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Figure 1 The ""5S" levels of organisation of evidence from healthcare
research.

Haynes B. Evid Based Nurs 2007 10: 6-7



Carlos es un paciente de 48 afnos que tiene Diabetes
Mellitus Tipo 1 que se encuentra bien controlada. Sin
embargo, después de 25 afios de diabetes, ha desarrollado
neuropatia diabética dolorosa significativa. Cuando el
paciente acude a consulta menciona que siente mayor ardor
y dolor en los dedos de los pies y en los pies, por lo cual
pide a su médico le recete un analgésico.

El prescriptor recuerda que en un paciente ha prescrito
Gabapentina para neuralgia post-herpética y se pregunta si
esto también puede ayudar a Carlos.



¢, En los pacientes adultos con neuropatia
diabetica dolorosa, gabapentina es eficaz
para reducir el dolor?



SISTEMA

* Forma mas avanzada de informacion clinica, que
deberia integrar y reunir toda la evidencia cientifica
relevante sobre un problema clinico concreto y
enlazarla automaticamente, a traves de un registro
medico informatizado, con las circunstancias
especificas de cada paciente.

* El sistema esta integrado con la historia clinica virtual
* No estan completamente desarrollados.

Robeson et al.Facilitating access to pre-processed research evidence in public health. BMC Public Health 2010, 10:95.
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Definition for condition: Anorexia

An eating disorder characterized by markedly reduced appetite or total aversion to
food. Anorexia is a serious psychological disorder. It is a condition that goes well beyond
out-of-control dieting. The person with anorexia, most often a girl or young woman,
initially begins dieting to lose weight. Over time, the weight loss becomes a sign of
mastery and control. The drive to become thinner is thought to be secondary to
concerns about control and fears relating to one's body. The individual continues the
endless cycle of restrictive eating, often to a point close to starvation. This becomes an

obsession and is similar to an addiction to a drug. Anorexia can be life-threatening.

More information about Anorexia
What iz the defintion of anorexia?

What elze could it be?

What tezts will confirm the diagnoziz of anorexia?

What treatment=s are available for anorexia?

What result would confirm the diagnosis of anorexia?

FIND OUT MORE

Jair Saavedra. Publiciencia. BMJ Group.




SUMARIO (compendios)

* Integra la mejor evidencia de los niveles inferiores
para ofrecer la evidencia que concierne a las
diferentes opciones de manejo para un problema
clinico especifico.

® Resumenes colectivos de varios estudios sobre un
tema.

®* Comprenden los textos de medicina basada en
evidencia y las Guias de practica clinicas.

Robeson et al.Facilitating access to pre-processed research evidence in public health. BMC Public Health 2010, 10:95.



Textos de Medicina Basada en Evidencia

UpToDate https://www.uptodate.com/login
(Requiere suscripcion)

Clinical Evidence http://clinicalevidence.bmj.com/ceweb/index.jsp
(Requiere suscripcion)

Best Practice http://bestpractice.bmj.com/best-practice/welcome.html
(Requiere suscripcion)

Dynamed http://www.ebscohost.com/dynamed/
(Requiere suscripcion)

PIER (Physicians' Information  http://pier.acponline.org/index.html
and Education Resources)
(Requiere suscripcion)

Deseases - Micromedex https://www.thomsonhc.com/home/dispatch
(Requiere suscripcion)
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Treatment of diabetic neuropathy

Authors Section Editors Deputy Editor

Eva L Feldman, MD, FhD Jeremy M Shefner, MD, PhD John F Dashe, MD, FhD
David K McCullach, MD David M Nathan, MD

Disclasures

Last literature review version 19.2: mayo 2011 | This topic last updated: junio 17, 2011 (Maore)

INTRODUCTION — Peripheral and autonomic neuropathies are a major cause of morbidity in patients with diabetes mellitus, (See "Clinical manifestations and dizgnosis of disbetic
polyneuropathy” and "Disbetic autonomic neurapathy”)

The treatment of diabetic peripheral neuropathy will be reviewed here, There are three main elements in the treatment regimen:

« Glycemic contral
« Footcare
« Treatment of pain

GLYCEMIC CONTROL — The most important treatment for the prevention of diabetic neuropathy is optimal glucose control, In the Diabetes Contral and Complications Trial [DCCT), the
occurrence of diabetic neuropathy was reduced by 60 percent over a 10-year period with rigerous blood glucose control in patients with type 1 diabetes [figure 14-B) [1,2]. Similar
findings were noted in the Stackhelm Diabetes Intervention Study [2]. The effect of hyperglycemia on disease progression appears to be dose-dependent: in the Oslo Diabetes study =ach
1 percent rise in hemaglobin A1C [HbA1C) values was associated with 3 1.2 m/sec slowing of nerve conduction at eight years [4], [See "Pathogenesis and prevention of dizbetic
olyneuropathy”.]

