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.

Methylphenidate (ng/mL)

Time (hr)
Fig. 2 Mean plasma concentration of two extended release formulations
of methylphenidate. (Adapted from [ 1).
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Table | Methyiphernidate Pharmacokinetic Paameters Companng the Modified-Release Capeaule (30 mg) with the Medified -Release Tablet {18 g} (1)

Unadjustes] Mean Rato® a9 Confidence Interva Drose-Marmaized Mean Ratic” 0% Confidence lerval
AL, 0.97 0.93-1.0 | .08 L] 2
AUCy .~ 0.93 0,90-0,97 |04 1.00-1.08
Con 0.89 0.84-0.95 0.549 0.94- 1 .05

* Mean matios caboulated based on the capsule formuation as reference
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Table I QTTP for a Hypothetcal Proposed Genene Froduct PPI inhibitor

Profie Component  OTPP Tarpet Ratignale

Active Ingredient Same as RLD Pharmaceutical equivalence requirement, same acive ngredient

Dhorsape Design Capsile Pharmaceutical equivalence requirement, same dosage form

Strength Dicse: 50 mg Pharmaceutical equivalence requirerment, same strength

Aopearance Capsule conforming o Meeded for patient accepeabiity
gescription, shape and g

In¥itro Rielease MMT 0% at pH 1.0 and PPl is acid bile (20% depradation in | 5 min at pH 3), RLD enteric coat is designed to
4.5 alter 30 min proted AR trough pH 4.5

MLT =B80% atpH 5.5 at 30 mn RLD entenc coat s desgred 1o release the acthe mgredient a1 pH 5.0-5.5 where there (4
< 2% depradation after 30 mn
Irrrechate release of the drug Bllowing trameit through the stomach and at site of
asorption, similar to the BLD, wil enhance the Ekeliood the drug product desgn
will meet AUC and . boeguevalence requirements
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Table il OTTP for a Hypotheticz! Propesed Generic Zaolpidern COF,
Profle Component QTPP Tarpet Fationale
Active Ingrediert.  Same as RLD Fhammaceutcal equavalence requirement, =me
acteae ingredient
Dosage Design Tables Pharmaceatical equwvalence requirement, same
dosage form
Strength Cremes 125 mg Pharrmaceutcal equevalence requrement,
same sirength
Appearance Tablet confarming to desonpton, shape and gze Meeded for patient acceptablity
Drug Reboase Biphasic m-oiro refease of drsg ssmiar (but not necessarly identical) Meed o provide for intial plasma concentrabons Shrough
1o the BLE, with initl rapid refeass followed by susizined the first 1.5 b (AL | 5) %o provide for 2 clinically refevant
redease ER of dose drug exposure for raped sleep onset and swstaed release
phase designed to manzn plasma concentrations for
rmainterance of a sheen (ALK |y
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