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Embase é a principal base de
dados de literatura biomédica, com
a maior indexacdo e cobertura de
periddicos e conferéncias. Conta
com um poderoso mecanismo de
pesquisa, desenvolvido de acordo
com as necessidades dos clientes de
diferentes industrias.
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Farmacovigilancia e Avaliacéo clinica e Revisao sistematica
seguranca de seguranca de para medicina
medicamentos dispositivos médicos baseada em
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28%

Pharmacology & Toxicology

General Clinical Medicine

Genetics, Biochemistry & Molecular Biology
Neurology & Behavioral Medicine
Microbiology & Infectious Diseases
Cardiology & Hematology

Psychiatry & Mental Health

Oncology

Healthcare Policy & Management

Allergy & Immunology

Pediatrics

Endocrinology & Metabolism

Obstetrics & Gynecology

Biomedical Engineering & Medical Devices
Anesthesiology & Intensive Care
Gastroenterology

Respiratory Medicine

Nephrology & Urology

Dermatology

Other
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® Covered in Embase ® Covered in MEDLINE

*EU — Uni&io Europeia. NA — América do Norte. AP — Asia-Pacifico. ROW — Resto do mundo.
*APAC — Asia-pacifico.
Stvice "EMLA — Leste europeu, Médio Oriente, América Latina e Africa.
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ARTICLES

Efficacy of inhaled human insulin

type 1 diabetes mellitus:

a randomised proof-of-concept study

Jay S Skyler, William T Cefalu, lone A Kourides, William H Landschulz, Cecile C Balagtas, Shu-Lin Cheng, Robert A Geifand,

for The Inhaled Insulin Phase Il Study Group*

Summary

Background Effective glycaemic contral in type 1 diabetes
mellitus usually requires twa or more insulin injections daily.
Inhaled intrapulmonary delivery of insulin offers a potential
new way to deliver mealrelated insulin, eliminating the need
for preprandial injections.

Methods 73 patients with type 1 diabetes mellitus were
studied in an open-label, proofofconcept, parallelgroup
randomised trial. Patients in the experimental group
received preprandial inhaled insulin plus a bedtime
subcutaneous ultralente insulin injection. Patients in the
conitrol group received their usual insulin regimen of two o
three injections per day. Participants monitored their biood
glucose four times daily, and adjusted insulin doses weekly
10 achieve preprandial glucase targets of 5-6-8-9 mmal/L.
The primary outcome measure was change in

1o that recommended in 1023, shortly afier the discovery
of insulin.’ Yet, the control achieved in the DCCT was
not sustained during the first 5 years of follow-up. Thus,
sustained glycaemic control remains an unfulfilled quest
for patients with type | diabetes and the health-care
professionals who care for them.

Insulin therapy is essential in type 1 diabetes mellitus.
The DCCT and SDIS, along with many other studies,™
showed that effective glycaemic control requires at least
two, and generally three or more, insulin injections daily.
The intensive regimens used in these studies rely heavily
on frequent use of preprandial short-acting soluble
insulin. Yet, despite the studies showing its benefis,
aggressive insulin therapy has been slow to gain
acceptance in clinical practice.” One limitation is the
inconvenience and poor acceptability by patieats of a
programme of many daily injections.

Inhaled delivery of insulin offers a

haemoglobin (HbA, ) after 12 weeks. Secondary outcomes
were fasting and postprandial glucose response to a mixed
meal; hypoglycaemia frequency and Severity; pulmonary
function; and patients’ satisfaction.

Findings Changes in HbA, were indistinguishable between
groups (difference 0-2% [95% CI —0-2 to 0-5]). Changes in
fasting and postprandial glucose concentrations, and
occunrence and severity of hypoglycaemia were also similar
between groups. Inhaled insulin was well tolerated and had

no effect on pulmonary function (ie, spirometry, lung
uniiimas Afinn snanine nA maan Sshirstiany

potential alternative to preprandial insulin injections.
This form of insulin delivery was attempted as early as
1925.* Since 1971, several studies have shown that single
doses of aerosolised insulin are well tolerated, and that
about 10-30% of the inhaled dose of insulin is absorbed
into the circulation.”* To maximise the efficiency and
reproducibility of pulmonary insulin delivery, a new dry-
powder insulin formulation and aerosol delivery device
have been developed (Inhale Therapeutic Systems, San
Carlos, CA, USA)." We did a proof-of-concept study 1o

test the efficacy of this approach in patients with insulin-
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Original Abstract

Background: Effective glycaemic control in type 1 diabetes mellitus usually requires

preprandial injections. Methods: 73 patients with type 1 diabetes mellitus were stud
subcutaneous ultralente insulin injection. Patients in the control group received thei
preprandial glucose targets of 5.6-8.9 mmol/L. The primary outcome measure was c
frequency and severity; pulmonary function; and patients' satisfaction. Findings: Che
occurrence and severity of hypoglycaemia were also similar between groups. Inhales
tudy shows that preprandial insulin can be given by inhalation in i

Drug Terms

hemoglobin Alc "%, insulin zinc suspension nsulin . insulin zinc suspension

Insulin Zinc suspension

otner subheadings

drug therapy, subcutaneous drug administration

Disease Terms

hypoglycemia s,

sulin dependent etes mellitus %o,

Insulin dependent diabetes mellitus

otner subheadings

drug therapy
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