Established neuropathy — The role of glycemic contral in establi LaS referenCiaS esta’n led studies suggest that neuropathic symptoms

may improve with intensive antidiabetic therapy [3-8].

enlazadas a la descripcion

This issue was better addressed in the DCCT [2], After follow-up for five eling, treated with intensive glycemic contral,

had an increase in nerve conduction velocity (figure 2], Whether this eff del artlculo OTIglnal iz not knawn,

A practice statement issued by the American Diabetes Association in 20025 = = peefents with symptomatic diabetic palyneuropathy

should be to aim for stable and aptimal glycemic contral [3].

FOOT CARE — We combine good glucose control with faot care. On a daily basis, patients need to inspect their feet for the presence of dry or cracking skin, fissures, plantar callus
farmation, and signs of early infection between the toes and around the toe nails, Regular foot examinations by the physician to detect early neuropathy are also an essential component of
the treatment of dizbetic patients, (See "Evaluation of the dizbetic foot”,)

Once a patient has diabetic neuropathy, foot care is even more impertant to prevent ulceration, infection, and amputation, [See "Management of diabetic foot l2sions",)

PAINFUL DIABETIC NEURDPATHY — Only a small fraction of patients with diabetic palyneuropathy have painful symptoms. Patients with painful diabetic neuropathy should be treated with
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5 PubMed

TI Continuous subcutaneous insulin infusion in the management of painful diabetic neuropathy.
AU Boulton AJ, Drury 1, Clarke B, Ward 1D

S0 Diabetes Care, 1982;5(4):388.

Nine patients with diabetic neuropathy were treated as outpatients with continuous subcutaneous insulin infusion (CSI1). Painful symptoms were scored on 3 10-cm horizontal graphic
rating scale; motor conduction velocty (MCV) was measured in the median and peroneal nerves; and vibration perception threshold (VPT) was recorded in the great toes, Al
investigations were repeated after & wk and at the completion of 4 mo of CSIL. Improved diabetic control was confirmed by significantly lower mean blood glucose levels, M-values, and
glycosylated hemoglobin. Symptomatic relief was noted by all patients and was accompanied by a significant improvement in pain scores. There was also significant improvement in VPT
and MCV after & wk of CSII, which was mamtamed throughout the 4 -mo penod However, sensory studies in the median nerve showed no significant changes during the study. It is
concluded that strict glucnreg opathy. It remains to be seen whether strict diabetic control from diagnosis will lead to a
reduction in the incidence of

Hipervinculo al PUBMED

AD
PMID 7151654

6 PubMed

TI Comparison of clinical couse and sequential electrophysiological tests in diabetics with symptomatic polyneuropathy and its implications for clinical trials.
AU Greene DA, Brown MJ, Braunstein SN, Schwartz 55, Asbury AK, Winegrad Al

S0  Diabetes. 1981;30(2):139.

The use of electrophysiclogical (EP) tests as the primary basis for determining outcome in clinical trials of therapy for symptomatic diabetic polyneuropathy, and the frequently short
duration of such trials, is based on assumptions at variance with the pathology and natural history of this disorder and with the evidence that the commonly employed EP tests
predominantly reflect the status of the large myelinated nerve fibers. The course of painful, distal symmetrical, primarily sensory polyneuropathy was studied in nine chronic diabetics,
aged 21--59 yr, selected for the absence of other forms of diabetic neuropathy, other causes of neuropathy, and other significant illness. All were treated with modifications of diet,
insulin, and a daily multivitamin tablet, and, on a randomized basis, also received either placebo or myo-inositol tablets. Initially, and after 2, 4, and 6 mo, a standardized questionnaire
was used to assess symptoms, and a standardized neurological examination and battery of EP tests were performed. A minimum of 6 mo was found necessary to assess the clinical
course of this syndrome. Clinical improvement occurred in both legs and arms in four patients, as judged by improvement baoth in symptoms and in the extent of deficits in pinprick and

tammnaratiira narrantinne shnarmalitiae in canenre madalitiae madiatad b larna mualinatad fihare knwavar wara nanarallv nnaltarad aftar & ma A nnnonifarm dietribotion of ahnarmal FD
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Gabapentin: Drug information € Lexjcony

Copyright 1978-2011 Lexicoemp, Inc, All rights reserved,

[For additional information see "Gabapentin: Patient drug information” and see "Gabapentin: Pediatric drug infermation”)

L.S. Brand Names Neuronting®

Medication Safety Issues
Sound-alike/loclk-alike issues:

Meurontin® may be confused with Motrin®, Meoral®, nitrofurantain, Noroxing, Zaronting

Medication Guide An FDA-approved patient medication guide, which is available with the product infarmation and at
https/fwaw, fda.gov/downloads/Drugs/DrugSafety/UCM2 23208, pdf, must be dispensed with this medicatian,

Pharmacologic Category Anticonvulsant, Miscellanzous
Dosing: Adult
Anticonvulsant: Oral:
Imitial: 200 mg 3 times/day, if necessary the dose may be increased up to 1800 mg/day

Mzintenance: 900-1800 mg/day administeraed in 2 divided doses; deses of up to 2400 mg/day have been tolerated in long-term clinical studies; up to 2600 mg/day
has been tolerated in short-term studies

