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The Current EMA Recommended Statistical Approach
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J - LT = Figure 4. EMA vs. US FDA: Impact of Different Temporal Profiles similarly, defining standards for both new & generic products, including
« Compare the EMA and FDA approaches recommended in these two publications, [ argin (9) Gap on the Power of the EMA vs. US FDA Approaches potential reformulations of the new product (for which a R TDS would exist).
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Comparison of EMA vs. FDA Study Design Recommendations margin when the R product exhibits an adhesion of 90% at the end of the dosing interval.

» The EMA and US FDA approaches to evaluating TDS adhesion are fundamentally = When the adhesion of the R product is <90% (e.g. 89.9%), Criterion 2 is an NI test (NI margin =-10%)
similar: both are based upon using a clinical study to estimate the percentage of .
the TDS surface area that remains adhered at progressive points in time, with an

95

0 » The US FDA's approach has the benefit that it is consistently an NI test with a
constant NI margin, regardless of the adhesion performance of the R TDS. A
similarly consistent approach for generic (or reformulated) TDS may be worthy
of consideration for a harmonized inter-agency standard.

Adhesion Score in 100% Scale
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When the adhesion of the R product is exactly 90%, Criterion 1 may be interpreted to be a
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P | progressively decreases from 0 to -10% as the R mean adhesion increases from 90% to 100%. T overall mean w WOCF: 0.21 + 0.25 assessment only. However, the US FDA’s primary endpoint has the advantage
' imi . . o . . - . R overall mean w WOCF: 0.22 + 0.34 = e e that it can discriminate TDS products which have comparable adhesion at the
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discourage reinforcement of the TDS, and accommodate a design that may also . o | : " Adhesion Assessment Tin T 77 Sample size: Number of su wear (Figure 5). The relative benefits of these different approaches to defining

» For generic drugs, US FDA’s statistical approach is consistently an NI test with a constant NI margin the primary endpoint deserve further consideration.

be used to evaluate pharmacokinetic endpoints. » T and R are both well-adhering TDS products (generally > 90% adhered),

(0.15) for all TDS products, regardless of the adhesion performance of the R product.

> The few key differences relate to technical matters, like the one-component vs. with similar overall mean adhesion scores across all time points, but » The EMA’s approach to measuring TDS adherence has the benefit that it can
two-component statistical approach, a primary endpoint using the last Simulations and a Meta-Analysis are Used to Compare the Power and NI Results for each has different mean adhesion scores at the last assessment. estimate the area adhered more precisely than the US FDA’'s 5-point scale.
assessment vs. overall mean of all assessments, the scales used to estimate Generic TDS Adhesion Studies Using the EMA and US FDA Approaches > The EMA approach does not establish NI, but the US FDA establishes NI (I;I_c;;/vever, F_DA(;l’st 5;1p0|ntt s;cale ma}i/ dbeth rrt10re Zensli_ti\_/e | Ito _dlff(fa_renttlatTlﬂg
TDS adhesion, how the temporal profile of TDS adhesion influences the Simulations: generated from multivariate normal distributions (MVN) for 100% scale adhesion Disclaimer: The opinions and information in this poster reflect the views of IMETENCES In detachment OF a Maghitude that may be clinically signiticant. 1he

assessment (and whether scores are carried forward), or the acceptable margin data. Intra-subject correlation across different time points with the same treatment group and the authors and should not be construed to represent U.S. Food and Drug relative benefits of these different approaches to estimate the area of the TDS
for a difference in adhesion performance between a T and R product. between T and R for the same subject are incorporated by the variance-covariance matrix of MVN Administration’s views or policies. that remains adhered deserve further consideration.
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