NOTICE TO HOSPITALS
Health Canada Endorsed Important Safety I nformation on

PVENTOLIN® |.M. injection and "VENTOLIN® |.V. infusion solution
FOR PREGNANT WOMEN & LABOUR AND DELIVERY

GlaxoSmithKline

2007/06/12

To: The Chief of Medica Staff and Chief of the Obstetrics Department

Please distribute this letter to all relevant Hospital/Medical staff including the Departments of Surgery,
Emergency Medicine, Pharmacy, Anaesthesia, Interna Medicine, Gynaecology, Intensive Care, Nursing and/or
any other involved Departments and/or professional staff, and post this Noticein an appropriate location inyour
institution.

Subject: Incidence of myocardial ischemiain pregnant women who receive” VENTOLIN® |.M. injection
or "VENTOLIN® 1.V. infusion solution (salbutamol sulphate for injection) to delay premature labour.

GlaxoSmithKline (GSK), in consultation with Health Canada, would like to inform you of important safety
information concerning "VENTOLIN® |.M injection and "VENTOLIN® 1.V. infusion solution (salbutamol
sulphate for injection) when used in pregnant women. GSK recently conducted a review of safety data
available through the published literature, spontaneous reports and clinical trials. Up to theend of April 2007 there
have been 17 occurrences worldwide of events considered to provide evidence of myocardia ischaemia in
associ ation with salbutamol when used to delay premature labor. Eleven of these reports were considered serious,
which included onefatality. Where reported, 12 patients have fully recovered without sequelae. There have been
no Canadian cases reported to date.

There have been 17 occurrences reported worldwide of myocardid ischemia occurring in
pregnant women receiving salbutamol for premature [abour. The vast mgority of reportswere
observed with the use of parentera formulations. Noneof these 17 reportsinvolved the use of
inhded salbutamol formulations for the trestment of bronchospasm

Sabutamol is not indicated to stop or prevent premature labour in Canada

If benefit is determined to outweigh risk inwomen in premature labour, careful attention should
be paid to fluid baance and cardio-respiratory function, including ECG monitoring. If Sgns of
pulmonary edema or myocardia ischaemia develop, discontinuation of trestment should be
considered.




The observation of myocardial ischemiain pregnant women following the administration of either beta-agonist as
aclass or salbutamol more specifically isfurther supported by the literature (Ref. 1-6). Therefore caution should

be used if women are receiving intravenous salbutamol during premature labour.

The current safety information has been integrated in the Warnings and Precautions section of the
PVENTOLIN® Product Monograph. The following information can be found under the Pregnant Women
and Labour and Delivery subsections.

Pregnant Women
Salbutamol, in common with other betamimetics, is not approved to stop or prevent premature labour.
Due to the risk of pulmonary edema and myocardia ischaemia that has been observed during the use of
betamimetics in the treatment of premature labour, before P"'VENTOLIN® injections are given to any
patient with known heart disease, an adequate assessment of the patient’ s cardiovascular status should be

made by a physician experienced in cardiology.

Labour and Délivery

Cautious use of "VENTOLIN® injectionsiis required in pregnant patients when it is given for relief of
bronchospasm so asto avoid interference with uterine contractibility. During 1.V. infusion of salbutamol,
the materna pulse rate should be monitored and not normally alowed to exceed a steady rate of 140
beats per minute.

As maternal pulmonary edema and myocardial ischaemia have been reported during or following
premature labour in patients receiving beta,-agonists, careful attention should be given to fluid balance
and cardio-respiratory function, including ECG monitoring. If signs of pulmonary edema or myocardial
ischaemia devel op, discontinuation of treatment should be considered.

Managing marketed health product-rel ated adverse reactions depends on health care professionals and consumers
reporting them. Reporting rates determined on the basis of spontaneously reported post-market adverse reactions
are generally presumed to underestimate the risks associated with health product treatments.



Any cases of seriousmyocardial ischaemia or other serious or unexpected adverse reactionsin patients receiving
PVENTOLIN® .M injection and "VENTOLIN® I.V. infusion solution should be reported to GSK or Health
Canada at the following addresses:

GlaxoSmithKline Inc.
7333 Mississauga Road,
Mississauga, ON

L5N 6L4

Tel: 1-800-387-7374
Fax: 905-814-2291

Any suspected adver se reaction can also be reported to:
Canadian Adverse Drug Reaction Monitoring Program (CADRMP)
Marketed Health Products Directorate

HEALTH CANADA

Address Locator: 0701C

OTTAWA, Ontario, K1A 0K9

Tel: (613) 957-0337 or Fax: (613) 957-0335

To report an Adverse Reaction, consumers and health professionals may call toll free:
Tel: 866 234-2345

Fax: 866 678-6789

cadrmp@hc-sc.gc.ca

The AR Reporting Form and the AR Guiddines can be found on the Heath Canada web site or in the
Compendium of Pharmaceuticals and Specialties.

http://www.hc-sc.gc.ca/dhp-mps/alt formats/hpfb-dgpsa/pdf/medeff/ar-ei form-eng.pdf
http://www.hc-sc.gc.ca/dhp-mps/medeff/report-declaration/index-eng.php

For other inquiriesrelated to this communication, please contact Health Canada at:
Marketed Health Products Directorate

MHPD DPSC@hc-sc.gc.ca
Tel: (613) 954-6522
Fax: (613) 952-7738



http://www.hc-sc.gc.ca/dhp-mps/medeff/report-declaration/index-eng.php
http://www.hc-sc.gc.ca/dhp-mps/alt_formats/hpfb-dgpsa/pdf/medeff/ar-ei_form-eng.pdf

GSK continually reviews new safety data on its products, including postmarketing adverse event reports, and

encourages healthcare professional s to report any suspected adverse drug reactions or overdose associated with

the use of "VENTOLIN® in pregnant patients.

Should you have any questions or require additional information, please contact our Medical Information
department via Customer Service at 1-800-387-7374.

Original signed by

Rav Kumar, Ph.D.
VP, Regulatory Affairs and Pharmaceutical Devel opment
GlaxoSmithKline Inc.

VENTOLIN® is aregistered trademark, used under license by GlaxoSmithKline Inc.
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