Mote: If gabapentin is discontinued or if another anticonvulsant is added to therapy, it should be done slowly ever a minimum of 1 week,
Chronic pain {unlabeled use): Cral: 200-1800 mg/day given in 2 divided doses has been the most commeon dosage range
Diabetic neuropathy (unlabeled wse): Oral: 300-3600 mg/day (Bril, 2011)
Postoperative pain (unlabeled use): 200-1200 mg 1-2 hours befare surgery

Postherpetic newralgia: Day 1: 200 mg, Day 2: 200 mg twice daily, Day 3: 200 mg 3 times/day; dose may be titrated as needed for pain relief (range: 1200-2600
mg/day, daily doses >1800 mg do not generally show greater benefit)

Restless legs syndrome [RLS) [unlabeled use): Oral: Initial: 200 mg ence daily 2 hours befere bedtime, Doses 2600 mg/day have been given in 2 divided deses [late
afterncen and 2 hours before bedtime), Dose may be titrated every 2 weeks until symptem relief achieved (range: 200-1800 mg/day). Suggested maintenance
dosing schedule: One-third of total daily dose given at 12 pm, remaining two-thirds total daily dose given at 8 pm. [Garcia-Borreguers, 2002; Happe, 2003;
Saletu. 2010: Vionatelli. 20061



UPTODATE

News from UpToDate Contact us About UpToDate Hel
UpToDate. g ° ’

New Search Patient Info What's New Calculators My Account * Feedback  » Log Out

- Dar clic en Drug A
Interactions para
consultar sobre
interacciones New Search:

medicamentosas
\ . All Topics ~ m

Drug Interactions ]

I — We've just added graphics search.

* Learn more.,




@ Lexi-

lexicomp  Interact™

Lookup | |

Enter item name to lookup.

™ Onli
Agregar los nombres de lo t™ Online
medicamentos prescritos al | and Herb-to-Herb Interaction
paciente

NOTE: Lexi-Interact does not address chemical compatibility related to I.V. drug preparation
or administration.

Lexi-Interact Online combines the world's literature and scientific understanding of drug interactions
with a state-of-the-art electronic platform, providing an efficient way to ensure that adverse drug
events don't compromise the care of your patients.

Review all interactions for a selected medication or enter a patient specific regimen to analyze for
potential interactions. Additionally, you may select a drug interaction result to obtain detailed
information on Patient Management, Interacting Members, Risk Rating, References and more.

Disclaimer While great care has been taken to ensure the accuracy of the information presented,
the user is advised that the authors, editors, reviewers, contributors, and publishers cannot be
responsible for the continued currency of the information or for any errors, omissions, or the
application of this information, or for any consequences arising therefrom. Therefore, the author(s)
and/or the publisher shall have no liability to any person or entity with regard to claims, loss, or
damage caused, or alleged to be caused, directly or indirectly, by the use of information contained
herein. Because of the dynamic nature of drug information, readers are advised that decisions
regarding drug therapy must be based on the independent judgment of the clinician, changing

infarmatinn ahnnt a dAriin (en ag reflartad in the literatiire and manufartiirar'e mnet rirrent neadiniet



¢ Lexi- Lexi-Comp Online™ Interaction Analysis
lexicomp  Interact

Enter item name to lookup. Only interactions at or above the selected risk rating will be displayed. A: -
View interaction detail by clicking on link.

Customize Analysis

Analyze | Newlist

Clopidogre] Clopidogrel

MetFORMIN (D] Warfarin (Warfarin)

Propranolo MetFC.JRMIN. o | | o

Wartar No interactions identified with others in the selection list.
arfarin
Propranolol

*Display complete list of interactions for [B] M (Warfarm)

an individual item by clicking item name. Warfarin | .
»Add another item(s) [Lookup] to Analyze D] Clopidogrel (Clopidogrel)

for potential interactions between items [B] Propranolol (Propranolol)

inthe list.
*Remove item from the list by clicking the Date November 13, 2011

check mark next to the item name.

Disclaimer Readers are advised that decisions regarding drug therapy must be based on the
independent judgment of the clinician, changing information about a drug (eg, as reflected in the
literature and manufacturer's most current product information), and changing medical practices.
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« pain (peripheral) » HbAlc = glycaemic contral and foot care
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Guias de Practica Clinica (GPC)

“Conjunto de recomendaciones
desarrolladas de manera sistematica, para
ayudar a los clinicos y a los pacientes en
el proceso de la toma de decisiones, sobre
cuales son las intervenciones mas
adecuadas para resolver un problema
clinico en unas circunstancias sanitarias
especificas.”

Field MJ, Lohr KN, eds. Clinical practice guidelines: Directions for a new Agency. Institute of Medicine . Washington
D.C.: National Academic Press; 1990. p. 58.



