What is the optimal initial tacrolimus dose in Black renal transplant recipients?
Introduction
It is well established that the oral bioavailability of tacrolimus is lower, by around two-fold, in individuals who are genetically sub-Saharan African (Black) than in other ethnic groups. We previously published the observation that increasing from our standard 0.2 mg/kg dose to 0.4 mg/kg for Black patients resulted in over-exposure in the majority (Vadivel, et al. Transplantation 2007;83:997). Our regimen was subsequently adapted to an initial dose of 0.3 mg/kg for Black patients with audit data reported here. Data were analysed against a target of 8-15 ng/mL. 
Methods
Between 2010 and 2014, a retrospective database of all patients who received a renal transplant under the care of our regional transplant centre was created as part of routine audit. Whole blood tacrolimus concentration (C0) measured by immunoassay at day 2 or 3 (D2/3), prior to any dose adjustments, and day 7 post-transplant (D7) were recorded. Acute rejection was noted as suspected on clinical findings or confirmed by renal transplant biopsy. 
Results
During the study period 49 Black and 375 Caucasian patients received a renal transplant. 21 recipients were excluded (three Black, 18 Caucasian) due to missing data, early death, graft loss or cessation of Tacrolimus. Table 1 shows C0 in Caucasian and Black recipients at D2/3 and D7 and compares these to our previous findings of C0 in Black recipients at D7 across two different dosing regimens.
	C0
	Therapeutic
	Sub Therapeutic
	Over-Dosed

	Black Recipients 0.3 mg/kg (n = 46) 
	
	
	

	D2/3
	25 (54%)
	3 (7%)
	18 (39%)

	D7
	33 (72%)
	5 (11%)
	8 (17%)

	Caucasian Recipients 0.2 mg/kg (n = 357)
	
	
	

	D2/3
	161 (45%)
	53 (15%)
	143 (40%)

	D7
	218 (61%)
	72 (20%)
	67 (19%)

	Vadivel et al. (All Black recipients at D7)
	
	
	

	0.2 mg/kg (n = 26)
	11 (42%)
	10 (38%)
	5 (19%)

	0.4 mg/kg (n = 13)
	3 (23%)
	0 (0%)
	10 (77%)


TABLE 1. Comparison of C0 across ethnic groups at D2/3 and D7
[bookmark: _GoBack]In Black recipients, there were a total of 14 episodes of acute rejection (13 biopsy proven). No association between rejection and tacrolimus exposure at D2/3 (p=0.61) or D7 (p=0.13) was found. In Caucasian recipients, there were a total of 90 episodes of acute rejection (all biopsy proven). Again, no association between acute rejection and tacrolimus exposure at D2/3 (p=0.32) or D7 (p=0.21) was found.
Conclusion
These data indicate that an initial tacrolimus dose of 0.3 mg/kg in Black patients results in similar proportions achieving target blood concentrations to Caucasian patients dosed at 0.2 mg/kg. There was no significant association between tacrolimus exposure and transplant rejection in Black or Caucasian recipients but this may reflect insufficient statistical power. These data support an initial Tacrolimus dose of 0.3 mg/kg for Black renal transplant recipients. 
