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Dissolution Profile Data

Time (min) Ref Mean (%) Test Mean (%) |Diff| (%) f 2  Contribution

15 min 20.00% 27.00% 7.00% 49.00

30 min 35.00% 42.00% 7.00% 49.00

45 min 72.00% 81.00% 9.00% 81.00

60 min 85.00% 95.00% 10.00% 100.00

Similarity Results

f 1 Value

15.57

f 1 Status

FAIL

f 2 Value

53.76

f 2 Status

PASS

85% Rule

OK

Disclaimer: Similarity factor calculations are provided for informational and educational purposes only. Results should not be used as the sole basis for regulatory
submissions. Cachet Pharma Consulting, LLC assumes no liability for regulatory outcomes based on this tool.
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1. The f1  Dissimilarity Factor

The f1  factor measures the percent difference between two dissolution profiles, summed across all time points and normalized by the reference

profile. Higher values indicate greater dissimilarity. f1  is sensitive to early time point differences and is used as a supporting measure alongside f2 ,

which is the primary regulatory metric. FDA guidance (1997) specifies that f1  values between 0 and 15 indicate similarity.

f1 =
SUM |  R(t) - T(t)  |

SUM R(t)

× 100

where SUM = sum over all n time points,  R(t) = reference mean at time t,  T(t) = test mean at time t

2. The f2  Similarity Factor

The f2  factor is the primary FDA-accepted metric for comparing dissolution profiles. It is a logarithmic transformation of the mean squared

difference between profiles. Identical profiles give f2  = 100; a consistent 10% mean difference gives f2  = 50. An f2  value >= 50 indicates similarity.

When f2  is borderline (50-55), model-dependent approaches or a pre-submission Agency meeting should be considered before filing.

f2 =  50 × log10 {
100

sqrt( 1 + SUM(R(t)-T(t))^2 / n )
}

where n = number of time points,  R(t) = reference mean,  T(t) = test mean,  sqrt = square root

3. The 85% Rule

FDA guidance specifies that no more than one time point should be included where both profiles have mean dissolution at or above 85%. Time

points at near-complete release do not contribute meaningful discriminating power and can artificially inflate the f2  value. Affected time points must

be excluded before the result can be considered regulatory-compliant.

4. Regulatory Acceptance Criteria

- f1 :

Values between 0 and 15 are considered acceptable. Values above 15 indicate dissimilarity.

- f2 :

Values >= 50 indicate similarity. Values < 50 indicate the profiles are not similar per regulatory guidance.

- Number of time points:

FDA guidance allows a minimum of 3 and a maximum of 12 time points.

- Applicability:

Both metrics require that profiles are not flat - at least some time points should fall below 85% to provide discriminating information.
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