Compiladores o Buscadores de GPC

National Guideline Clearinghouse

http://www.ngc.gov/

Guidelines International Network
(Requiere suscripcion)

http://www.g-i-n.net/

CMA INFOBASE: Clinical Practice
Guidelines (CPGs)
Canadian Medical Association

http://www.cma.ca/index.php/ci_id/5
4316/la_id/1.htm

Guiasalud.es
Biblioteca de Guias de Practica Clinica

del Sistema Nacional de Salud (requiere
registro previo)

http://portal.guiasalud.es/web/guest
/home
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THERAPEUTICS

Candesartan reduced mortality and hospital admissions in chronic

heart failure

Pleffer MA, Swedberg K, Granger CB, et al. Effects of candesartan on mortdlity and morbidity in patients with chronic heart failure:

the CHARM-Overall programme. Lancet 2003;362:759-66.

Clinical impact ratings GP/FP/Primary care % s % % % IM/Ambulatory care % % % # % - Cardiology # * % % % *

McMurray JJ, Ostergren J, Swedberg K, et al. Effects of candesartan in patients with chronic heart failure and reduced lef-ventricular
systolic function taking angiotensin-converting-enzyme inhibitors: the CHARM-Added trial. Lancet 2003;362:767-71.

Clinical impact ratings GP/FP/Primary care * # % & %= IM/Ambulatory care # % % & %

« Cardiology # # % & %15

Granger CB, McMurray JJ, Yusuf S, et al. Effects of candesartan in patients with chronic heart failure and reduced left-ventricular
systolic function infolerant to angiotensin-converting-enzyme inhibitors: the CHARM-Alternative trial. Lancet 2003;362:772-6.

Clinical impact ratings GP/FP/Primary care % % % % %+ IM/Ambulatory care % % % %%

Cardiology # # % % % %

Yusuf S, Peffer MA, Swedberg K, et al. Effects of candesartan in patients with chronic heart failure and preserved left-ventricular
ejection fraction: the CHARM-Preserved trial. Lancet 2003;362:777-81.

Clinical impact ratings GP/FP/Primary care # # % * /1

IM/Ambulatory care # % # % %

« Cardiology # # % & % % &

Q In patients with chronic heart failure (CHF), does the angiotensin-receptor blocker (ARB) candesartan reduce death and

hospital admissions?

METHODS

Design: 3 domi placebo lled trial
(Candesartan in n Heart kilure Assescmenl of Reduction in
Meortality and morbidity [CHARM] study).

@ Allocation: concealed.*

__ Blinding: blinded (dinicians, pafients, data collectors, oukome
4. assessors, monitoring commiltee, manuscript writers, and data
analysts).*

E Follow up period: median 37.7 months.
G% Sefting: 618 cenfres in 26 countries.

& Patients: 7401 patients who were =18 years of age and had

symptomatic CHF (New York Heart Association class 1HV) for
=4 weeks. Major exclusion criteria included serum creatinine
=265 pmol/I; serum potassium =5.5 mmol/I; bilateral renal
artery stenosis; symptomatic hypotension; critical aortic or mitral
stenosis; myocardial infarction, stroke, or open heart surgery in
the previous 4 weeks; use of an ARB in the previous 2 weeks;
other serious disease likely o limit 2 year survival; and pofential
for pregnancy. Patients were enrolled in 1 of 3 component trials:
CHARM-Added involved patients with left ventricular ejection
fraction (LVEF) < 40% who were being treated with an
angiotensin converfing enzyme [ACE) inhibifor for =30 days
(n=2548); CHARM-Alternative involved pafients with LVEF

< 40% who were infolerant of ACE inhibitors (n=2028); and
CHARM-Preserved involved patients with LVEF >40% (n=3023).
CHARM-Overall involved cll paients.

For correspondence: Professor C HA R M-Overall: M A Pfeffer, Brigham and

‘Women's Hospital, Boston, MA, USA. mpfeffer@rics.bwh.harvard.edu

For correspondence: Professor C H A R M-Added: J McMurray, Western
ul

K. j.memurray@bio.gla.ac.uk

For correspol -
University Medncc:l Cenfer Durhc:m NC USA gmngOO] @me.dukeedu

For correspondence: Professor C H A R M-Preserved: S Yusuf, McMaster

University, Hamilton, Ontario, Canada. yusufs@mcmaster.ca
Source of funding: AstraZeneca R&D.
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ranger, Duke

to candesartan, 4 or 8 mg once daily, doubled every 2 weeks to a
target dase of 32 mg once deily Fom 6 weeks omwards
(n=3803) or placebo (n=3796).

E Outcomes: al cause mortality (CHARM-Overall) and a
de

& Intervention: stratified by site and component trial and allocated

outcome of ath or hospital admission
for wor!enmg CHF in the 3 component trials. Secondary
oulcomes included doubling of creafinine concentrations and
potassium concentration =6.0 mmol/1

IJEII:» Patient follow up: 7599 patients (mean age 66 y, 68% men)

patients with CHF.

Least surprising but sfill important was the finding in the CHARM-
Alternative study that candesarian resulted in a significant reduction in
cardiovascular mortality and hospital admission for heart failure. The
Valsartan Heart Failure Trial [VaﬁIeFT) reached a similar conclusion,’
and valsartan is indicated in patients with heart failure caused by systolic
left ventricular dysfunction who are not taking an ACE inhibitor.
However, the result of ValHeFT was determined in a retrospective
analysis and included a relatively small number of patients and events.
Tbe CHARM Alternative study, on the other hand, was prospective and

J with a significant number of events.

