ELECTRONIC SUPPLEMENTARY MATERIAL

Methods for Genotyping 
The applied method for genotyping included: DNA extraction from whole blood samples using the Perkin Helmer MSM1 automated extraction machine; PCR and bi-directional Sanger sequencing; data analysis using SeqScape v 2.0 software (LifeTechnologies). 
[bookmark: _GoBack]Methods for Assessment of Tacrolimus Whole Blood Trough Levels
The assessments of tacrolimus whole blood trough levels for daily dose adjustments were performed locally, while PK assessments of tacrolimus in whole blood were performed at a centralized laboratory (Simbec Research Limited, Merthyr Tydfil, UK) via liquid chromatography with tandem mass spectrometric detection (LC-MS/MS), according to the principles of Good Laboratory Practice. Samples for centralized PK analysis were stored at -20°C until submitted for analysis. The analytic method was fully validated, with a lower limit of quantification of 10 pg/mL, calibration range 10‒50000 pg/mL, between-run accuracy 94.1–104.8%, between-run precision 3.3–6.2%, within-run accuracy 95.5–106.6% and within-run precision 0.9–8.8%. All samples were analyzed within the validated stability timeframe of 141 days.


Supplementary Figure S1 Tacrolimus trough concentrations (PK population)
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Table S1 Tacrolimus trough levels (PK population)
	
	
	Overall
	CYP3A5 *1/*3
	CYP3A5 *3/*3

	Study 
day
	Patients with tacrolimus trough levels below/within/above the target range, n (%)
	All*
	LCPT*
	PR-Tac*
	All*
	LCPT*
	PR-Tac*
	All*
	LCPT*
	PR-Tac*

	2
	Below
	4 (6.2)
	2 (6.1)
	4 (11.8)
	5 (50.0)
	2 (33.3)
	3 (75.0)
	1 (1.9)
	0
	1 (3.6)

	
	Within
	46 (70.8)
	23 (69.7)
	23 (67.6)
	5 (50.0)
	4 (66.7)
	1 (25.0)
	40 (74.1)
	19 (73.1)
	21 (75.0)

	
	Above
	15 (23.1)
	8 (24.2)
	7 (20.6)
	0
	0
	0
	13 (24.1)
	7 (26.9)
	6 (21.4)

	3
	Below
	2 (3.0)
	2 (6.1)
	0
	1 (10.0)
	1 (16.7)
	0
	1 (1.9)
	1 (3.8)
	0

	
	Within
	39 (59.1)
	18 (54.5)
	21 (63.6)
	9 (90.0)
	5 (83.3)
	4 (100.0)
	30 (56.6)
	13 (50.0)
	17 (63.0)

	
	Above
	25 (37.9)
	13 (39.4)
	12 (36.4)
	0
	0
	0
	22 (41.5)
	12 (46.2)
	10 (37.0)

	4
	Below
	1 (1.5)
	0
	1 (2.9)
	1 (10.0)
	0
	1 (25.0)
	0
	0
	0

	
	Within
	31 (46.3)
	14 (42.4)
	17 (50.0)
	9 (90.0)
	6 (100.0)
	3 (75.0)
	21 (38.9)
	7 (26.9)
	14 (50.0)

	
	Above
	35 (52.2)
	19 (57.6)
	16 (47.1)
	0
	0
	0
	33 (61.1)
	19 (73.1)
	14 (50.0)

	5
	Below
	2 (3.2)
	1 (3.2)
	1 (3.2)
	1 (11.1)
	0
	1 (33.1)
	1 (2.0)
	1 (4.2)
	0

	
	Within
	37 (59.7)
	18 (58.1)
	19 (61.3)
	8 (88.9)
	6 (100.0)
	2 (66.7)
	28 (56.0)
	11 (45.8)
	17 (65.4)

	
	Above
	23 (37.1)
	12 (38.7)
	11 (35.5)
	0
	0
	0
	21 (42.0)
	12 (50.0)
	9 (34.6)

	6
	Below
	2 (3.3)
	1 (3.1)
	1 (3.4)
	1 (11.1)
	0
	1 (33.3)
	0
	0
	0

	
	Within
	40 (65.6)
	19 (59.4)
	21 (72.4)
	8 (88.9)
	6 (100.0)
	2 (66.7)
	30 (61.2)
	13 (52.0)
	17 (70.8)

	
	Above
	19 (31.1)
	12 (37.5)
	7 (24.1)
	0
	0
	0
	19 (38.8)
	12 (48.0)
	7 (29.2)

	7
	Below
	4 (6.3)
	3 (10.0)
	1 (3.0)
	2 (20.0)
	1 (16.7)
	1 (25.0)
	1 (2.0)
	1 (4.3)
	0

	
	Within
	44 (69.8)
	18 (60.0)
	26 (78.8)
	8 (80.0)
	5 (83.3)
	3 (75.0)
	34 (68.0)
	13 (56.5)
	21 (77.8)

	
	Above
	15 (23.8)
	9 (30.0)
	6 (18.2)
	0
	0
	0
	15 (30.0)
	9 (39.1)
	6 (22.2)

