEEIIEIRLZ(INAHTA)
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BB A RKENER N N AT S U IR

" i3
SMEOHEZE (Acute myocardial infarction)
eakRT = (Thrombolytic therapy)

TARTIEK N ANIBYT (Primary coronary intervention)

2SRRI RHZAN (Percutaneous transluminal coronary
angioplasty)

n IBEERR
2 AEZE AND [MAEAHRT7 L
AND GERENEK T NIETT OR LR IRThRKAE R RFZAN)
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KfHHEE: 2022-01-12

WARRE: CVIT expert consensus document on primary percutaneous coronary intervention
(PCI) for acute myocardial infarction (AMI) update 2022

HEE: BHAOMEN NETTHS(CVITJapanese Association of Cardiovascular Intervention

and Therapeutics),

Hib: Cardiovasc Interv Ther.2022 Jan 12.
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https://doi.org/10.1007/512928-018-0516-y

EXPERT CONSENSUS DOCUMENT

CVIT expert consensus document on primary percutaneous coronary
intervention (PCl) for acute myocardial infarction (AMI) in 2018
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Abstract

While primary percutancous coronary intervention (PCI) has significantly contributed to improve the mortality in patients
with ST segment elevation myocardial infarction even in cardiogenic shock, primary PCI is a standard of care in most of
Japanese institutions. Whereas there are high numbers of available facilities providing primary PCI in Japan. there are no
clear guidelines focusing on procedural aspect of the standardized care. Whilst updated guideli for the 2

of acute myocardial infarction were recently published by European Society of Cardiology. the following major changes
are indicated; (1) radial access and drug-eluting stent over bare metal stent were recommended as Class I indication, and
(2) complete revascularization before hospital discharge (either immediate or staged) is now considered as Class Ila rec-
ommendation. Although the primary PCl is ded in recent and previous guidelines. the device lag
from Europe. the frequent usage of coronary imaging modalities in Japan. and the difference in available medical therapy
or mechanical support may prevent direct application of European guideli to J. population. The Task Force on
Primary Percutaneous Coronary Intervention of the Japanese Association of C:u'dxovasculnr Intervention and Therapeutics
(CVIT) has now proposed the expert c« doc for the of acute myocardial infarction focusing on
procedural aspect of primary PCL
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Keywords ST elevation acute myocardial infarction - Acute coronary syndrome - Plaque rupture - Plaque erosion -
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Introduction Japan, there are no guidelines focusing on procedural aspect
of standardized care, which may further improve the quality
of our practice.

Recently, updated guideli for the 12 of acute

In ST segment elevation myocardial infarction (STEMI),
primary PCI has been shown to reduce cardiac events,

to convey earlier discharge and to contribute to hemody-
namic stabilization in cardiog shock and subsequently
to become a standard care in Japan [1-19]. Despite a high
number of available facilities providing primary PCI in

myocardial infarction (AMI) were published by European
Society of Cardiology (ESC) [20]. As major changes, (1)
radial access and drug-eluting stent (DES) over bare metal
stent (BMS) were recommended as Class I indication, (2)
complete revascularization before hospital discharge (either

2

[iming ol anglograpny d revascu Zation should D
based on paticent risk profile. considering the significant
difference between early and delayed strategies in short-
term outcome.

Recently, GRACE risk score was applied to the patients
with ACS in the Tokyo CCU (cardiovascular care unit)
Network Database. A total of 9460 patients with ACS
hospitalized at 67 Tokyo CCUs were retrospectively
reviewed and there was a strong correlation between the
GRACE risk score and in-hospital mortality for patients
with STEMI or NSTEMI (r=0.99, P <0.001); however,
the correlation was not significant for pati with t
ble angina (r=0.35, P=0.126). We recommend use of
GRACE score to identify high-risk patients with acute
myocardial infarction [35].

