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Follow-up of Glycemic Control and
Cardiovascular Qutcomes in Type 2 Diabetes
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Gideon D. Bahn, Ph.D, Domenic | Reda, Ph.D., Ling Ge, M.5.,
Madeline McCarren, Ph.C, William C. Duckworth, M.D.,
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& Fragram Coordinating Center and Edward
METHODS < Hings, Jr., V& Hug) G.D.E., DJ.R.,
Afier the conclusion of the clinical trial, we followed participanes, nsing central Lg., N.\r*_%-“j.], “and i Phateaty BEndiat
darahases o identify iralizations, and deaths cohore, Services [MM] — all in

(survey cohort, with 77.7% fallow-up). The primary outcome was the time o the 2800 Flpmeuth Rd, K
first major cardiovascular event (hearr areack, steoke, new or worsening congestise e
heart failure, amputation for ischemic gangrene, ar cardi dearhl  umich.edu.

Secondary outcomes were cardiovascul, and all-cause mortality.

RESULTS
The difference in glycated hemoglobin levels berween the intensive therapy group i availible  NEJM.arg.
and the standard-therapy group averaged 1.5 percentage poinrs doring the trial N Engl | Med 2053722197204,
{median level, 6.9% vs. 8.4%) and declined t0 0.2 1o 0.3 percentage points by 3 years 20U IMISNEMailaliEs
after the trial ended Over 2 median follow-up of 9.8 years, the intensive-therapy
group had a significandy [wer risk of the primary outcome than did the standard-
therapy group (hazard ratio, 0.83; 95% confidence interval [CI], 070 o 0.9%;
P=0.04), with an absalute reducrion in risk of 8.6 major cardiovascular events per
1000 person-years, but did not have reduced cardiovascular maortaliy (hazard ratio,
0.88; 95% CI, 0.64 1o L20; P=0.42). No reduction in total martality was evident
(hazard ratio in the intensive-therapy group, 1.05; 95% CI, (.69 to 1.25 P=0.54;
median follow-up, 118 years).

coneLusians
After nearly 10 years of follow-up, patients with type 2 diabetes who had been
randomly assigned o intensive glurose control for 5.6 years had 8.6 fewer major
cardiovasenlar events per 1000 person-years than those assigned ro standard
therapy, bur no improvement was seen in the rare of overall survival. (Funded by
the Y& Cooperarive Srudies Program and othees; VADT ClinicalTrials. gov numbee,
NCTO0032487)

WENEL) MED L MOW.BRS JUNE 4, saE
The New Enghind Joumal af Medicine
Dcrwedkaded Erom pejm.ceg o June 4, 301 £, For personal usa anly. No other uses withou permissian,
Copyright © 2015 Massachusetts Medical Society. All rights reserved.

with follow-up dara for 92.4% of parricipanes). Most participants agreed to addi- :Ly":;;‘:df:‘!:hp:::'::‘;‘;:‘?;

tional data eollection by means of anoual surveys and periedic chart reVieWs  Founcasen Chnical Seholas Progam.

3g. 10, Rm. GAIE, Ane
Ao, MI 430132300 o¢ at chayward @

& covviplete st o the v stigatens in the
Weterans Afiies Disbetes Trial [VADT} s
pravided in the Supplementary Appen-

Capght £ 205 Memschiarss Madd Sociey.
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Definition of research problem and
question formulation

v

Factors affecting the choice:
Choice of - Databases available- Up-to-date
databases information on the database- Coverage in
terms of time and conient- Database’s
indexing practices
= Examples of databases: Medline (Ovid),
PubMed, Web of Seienee, Scopus,

PsycINFO and EMBASE
Formulation of - Key concepis, relationships between
concepls

search strate
gy - Free word scarches and thesaurus

- Boolean operators (AND, OR, NOT)
- Search limits (e.g. ,year, publication

type)

- Search terms are entered

Conducting the - Assessing relevance of the search and
search and the results

evaluation -Possible decision-making in case of
clinieal problem-solving
= A reformulation of a search when
needed
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TAUAULDYA (LOhonen, 2009)

CINAIIL (The
Cumnlative Index to
Nursing & Allied Health
Literature)

Elsevier ScienceDirect

EMBASE (Excerpta
Medica)

LILACS (Latin
American and Caribbean
Literature on the Health
Sciences)

Medline (Ovid)
{Medical Literature
Analysis and Retrieval
System Online)

- Bibliographic nursing
and healthcare database
of Ovid Technolopies.

