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Number
Written Requests issued: 360
Labeling changes: 149

Expanded age: 90
Safety and efficacy not established: 46

New/enhanced safety information: 43
Specific dosing change/adjustment: 26

Pediatric formulation: 15
Extemporaneous formulation: 7

PK differences (pediatrics vs. adults): 6

Products with safety reporting: 79

BPCA Exclusivity through June 2008
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Assuring Pediatric Drug Safety
• BPCA 2002/2007 Legislation: Focused 

Pediatric Post-Marketing Safety Assessment 
following Exclusivity/Labeling

• Limited Pediatric Studies and Limited 
Number of Pediatric Patients in Clinical 
Trials may require Meta-Analysis

• Process: Set within the context of what is 
known about safety in adults
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Trends in receipt of domestic, spontaneous cases of death in association with 
LABAs among reports with both age (4 - 64 years) and indication ("asthma"),

1994 through November 2008.
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Figure courtesy of Dr. S. Salpeter 5

Salpeter et al. 
Meta-analysis of LABA pediatric trials which 

provided data on asthma hospitalizations 
(All trials except SMART had mean subject ages between 8 and10 y.o.)
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Asthma Composite by Race Subgroup 
Risk Difference Estimates

Asthma Composite 
 Risk Difference per 1000 Subjects

-15 -10 -5 0 5 10 15

Overall

Other/Unknown

White

Black/African Amer.

Asian

2.80   (1.11, 4.49)   [381/30148 304/30806]

3.00   (-1.64, 7.65)   [54/4050 44/4199]

1.98   (0.09, 3.88)   [240/21558 201/22150]

8.13   (1.88, 14.38)   [75/3424 47/3428]

0.94   (-7.14, 9.03)   [12/1116 12/1029]

Race RD (95% CI)   [Sample Sizes]*

*RD = Risk Difference Per 1000 Subjects 
 [Treat. Events/Treat. n   Plac. Events/Placebo n]   

RD (95% CI)
8.13 (1.88, 14.38)
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Asthma Composite by Age Subgroup 
Risk Difference Estimates

Asthma Composite 
 Risk Difference per 1000 Subjects

-15 -10 -5 0 5 10 15

Overall

65 and Up

18 to 64

12 to 17

4 to 11

2.80   (1.11, 4.49)   [381/30148 304/30806]

-3.58   (-10.47, 3.32)   [25/2117 32/2097]

2.13   (0.34, 3.91)   [246/23274 202/23604]

5.57   (0.21, 10.92)   [48/3103 30/3289]

14.83   (3.24, 26.43)   [61/1626 39/1789]

Age RD (95% CI)   [Sample Sizes]*

*RD = Risk Difference Per 1000 Subjects 
 [Treat. Events/Treat. n   Plac. Events/Placebo n]   

p-value 
0.018

RD (95% CI)
14.83 (3.24, 26.43)
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Three Advisory Committees

Therefore
• Three groups of experts…
• Bringing different perspectives to…
• Assist FDA in deciding how best to 

address the safety signals seen in the 
pediatric focused analysis.
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Thank you.Thank you.
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