
Errata to FDA Briefing Document 
for the June 24, 2008 meeting of the 

Cardiovascular and Renal Drugs Advisory Committee 
 
The committee will discuss safety considerations in the development of ultrasound 
contrast agents.  Four items are modified to provide updated information and 
clarification. 
 
Item 1) Page 7, third bullet point: 
 
Current: 
 

• " FDA has finalized the risk management plan with the manufacturer of Definity 
and has approved labeling changes that remove most of the contraindications 
cited in the October, 20007 modification, as well as focused monitoring 
procedures upon patients with underlying pulmonary hypertension or unstable 
cardiopulmonary conditions.  FDA is working with the manufacturer of Optison 
to effect similar changes to the label and to finalize a risk assessment and 
management program." 

 
Replaced with (updated text to reflect actions that took place following preparation of the 
briefing background material): 
 

• " FDA has finalized the risk management plan with the manufacturer of Definity 
and Optison and has approved labeling changes that remove most of the 
contraindications cited in the October, 20007 modification, as well as focused 
monitoring procedures upon patients with underlying pulmonary hypertension or 
unstable cardiopulmonary conditions." 

 
Item 2) Page 23:   
 
Current:  Contains Optison product labeling, as of the due date for the background 
briefing material. 
 
Replaced with: On June 6, 2008 FDA approved revised labeling for Optison.  This 
revised labeling is attached to this Errata document (copied from 
http://www.fda.gov/cder/foi/label/2008/020899s011lbl.pdf, "Drugs at FDA"). 
 
Item 3) Page 6, second major bullet, second sub-bullet: 
 
Current:  
 
" - animal study findings appeared to duplicate the pattern of serious cardiopulmonary 
reactions observed in humans; administration of Optison and SonoVue was reported to 
cause transient but marked pulmonary hypertension and systemic hypotension in pigs at 
clinically relevant doses of the contrast agents." 
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Replaced with: 
 
" - some dog and pig study hemodynamic findings provided a plausible pathophysiologic 
correlate to the pattern of serious cardiopulmonary reactions observed in humans; 
administration of Optison, Definity and SonoVue was reported to cause transient but 
marked pulmonary hypertension and systemic hypotension in pigs at clinically relevant 
doses of the contrast agents." 
 
Item 4) Page 6, second major bullet, third sub-bullet: 
 
Current: 
 
"- the precedent for SonoVue.  SonoVue is a product marketed in Europe that is 
contraindicated for use in patients with recent acute coronary syndromes, clinically 
unstable ischemic cardiac disease, acute cardiac failure, class 3/4 cardiac failure or severe 
rhythm disorders." 
 
Replaced with: 
 
" - the precedent for SonoVue.  SonoVue is a product marketed in Europe for 
echocardiography, imaging of peripheral vasculature and for the characterization of focal 
lesions of the breast and liver.  The cardiac indication was suspended for four months 
following some reports of serious adverse events and subsequently reinstated with 
contraindications for the use of SonoVue in patients with recent acute coronary 
syndromes, clinically unstable ischemic cardiac disease, acute cardiac failure, class 3/4 
cardiac failure or severe rhythm disorders." 
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