- About 1.5 million
references to articles,
congress publications
and academic
dissertations since 1982,

- A database maintained
by Elsevier BV,
containing bibliographic
data and full texts.

- About .75 million
articles up to 1995 and
275 million articles
from 1994 omwards.

- A bibliographic
hiomedical and
pharmacological
database produced by
Elsevier B.V,

- Over 11 million
records from 5,000
magazines from 1974
onwards.

- Open-access health
science database of
BIREME Systems in
Spanish, Portuguese and
English.

- About150,000 records,
such as books, congress
and conference
publications, and articles

- Bibliographic datahase
published by Ovid
Technolopies.

- About 13 million
references on medicine
and related fields from
4 800 magazines

since 1 966,

- About half of the - Covers 25% of full from 670 well-known - An increasing number
references are found in texts and bibliographic medical journals (23). of references containa
the PubMed database data in science, i D;_lnrc than Sc?ﬂi}ﬂﬂ link to freely available
0. technology and fe ""';Z'é“‘:’fta“th abstracts full text (24).
medicine in the world are added ta the
2N database each year (22).
PsycINFO PSYNDEX PubMed Scopus Web of Science
- A bibliographic - A bibliographic - A free service of the - Bibliographic database - Bibliographic database
psychological datahase psychological database U5, National Library on of Elsevier B V. of Thomson Reuters.
provided by EBSCO from the German- Medicine through which
Publishing. speaking couniries. also Medline is - About 27 million - Databases accessible
available, abstracts, 230 million from 1986 on: Science

- 2.3 million references
and abstracts from year
1887.

- References from
sourees such as articles,
hooks and academic
dissertations in all fields
related to psychelogy
(25).

- All areas of
psvchology and related
behavioural and social
sciences from 1977,
audiovisual media from
1932, and tests from
1945 (26).

- About 16 million
references from the
19503 onwards.

- Includes e.g. new
references that are not
vet indexed in Medline,

- Links to full text if the
organization subscribes
to the mapazine in
question (27)].

references, 200 million
scientific www-pages,
over 12 850 journals,
335 of which are QA
Journals.

- Covers the Medline
(Ovid) database,
including full text links
when applicable.

- Possibility to examine
citedness (28),

Citation Index
Expanded, Social
Science Citation Index,
Arts & Humanities
Citation Index.

- 850,000 references
including links to full
texts when applicable,

- Possibility to examine
citedness (29).
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(Modified from Bartels, 2013)

List of databases of interest for rheunatologists.

Name [Ref.]

Description

Seen from the rheumatologist’s point of
view, good for searching:

Medline/PubMed [2]

EMBASE [6]

Psycinfo [9]

Cochrane Library [10]

Web of Science [7]

Chemical Abstracts [11]

Toxnet [12]

PEDro [13]

CINAHL [14]

Clinical Trials.gov [17]

Journal Citation
Reports [21]

Medicine, human biology, general physiology,
cell biology. Medline is provided from most
database hosts; the PubMed version is the
hosting service from US National Library of
Medicine, which is the creator of the database
Medline,

Medicine, human biology, general physiology,
cell biology, Abstracts from some larger
medical conferences.

Psychology. Includes books and book chapters,
as well as journal articles.
References include reference lists,

The database consists of Cochrane Database of
Systematic Reviews (CDSR), Database of
Abstracts of Reviews of Effectiveness (DARE)
and Cochrane Controlled Trials Register (CCTR).
A small limited database of high quality.
Science, technology, health sciences, sociology,
and humanities. Abstracts from some larger
medical conferences.

Chemistry and biochemistry.

NLMs special entrance to free databases
concerning toxicology.

PEDro covers physiotherapy and includes
references to systematic reviews, RCTs, and
clinical practice guidelines. Small, limited,
high-quality database. Very basic search system.
Nursing and allied health research database.
References include reference lists.