	8
	Below
	4 (6.8)
	1 (3.6)
	3 (9.7)
	2 (22.2)
	0
	2 (66.7)
	2 (4.3)
	1 (4.8)
	1 (3.8)

	
	Within
	45 (76.3)
	21 (75.0)
	24 (77.4)
	7 (77.8)
	6 (100.0)
	1 (33.3)
	35 (74.5)
	14 (66.7)
	21 (80.8)

	
	Above
	10 (16.9)
	6 (21.4)
	4 (12.9)
	0
	0
	0
	10 (21.3)
	6 (28.6)
	4 (15.4)

	14
	Below
	3 (4.8)
	0
	3 (9.4)
	1 (11.1)
	0
	1 (33.3)
	2 (4.0)
	0
	2 (7.4)

	
	Within
	51 (82.3)
	27 (90.0)
	24 (75.0)
	7 (77.8)
	5 (83.3)
	2 (66.7)
	41 (82.0)
	21 (91.3)
	20 (74.1)

	
	Above
	8 (12.9)
	3 (10.0)
	5 (15.6)
	1 (11.1)
	1 (16.7)
	0
	7 (14.0)
	2 (8.7)
	5 (18.5)

	15
	Below
	2 (3.4)
	2 (6.9)
	0
	0
	0
	0
	2 (4.3)
	2 (9.1)
	0

	
	Within
	45 (76.3)
	22 (75.9)
	23 (76.7)
	8 (88.9)
	5 (83.3)
	3 (100.0)
	34 (72.3)
	16 (72.7)
	18 (72.0)

	
	Above
	12 (20.3)
	5 (17.2)
	7 (23.3)
	1 (11.1)
	1 (16.7)
	0
	11 (23.4)
	4 (18.2)
	7 (28.0)

	21
	Below
	2 (3.4)
	1 (3.6)
	1 (3.3)
	1 (11.1)
	1 (20.0)
	0
	1 (2.2)
	0
	1 (4.2)

	
	Within
	36 (62.1)
	19 (67.9)
	17 (56.7)
	5 (55.6)
	3 (60.0)
	2 (50.0)
	29 (63.0)
	16 (72.7)
	13 (54.2)

	
	Above
	20 (34.5)
	8 (28.6)
	12 (40.0)
	3 (33.3)
	1 (20.0)
	2 (50.0)
	16 (34.8)
	6 (27.3)
	10 (41.7)

	28
	Below
	4 (7.0)
	3 (11.1)
	1 (3.3)
	1 (11.1)
	1 (20.0)
	0
	2 (4.3)
	2 (9.1)
	0

	
	Within
	35 (61.4)
	17 (63.0)
	18 (60.0)
	7 (77.8)
	3 (60.0)
	4 (100.0)
	28 (60.9)
	14 (63.6)
	14 (58.3)

	
	Above
	18 (31.6)
	7 (25.9)
	11 (36.7)
	1 (11.1)
	1 (20.0)
	0
	16 (34.8)
	6 (27.3)
	10 (41.7)


*Not all patients were evaluated at each time point, therefore denominator for % calculations differs between days

Relative bioavailability and peak-to-trough fluctuation within each genotype-subsets
Relative bioavailability in patients with CYP3A5 3*/3* genotype at Day 3 was ~37% greater with LCPT (53.95 ng.h/mL/mg) than with PR-Tac (39.40 ng.h/mL/mg); LCPT/PR-Tac 90% CI adjusted GM ratio 1.18‒1.62, p = 0.001. AUC0-24h/daily dose levels and the difference between the groups for CYP3A5 3*/3* were maintained at Days 7 (LCPT/PR-Tac 90% CI adjusted GM ratio 1.18‒1.69, p = 0.002) and 14 (LCPT/PR-Tac 90% CI adjusted GM ratio 1.33‒1.89, p < 0.001). 
Relative bioavailability in patients with CYP3A5 1*/3* genotype at Day 3 was greater with LCPT (28.86 ng.h/mL/mg) than with PR-Tac (18.11 ng.h/mL/mg); LCPT/PR-Tac 90% CI adjusted GM ratio 1.30-2.02, p = 0.004. AUC0-24h/daily dose levels and the differences between groups for CYP3A5 1*/3* were maintained at Days 7 (LCPT/PR-Tac 90% CI adjusted GM ratio was 1.23-1.83, p = 0.006) and 14 (LCPT/PR-Tac 90% CI adjusted GM ratio was 1.08-2.45, p = 0.060). 
When assessed by genotype subgroup, patients with CYP3A5 3*/3* had ~30% lower peak-to-trough percentage fluctuation in comparison with PR-Tac at Days 3 (p < 0.001), 7 (p < 0.001), and 14 (p = 0.002); however, in the CYP3A5 1*/3* subgroup, peak-to-trough percentage fluctuation was significantly lower with LCPT on Days 7 (p < 0.05) and 14 (p < 0.05), but not Day 3 (p = 0.727). 
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