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Table 1. Details of HPLC gradient elution method including time (min), mobile phase composition and flow rate (ml/min) (%) 
	Time (min)
	Mobile Phase A (%)
	Mobile Phase B (%)
	Flow (ml/min)

	0
	70
	[bookmark: _GoBack]30
	0.8

	5
	40
	60
	1.5

	6
	70
	30
	1

	9
	70
	30
	1

	10
	70
	30
	0.8



Table 2. The composition of APIs and excipients in each of the formulations based on a % w/w
	
	HCTZ
	RAM
	Kollidon VA 64
	PEG 3350
	Soluplus

	Formulation 1 (F1)
	12.5%
	5%
	82.5%
	0%
	0%

	Formulation 2 (F2)
	12.5%
	5%
	74.25%
	8.25%
	0%

	Formulation 3 (F3)
	12.5%
	5%
	0%
	0%
	82.5%





Table 3. Processing conditions used during hot melt extrusion of pharmaceutical formulations. 

	Formulation
	Feed rate (rpm)
	Screw speed (rpm)
	Feed Zone (°C)
	Zone 1 (°C)
	Zone 2 (°C)
	Zone 3 (°C)
	Die (°C)

	F1
	10
	20
	90
	110
	140
	140
	120

	F2
	10
	20
	70
	90
	110
	110
	90

	F3
	10
	20
	90
	110
	140
	140
	120



Table 4. Overview of particle size analysis (PSA) results of API raw materials and processed formulations
	Sample
	Particle Size (µm) (d50)

	HCTZ (Raw)
	28.48 ± 0.13

	RAM (Raw)
	8.79 ± 0.22

	HME-F1
	50.48 ± 2.45

	HME-F2
	49.16 ± 4.00

	HME-F3
	36.16 ± 0.74

	SD-F1
	3.41 ± 0.11

	SD-F2
	3.00 ± 0.02

	SD-F3
	3.98 ± 0.01



Table 5. Summary of drug content for processed formulations and intrinsic drug dissolution rates from compressed discs in 0.1 M HCl pH 1.2 @ 37 ºC over 120 minutes
	Formulation
	HCTZ content (%)
	HCTZ dissolution rate (mg/ min/ cm2)
	RAM content (%)
	RAM dissolution rate (mg/ min/ cm2)

	HME-F1
	101.44 ± 1.45
	0.240 ± 0.03
	90.71 ± 0.65
	0.087 ± 0.01

	HME-F2
	101.88 ± 2.10
	0.384 ± 0.04
	96. 07 ± 0.01
	0.136 ± 0.02

	HME-F3
	99.64 ± 0.46
	N/A
	85.93 ± 0.33
	N/A

	SD-F1
	100.69 ± 0.57
	0.165 ± 0.02
	99.54 ± 0.20
	0.072 ± 0.01

	SD-F2
	100.33 ± 0.74
	0.239 ± 0.04
	101.89 ± 1.25
	0.110 ± 0.01

	SD-F3
	101.25 ± 1.64
	N/A
	100.08 ± 0.26
	N/A




[bookmark: _Hlk502687261]Table 6. Roughness average (Ra) of the surface of compressed discs for intrinsic dissolution
	Formulation
	Roughness average (Ra) (nm)

	SD F1
	121897 ± 4857

	SD F2
	171079 ± 8641

	SD F3
	148757 ± 24077

	HME F1
	171314 ± 5350

	HME F2
	215656 ± 3188

	HME F3
	174651 ± 7573



