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	Parameter
	Acceptance Criteria
	Results

	
	Mean ± Tolerance
	Range of variation
	Mean
	Range of variation
	Pass/ Fail

	Internal orifice diameter
	15.00 ± 0.75 mm
	≤ 0.45 mm
	14.91 mm

	0.12 mm

	Pass

	Cell Capacity
	7.00 ± 0.35 mL
	≤0.21 mL
	7.94 mL
	0.04 mL
	Fail

	Receptor medium temperature
	32°C ± 1 °C 
	-
	32.3 °C 
	0.5 °C
	Pass

	Stirring speed
	600 ± 60 rpm 
	≤12 rpm 
	612 rpm 
	6.9 rpm 
	Pass

	Dispensed sample volume
	200 ± 15 μL 
	-
	200 μL
	5 μL
	Pass
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Table S2. Summary of performance verification test (PVT) results
	Parameter
	Acceptance criteria
	Results
	Pass/ Fail

	Intra-run variability
	Intra-run CV run 1 (n=6) < 15%
	3.55%
	Pass

	
	Intra-run CV run 2 (n=6) < 15%
	1.71%
	Pass

	Inter-run variability
	Inter-run CV between runs 1 and 2 (n=12) < 15%
	1.29%
	Pass

	‘Sameness’ assessment
	90% CI between 75 – 133.33%
	Lower limit: 100.59%
	Pass

	
	
	Upper limit: 101.36%
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	Parameter
	Acceptance criteria
	Results
	Pass/
Fail

	Membrane inertness
	Recovery: ≥ 95%
	99.51 ± 0.14 %
	Pass

	Receptor medium solubility
	5-10-fold the maximum CLZ concentration
	3577.5 µg/mL = > 9-fold the maximum CLZ concentration
	Pass

	Linearity
	R2 ≥ 0.95
	R2 = 0.99
	Pass

	Precision and reproducibility
	CV for intra- and inter run variability < 15%
	Intra-run CV = 1.63%
Inter-run CV = 3.98%
	Pass

	Robustness
	Mean release rates of the runs with minor alterations deviate by < 15% of the nominal mean release rate
	Lower temperature (30°C): CV = 5.78%
Higher temperature (34°C): CV = 7.13%
Lower stirring rate (540rpm): CV = 1.29%
Higher stirring rate (660rpm): CV = 0.08%
	Pass

	Sensitivity
	Mean release rate of 0.5% CLZ < 1% CLZ < 1.5% CLZ
	4.98μg/cm2/min1/2 < 8.00μg/cm2/min1/2 
< 10.04μg/cm2/min1/2
	Pass

	Specificity
	R2 ≥ 0.9
	R2 = 0.96
	Pass

	Selectivity
	90% CI for 0.5% and 1.5% test creams should fall outside the limits of 75 – 133.33%
	1% vs 0.5% CLZ creams:
LL: 59.63%
UL: 66.29%
1% vs 1.5% CLZ creams:
LL: 119.12
UL: 134.01%
	Pass


Pass

	Supplemental selectivity 
(inequivalence)
	Q1, Q2 inequivalent creams: 90% CI should lie outside the limits of 75 – 133.33% 
	RLD (1% CLZ) vs. Q1, Q2 inequivalent Cream A (1% CLZ):
LL: 36.28%
UL: 40.25%
	Pass

	Supplemental selectivity 
(equivalence)
	Q1, Q2 equivalent cream: 90% CI should lie within the limits of 75 – 133.33%  
	RLD (1% CLZ) vs. Q1, Q2 equivalent Cream B (1% CLZ):
LL: 92.30%
UL: 102.40%
	Pass

	Discrimination (inequivalence)
	Negative controls:
90% CI for 1.4% and 0.7% test creams should lie outside the limits of 75 – 133.33%

	1% vs 1.4% CLZ creams:
LL: 135.81%
UL: 173.55%
1% vs 0.7% CLZ creams:
LL: 71.53%
UL: 75.57%
	Pass


Pass

	Discrimination
(equivalence)
	Positive control:
90% CI for 1% test cream vs itself should lie within the limits of 75 – 133.33%
	1% vs 1% CLZ creams
LL: 95.83%
UL: 110.11%

	Pass


LL- Lower limit, UL- Upper limit

