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Modified Release Formulations:

- FDA, HPB Guidelines
- Similar AUC and Cmax
80-125%, 90% CI
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* Monitoring Cmax = time course,

and/or

- Since Modified-release formulations are
intended for chronic use, the PK time-
course of the drug is unimportant.




Chronobiology

Examples:

» Cardiovascular events
» Asthma attacks

» Allergic reactions

» Morning stiffness
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Frequency of Deaths (%)

18

16

14

12

10

Behrens et al, Am J Cardiol 80:45-48, 1997

n =96

0 2 4 6 8 10 12 14 16 18 20 22 24

Time of Day




Buiuayemy

das|s

25
20

i i

Aouanbal

2661
'89-G9 0L [0!pJDD [ WY /D £2 YII[|IM

le} o o o

9 12 15 >18
Hours after Awakening

6




MBP (mm Hg)
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W.B. White Am J Hypertens 9:295-33S, 1996.
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Plasma Conc'n (ng/mL)
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Conclusion:

In assessing bioequivalence of
modified release formulations,
in addition to AUC and Cmax,
the time-course of absorption
should be considered.