Itis ||ke|y that ARBs used at the appropriate dose, such as valsarian
160 mg twice daily or candesartan 32 mg daily, are equlvulent fo target
doses of an ACE |nh|b|ror, such as enalapril 10 mg twice daily. However,
the |herupy of chome in patients wnE CHF caused by systolic left

f ill probably remain an ACE inhibitor use of
the relatively large number of patients in whom these agents have been
studied and their reasonable cost.

The CHARM-Added frial is also important because it suggests that an
ARB should be added to an ACE inhibitor and a  blocker in patients with
mild to moderate CHF caused by systolic left ventricular dysfunction.
‘Whereas the reduction in cardiovascular mortality i in the CHARM Added
trial was ! , the reduction in the of
cardiovascular mortality and hospital admission for heart failure is both
clinically and statistically significant. ValHeFT suggested that in a patient
with CHF dlready treated with both an ACE inhibitor and a p br;ker,
odding an ARB was associated with an increased risk of deulh The
CHARM-Added results, however, suggest that the ValHeFT results in this
particular subset were due to chance.

The CHARM study extends our knowledge of the role of ARBs in

Somewhat less clear is the explanation for the discrepancy between
ValHeFT and CHARM on cardiovascular morfality. In ValHeFT, valsartan
had o eﬁeﬁ on cardiovascular mortality and its significant benefit on the
c {point of cardi ular mortality and hc;spmﬂ admission
for heart ailure was entirely the result of a reduction in hospital
admissions for heart failure. In the CHARM-Added study, there was o
reduction in both cardiovascular mortality and hospital admissions for
heart failure. Whether this disparity reflects a difference in the
effectiveness of valsartan and candesartan, their relative dosing strategy,
or other factors remains 1o be determined. A further study of an ARB in
this situation would therefore be ethical and useful.

In patients with severe heart feilure, an aldosterone blocker might be
the preferred agent to add to an ACE inhibitor and a 3 blocker rather
than an ARB based on the results of the Randomized Aldactone
Evaluction Study (RALES).? However, in RALES only a relatively small
proportion of patients were receiving both an ACE inhibitor and a f
blocker. Direct comparative studies of an ARB and an dldosterone
blocker when added to an ACE inhibiter and a B blocker in patients with
CHF caused by systolic left ventricular dysfunction are needed.

In pafients with CHF and preserved systolic function (CHARM-
Preserved), candesartan was shown to be of only marginal benefit.
Further studies are clearly required to determine the optimal sirategy to
reduce cardiovascular events in this important subset of patients whose
incidence is increasing because of aging and increasing incidence of
hypertension and diabetes mellitus.

Bertram Pitt, MD
University of Michigan
Ann Arbor, Michigan, USA

1 Cohn JN, Tognoni G. A rand bloc|
valsartan in ghronlc heartfaﬂure N E JMeJ’QGG] 345:1667-75.

2 Pitt B, Zannad F, Remme W), etal. Thegfecmf splmnoludone on morbidity
and morlulity i patients with severs: hert aikure, N Engl J Med
1999;341:709-17.

Candesartan v placebo for chronic heart failure (CHF) at median 37.7 months*

were included in the analysis; 7589 patients completed the study. Unadiusted HR Adjusted analysist
*See glossary. Trial Oukcomes Candesartan  Placebo  (95% CI) HR (CI) RRR (CI) NNT (Cl)
Overall Al cause mortdlity 23% 255 091 (08310 1.00) 090 (0.82 0 099) 8.8%(0.9 o 16) 46 (26 o 463)
CHARM-Added  Composite 38% 12%  085(0751098 085(0.7510096) 12%(BH020) 21 (1216 79)
MAIN RESULTS CHARM-Allemaiive Composite a3 4% 0770671089 070(0.6010081) 25%(15t034) 11(81017)
Analysis was by fntention o treat. Overall, all cause mortality was CHARM-Preserved  Composite 2% 2% 08907710103 086(07410100) 12%(0123)  Bordedine significance
duced /ith candes h vith placeb: ble), inly
:;Cl;;:s :;1‘[’:V;Vrtar;ﬁ‘l:v:’::lt:rnd[ﬁazl‘?:[S%IL32‘-;%“ a(‘;?ust:"d E]:zl:r?i *Composife endpoint = cardiovascular death or hospital admission for worsening CHF; CHARM = Candesartan in Heart failure Assessment of Reduction in
ratio 0.87, 95% CI 0.78 to 0.96) Fewer patien’[s‘ who received Mortality and morbidity; HR = hazard ratio. Other abbreviations defined in glossary; RRR, NNT, and Cl calculated from data in article using Cox proportional
o e o ’ hazards model.

candesartan had the composite outcome of cardiovascular death or
hospital admission for CHF than did patients who received placebo in
the CHARM-Added and CHARM-Alternative component trials
(table). In CHARM-Preserved, the reduction in the composite
outcome with candesartan reached borderline statistical significance
(table). The rates of doubling creatinine concentration for the
candesartan and placebo groups were 6% v 4% (p=0.002)
(CHARM-Overall), 7% v 6% (p=0.5) (CHARM-Added), 5.5% v
1.6% (p=0.015) (CHARM-Alternative), and 6% v 3%, (p=0.007)
(CHARM-Preserved). The rates for potassium concentration =6.0
mmol/l for the candesartan and placebo groups were 2% v 1%
(p=0017) (CHARM-Overall), 3% v 1% (p=0.089) (CHARM-
Added), 3% v 1.3% (p=0.26) (CHARM-Alternative), and 2% v 1%
(p=10.32) (CHARM-Preserved ).