Recommendations

e Primary PCI of the infarct-related artery (IRA) is indi-
cated in STEML

In case of NSTEMI

e Urgent coronary angiography (<2 h) is recommended
in patients at very high ischemic risk (refractory angina.
with associated heart failure. cardiogenic shock, life-
threatening ventricular arrhythmias, or h dy i
instability).

e An carly invasive strategy (<24 h) is in
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indicated in patients with at lcast one high-risk criterion
(Table 5) or recurrent symptoms.
* Non-i of inducible ischemia is rec-
ommended in low-risk patients without recurrent symp-
toms before deciding on invasive evaluation.

ive doc

Practical recommendation for primary
percutaneous coronary intervention

Loading dose DAPT
Prasugrel and ticagrelor reduce ischemic events and mortal-
ity in ACS pati d to clopidogrel and are -

mended by current guidelines [20, 36].

In TRITON-TIMI 38, 13608 patients with acute coro-
nary syndromes with scheduled percut coronary
intervention were randomized to cither prasugrel or clopi-
dogrel. Prasugrel therapy was associated with significantly

d d rates of isch cvents, i ng stent thrombo-
sis. but with an increased risk of major bleeding. including
fatal bleeding. Overall mortality did not differ significantly
between tr groups [36]. In Jap lation, the
PRASFIT-ACS study was conducted to conﬁrm the effi-
cacy and safety of prasugrel at loading/maintenance doses
of 20/3.75 mg [37]. Japanese patients (7 = 1363) with acute
coronary syndrome undergoing percutancous coronary inter-
vention were r ized to either p 1(20 mg for load-
ing/3.75 mg for >e) or clopidogrel (300 mg for

Toredi

patients with at least one primary high-risk criterion
(Table 5).

Table S Criteria for high risk with indication for invasive manage-
ment [20)

Primary criteria
1. Relevant rise or fall in troponin
2. Dynamic ST- or T-wave changes (symptomatic or silent)
3. GRACE score > 140

Secondary criteria

4. Diabetes mellitus

5. Renal insufficiency (¢GFR <60 mUmin/1.73 m?)
6. Reduced LV fi (cjection fi <40%)
7. Early post-infarction angina

8. Recent PCI

9. Prior CABG

loading/75 mg for ¢). The incid of MACE
at 24 weeks was 9.4% in the prasugrel group and 11.8%
in the clopidogrel group (risk reduction 23%, hazard ratio
0.77, 95% confidence interval 0.56-1.07). The incidence of
non-coronary artery bypass graft-related major bleeding was
similar in both groups (1.9 vs. 2.2%). The results were simi-
lar to TRITON-TIMI 38 with a low risk of clinically serious
bleeding in Japanese ACS patients.

Regarding ticagrelor, clinical outcomes in a large real-
world post-ACS population was studied in a Swedish pro-
spective cohort study in 45073 ACS patients who were dis-
charged on ticagrelor (N=11954) or clopidogrel (N=33119)
[38]. The risk of the primary (i.e. posite of
all-cause death, re-admission with Ml or stroke) with tica-
grelor vs. clopidogrel was 11.7 vs. 22.3% [adjusted HR
(HR) 0.85 (95% CI1 0.78-0.93)], risk of death 5.8 vs. 12.9%
[adjusted HR 0.83 (0.75-0.921)]. and risk of Ml 6.1 vs.
IO 8% [adjusted HR 0.89 (0.78-1.011)] at 24 months. Re-

sion for bleeding with ticagrelor versus clopidogrel

10. Intermediate to high GRACE risk score (hup:/www.g
-org)

CABG coronary artery bypass eGFR csti i L
filtration rate, (‘RACE Global chmry of Acute Cummry Ewm\ Lv
left ventricular, PC/ p

y inter

was similar. Tlcagrclor versus clopidogrel post-ACS was
associated with a lower risk of death, Ml or stroke, as well
as death alone. Risk of bleeding was higher with ticagre-
lor [38]. These real-world outcomes are consistent with the
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