A registry and results database of publicly and
privately supported clinical studies of human
participants conducted around the world.

Gives impact at the journal and category
levels, as well as presenting the relationship
between citing and cited journals.

All clinical and physiological questions.
Good coverage of accreditation and
management.

All clinical and physiological questions.
Very good coverage of musculoskeletal
diseases and their treatment.

Strong in the area of Pharmacology.
Broader coverage of European journals
than Medline.

Human psychology such as patient-

doctor relationships and cognitive therapy.

Useful references from reference lists

of found references.

Systematic reviews with meta-analyses,
and RCTs, concerning clinical treatment
approaches as a base for evidence-based
treatment.

Coverage of a wide variety of subjects.
Not so strong on a specific search of a

subject area, but excellent for catching
references from interdisciplinary areas,
as well as conference abstracts.

Drugs and drug treatment.

Search at very high level due to use of
CAS numbers which will relate to any
name given to a particular drug.
LactMed for drug effects during breast
feeding.

TOXLINE for adverse effects of drugs.
Evidence-based physiotherapy.

Only very basic searches can be
performed

Useful when searching for nursing and
physiotherapy information.

Reference lists of found references may
give some useful guidelines etc.

Clinical trials which have happened or
are on the way.

Useful for finding impact factors
(remember these change every year),
as well as cited and citing half life,
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Abstract
BACKGROUND: About 30% of patients with gastroesophagesl reflux disesse continue to experience symptoms despite v Add to Favorites | s
treatrment with proton purnp inhibitors. The S-hydroooytnyptamine 4 receptor agonist revexepride (SS5P-002358) iz & novel prokinetic
that stimulstes gastroimtestingl motilty, which has besn suggested &= & continued cause of symptomns in these patients. The aim
of this study was to assess whether revexepride pharmacokinetics were sffected by co-sdministration of omeprazole, in Similar articles -
preparation for & proof-of-concept evalustion of rewexepride sdded to proton purnp inhibitor trastrant. .

A phaze |, randomized, open-labal,
METHODS: In this phase 1, open-label, randomized, two-period crossover study, heslthy sdults aged 15-55 yesrs were given 8 ooeccer ety of the sir [Clin Ther, 2007]
single dose of revexepride 1 mg or revexepride 1 mg + omeprazole 40 mg. Pharmacokinetic parameters were sssessed forupto 7 S —
48 hours after sdministration of the imestigstional product. Adverse events, clinical chemistry and hematology parameters, T:-Ierab.lln‘y and phim'ua okinetics of
electrocardiograms, and vital signs were monitored. ranglazing [Am J Card

RE SULTS: In total, 42 participants were enrolled and 40 completed the study. The median age was 24 years (16-64 years), G55 0 oavailabilty of omeprazale 20 mg
wers wornen and B3% were white. The pharmacokinetic parameters of revexepride were similar without or with omeprazole co- oapsules [Ir B g
administration. The mean area under the plasma concentration-time curve from time 0 to infinty (AUCD-=) was 23.3 ng - h'mL EEF=M F harmacokinetic optirmisstion in
(standard devistion [SD]: 8.33 ng - Wrnl) versus 24.8 ng - hmb (SD: 8.31 ng - Wml), and mssgimunn plasma concentrations the treatment o [Slin Pharmacokinet, 10249]
[Crnizze) were 3.88 ng'mL (SD: 1.20 ng'mL) and 4.12 ng/mL (SD: 1.28 ng/ml) in participants without and with omeprazole, == Effects of aprepitant on the
respectively. For ALWCO-= and Crnee, the B0% confidence intervals for the ratios of geometric least-squares means (with:without pharmacokinetics of onda [£in Ther, 2003]
omeprazole) were fully contained within the pre-defined equivalence limits of 0.80-1.25. Mean apparent terminal phase half-Iife was

0.85 hours [SD: 2.06 hours) without emeprazole, and 11.0 hours [SD: 2.25 hours) with omeprazole. Z=2 revisws..,

CONCLUSION: Co-sdministretion of the S-hydroecytryptarnine receptor 4 sgonist revescepride with omeprazole did not sffect the S==all..

pharmacokinetics of rewexepride in healthy adufts.
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