CONCLUSIONS

In patients with chronic heart failure (CHF), the angiotensin receptor
blocker candesartan reduced mortality (particularly cardiovascular)
and hospital admissions for worsening CHF. Patients with reduced
left ventricular ¢jection fraction with or without baseline angiotensin
converting enzyme inhibitor treatment showed the most benefit.

Abstract and commentary also appear in ACP Journal Club.

tAdjusted for baseline covariates, including patients’ characteristics, heart disease risk factors, medical history, and medical treatment.

www evidence-basedmedicine.com
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Gabapentin versus tricyclic antidepressants for diabetic neuropathy and
post-herpetic neuralgia: discrepancies between direct and indirect meta-
analyses of randomized controlled trials

Chou R, Carson 5, Chan B K

CRD summary

This review cencluded that there was neo difference in pain relief between gabapentin and tricyclic
antidepressants in patients with diabetic neuropathy or post-herpetic neuralgia, although direct
evidence was limited, The review was well conducted and these findings are likely te be reliable.

Authors' objectives
Teo compare gabapentin with tricyclic antidepressants for the treatment of diabetic neuropathy
and post-herpetic neuralgia using direct and indirect comparisons.

Searching

MEDLIME [1966-March 2008), Cochrane Database of Systematic Reviews, Cochrane Central
Register of Contrelled Trials and DARE [1st quarter 2008 were searched, Search terms were
reported, Reference lists were screened and pharmaceutical companies contacted to identify
additional relevant studies. Mo language restrictions were applied. Studies published enly in
abstract form were excluded.

Study selection

Randomised controlled trials [RCTs) that compared gabapentin or a tricyclic antidepressant with
each other or placebo were eligible fer inclusion, Included trials had to enrol at least 7 5% of
patients with diabetic neuropathy and/or post-herpetic neuralgia. Trails were required to report
on at least ene of the following cutcomes: pain relief [proportion of patients with =50%
improvement in pain score or at least moderate pain relief or good overall response on
categoerical scale), withdrawal due to adverse events, overall adverse events, sericus adverse
events, somnolence, dizziness or vertigo, ataxia, or dry mouth, The primary review outcome was
pain relief,

Gabapentin doses ranged from 900-2600 mg/day. Tricyclic antidepressants evaluated included
nertriptyline [10-160mg/day], amitriptyline [12.5- 150mg/day), desipramine (12.5-
250mg/day]. imipramine [100-225mg/day), clemipramine [50-7 Smg/day]. Trial duration ranged
from two to 12 weeks,

Twe reviewers independently selected studies for inclusion, Disagreements were resolved
through censensus,

Assessment of study quality

Two reviewers independently assessed study quality based on randemisation, allocation
concealment, blinding of patients and sutcome assessors, and use of intention-to-treat analysis.
Disagreements were resolved through consensus.
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SINTESIS -Combinacion

La sintesis combina, usando métodos explicitosy
rigurosos, los resultados de multiples estudios
individuales para proporcionar un tinico conjunto
de resultados, incluye las revisiones sistematicas y
meta-analisis de alta calidad.

Evaluan, sintetizan y resumen la evidencia de un
modo sistematico y reproducible.

Robeson et al.Facilitating access to pre-processed research evidence in public health. BMC Public Health 2010, 10:95.
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|Dizbetic and neuropathy || Buscar I

Limites | {'Recargar

(Diabetic and neuropathy) - 1440 encontrado
(s)

‘. Base de Datos Cochrane de Revisiones
Sistematicas (147)

7 Resumenes de Revision Sistematica con
Calidad Evaluada (37)

I Reqistro Cochrane de Ensayos Clinicos
Controlados (CENTRAL/CCTR) (1183)

1 Base de Datos Cochrane de Revisiones de
Metodaologia (1)

U Registro Cochrane de Metodologia (2)
1 Sobre la Colaboracion Cochrane (4)

U Resimenes del INAHTA v de otras
agencias de evaluacion tecnolagica en la
salud (15)

U Evaluaciones Econdmicas del NHS (51)
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! Base de Datos Cochrane de Revisiones
Sistematicas (147)

+ Revisiones Completas (103)
* Protocolos (44)

! Resumenes de Revisidn Sistematica con
Calidad Evaluada (37)

I Registro Cochrane de Ensayos Clinicos
Controlados (CENTRAL/CCTR) (11683)

1 Base de Datos Cochrane de Revisiones de
Metodologia (1)

U Reqgistro Cochrane de Metodologia (2)
1 Sabre la Colaboracion Cochrane (4)

U Resdmenes del INAHTA v de otras
agencias de evaluacidn tecnoldgica en la
zalud (15)

I Evaluaciones Econdmicas del NHS (51)
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! Base de Datos Cochrane de Revisiones ﬂ

Sistematicas (147)

]

Revisiones Completas (103)

66

——e

Anticonvulsant drugs for acute and
chronic pain

Topical agents or dressings for pain
in venous leg ulcers

Antidepressants for depression in
medical illness

Surgical interventions for age-
related cataract

Interventions to improve the
management of diabetes mellitus in
primary care, outpatient and
community settings

Patient education for preventing
diabetic foot ulceration

Intravenous immunoglobulin for
chronic inflammatory demyelinating
polyradiculoneuropathy

Dressings and topical agents for
arterial leg ulcers

Physical methods for preventing
deep vein thrombaosis in stroke

Corticosteroids for chronic
inflammatory demyelinating
polyradiculoneuropathy

* Protocolos (44)
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Limites | Y'Recargar
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(diabetic and neuropathy and gabapentin) -
69 encontrado(s)

Base de Datos Cochrane de Revisiones
Sistematicas (26)

Revisiones Completas (17)
Bl B

- Anticonvulzant drugs for acute and
chronic pain

- Systemic administration of local
anesthetic agents to relieve
neuropathic pain

- Drug therapy for chronic idiopathic
axonal polyneuropathy

- Tramadaol far neurapathic pain

- Vitamin B for treating peripheral
neuropathy

- Carbamazepine for acute and
chronic pain in adults

- Gabapentin for acute and chronic
pain

- Antidepressants for neuropathic pain

- Lamotrigine for acute and chronic
pain

- Opioids for neuropathic pain

@OE J
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Entre una o mas palabras: | —| |
Hiabe‘tic and neuropathy and gabaperrtin| I Buscar I |
Limites | {'Recargar GABAPENTIN FOR ACUTE AND CHRONIC PAIN Opciones
1rudi|:>e
{diabetic and neurcpathy and gabapentin) - wiffen Philip J, McQuay Henry J, Edwards Jayne, Moore R Andrew : . o
69 encontrado(s) % RSSO A RN
. Wiffen Philip 1, McQuay Henry 1, Edwards Jayne, Moore R Andrew — P
Base de Datos Cochrane de Revisiones P 1, MeQuay o Ve ﬂm“mm Sl
Sistematicas (26) Cochrane Database of Systematic Reviews, Issue 10, 2011 (Status in this issue: {versién anterior)
o WITHDRAWN FROM PUBLICATION FOR REASONS STATED IN THE REVIEW)
Revisiones Completas (17) ] ] ] ]
@ 00 Copyright @ 2009 The Caochrane Collabaration. Published by John Wiley & Sons, Ltd.
. DOI: 10.1002/14651858.CD005452.pub3
- Anti lzant d f t d . . . . . .
Ehrr;:i:gr;\;lfnsan rligs for acuke an This review should be cited as: Wiffen Philip 1, McQuay Henry 1, Edwards Jayne, Moore R Andrew. Gabapentin for acute
) o ] and chronic pain. Cochrane Database of Systematic Reviews. In: The Cochrane Library, Issue 10, Art. No. CDO0S5452.
- Systemic administration of local DOI: 10.1002/14651858.C0005452.pub3
anesthetic agents to relieve
neuropathic pain
- Drug therapy for chronic idiopathic bl e DU
| pol th
axonal polyneuropathy . . Background
- Tramadaol for neuropathic pain ] ) ] ] ]
i ] ] i — February 2009: The authors are aware of unpublished trial data for Gabapentin which could affect the results of this
- Vitamin B for treating peripheral review. This informaticn together with that from trials published since 2005, will be considered when this review is
neuropathy updated in 2009.
- Carbamazepine for acute and Obiective
chronic pain in adults 1
‘Gabapentin for acute and chronic To evaluate the analgesic effectiveness and adverse effects of gabapentin for pain management in clinical practice.
pain Criteria for considering studies for this review

- Antidepressants for neuropathic pain g nd5miced trials of gabapentin in acute, chronic or cancer pain were identified by MEDLINE (1966 to Nov 2004),
- Lamaotrigine for acute and chronic EMBASE (1994 to Mov 2004), SIGLE (19380 to Jan 2004) and the Cochrane Central Register of Controlled Trials
pain (CENTRAL) (The Cochrane Library, Issue 4, 2004), Additional studies were identified from the reference list of the

B R o T i retrieved papers, and by contacting investigators. Date of most recent search: January 2004.

& 3 Selection criteria

f Randomised trials reporting the analgesic effects of rhmnﬂﬂ—imﬁlﬂlﬂfnts with subjective pain assessment as either
<] | the primary or a secondary cutcome. (3) Adobe Reader 3.2 | -
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CIMET (2014) Gabapentina para el dolor neuropatico crénico v 1a fibromialgia en adultos

- gqueNinvestigaron los efectos de la
gabapentina en el dolor neuropatico cronico (dolor debido al dafio nervioso). Los farmacos antiepilépticos se utilizan para el
tratamiento del dolor, en su mayoria para el dolor neuro

(Nuevo] (2011} Hierbas medicinales chinas para la neuropatia diabética periférica
ANTECEDENTES. Las hierbas medicinales chinas se utilizan con frecuencia para tratar la neuropatia diabética periférica

en China. Se han realizado muchos ensayos controlados para investigar su eficacia. OBJETIVOS. Evaluar los efectos
beneficiosos y perjudiciales de las hierbas medicinales chinas en p

G (2009) Pregabalina para el dolor agudo y crénico en adultos

Antecedentes Los farmacos antiepilépticos se utilizan para el tratamiento del dolor desde la década del sesenta. La
pregabalina es un farmaco antiepiléptico desarrollado recientemente gue tambien se utiliza en el tratamiento del dolor
neuropatico. Objetivos Evaluar la eficacia analgesica y
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GABAPENTINA PARA EL DOLOR NEUROPATICO CRONICO Y LA FIBROMIALGIA EN
ADULTOS

Autores
R Andrew Moore, Philip J Wiffen, Sheena Derry, Henry J McQuay

Cdmao citar la revisidn: Moore R, Wiffen P, Derry 5, McQuay H. Gabapentina para el dolor neuropatico
cranico y la fibromialgia en adultos. Cochrane Database of Systematic Reviews 2011 Issue 3. Art. Mo
CD007938. DOI: 10.1002/14651858.CD007938

Versidn reducida de la revisidn. Puede consultar la versién completa en inglés PULSANDO AQUI

RESUMEN

Antecedentes

Esta revision actualiza partes de dos revisiones Cochrane anteriores que investigaron los efectos de la
gabapentina en el dolor neuropatico cronico (dolor debido al dafio nervioso). Los farmacos
antiepilépticos se utilizan para el tratamiento del dolor, en su mayoria para el dolor neuropético crénico,
especialmente cuando el dolor es de tipo lacerante o urente.

Objetivos
Evaluar |a efectividad analgésica y los efectos adversos de |la gabapentina para el tratamiento del dolor
neuropatico cronica.

Estrategia de bisqueda

Se identificaron los ensayos aleatorios de |a gabapentina para el dolor agudo, crénico o por cancer en
MFEMNI IKMF FMRASZF « mFRMTRA] Qo abtimdarnn infarmeoe da ancawvne clinicne v cinnneic da actudine
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'.-rj NCBI Resources [v] HowTo [v]

PubMed Clinical Queries

Search heart failure aged irbesartan

B o

Results of searches on this page are limited to specific clinical research areas. For comprehensive searches, use Publed directly.

Clinical Study Categories
Category: Therapy -
Scope: Broad -

Results: 5 of 41

Factors associated with outcome in heart failure with presemved
gjection fraction: findings from the Irbesartan in Heart Failure with
Preserved Ejection Fraction Study (I-PRESERVE] [Circ Heart Fail. 2011]

Usefulness of biomarker strategy to improve GRACE score’s
prediction performance in patients with non-ST-segment elevation
acute coronary syndrome and low eventrates.  [Am J Cardiol. 2010]

Mode of death in patients with heart failure and a presenved ejection
fraction: results from the Irbesartan in Heart Failure With Preserved
Ejection Fraction Study (I-Preserve) trial. [Circulation. 2010]

The effect of renin-angiotensin system inhibitors on mortality and heart
failure hospitalization in patients with heart failure and presenved
gjection fraction: a systematic review and meta-anal [J Card Fail. 2010]

Baszeline plasma MNT-proBMP and clinical characteristics: results from
the irbesartan in heart failure with presemved ejection fraction trial.

[J Card Fail. 2010]
Seeall (41)

Systematic Reviews

Results: 1 of 1

The effect of renin-angiotensin system inhibitors on morality and heart
failure hospitalization in patients with heart failure and preserved
gjection fraction: a systematic review and meta-anal [J Card Fail. 2010]

See all (1)

Filter citations for systematic reviews, meta-analyses, reviews of
clinical trials, evidence-based medicine, consensus development
conferences, and guidelines. See related sources

Medical Genetics
Topic: pjl -

Results: 4 of 4

Determinants of steady-state torasemide pharmacokinetics: impact of
pharmacogenetic factors, gender and angiotensin Il receptor blockers.

[Clin Pharmacokinet. 2008]

Angiotensin l-mediated oxidative stress and inflammation mediate the
age-dependent cardiomyopathy in ACEZ null mice.

[Cardiovasc Res. 2007]

Beta1-adrenergic receptor gene polymorphisms and response to
betal-adrenergic receptor blockade in patients with essential
hypertension. [Clin Cardiol. 2004]

Angiotensin Il has multiple profibrotic effects in human cardiac
fibroblasts.

[Circulation. 2000]
Seeall (4)

ilter citations to topics in medical genetics

http://www.ncbi.nim.nih.gov/sites/pubmedutils/clinical
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* En ocasiones, la evidencia disponible esta
solo al nivel de estudios originales.
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