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Background  
There is paucity of data on coadministration of isavuconazole (ICZ) with letermovir 
(LET) in allogeneic hematopoietic cell transplant (HCT) recipients. We compared ICZ 
plasma concentration (Ctrough) in HCT recipients with and without coadministration of 
LET. 
 
Methods  
Retrospective review of HCT recipients who received ICZ for primary antifungal 
prophylaxis in an open label study from June 1, 2017 to October 31, 2018 and had 
≥1 ICZ Ctrough. ICZ started by day 9 post HCT. ICZ Ctrough levels were checked when 
patients had been on a stable dose of oral ICZ for ≥ 1 week and during episodes of 
Gastrointestinal (GI) GVHD if patients were able to tolerate and absorb oral 
medications. CMV-seropositive (R+) recipients who received HCT after December 
2017 received LET for CMV prevention. Patients were categorized into two 
groups no-LET and LET. ICZ Ctrough were compared between groups using Mann–
Whitney U tests. 
 
Results  
Of 89 patients analyzed, 20 (22%) patients received concomitant LET. Baseline 
characteristics were similar between no-LET and LET groups (Figure 1). Eighteen 
(20%) patients had ≥ 2 ICZ Ctrough measured. A total of 109 ICZ Ctrough were 
obtained at a median of 31 (interquartile range [IQR]: 23-41) days from HCT infusion. 
In LET group, ICZ Ctrough were obtained after 16 (IQR: 2-22) days from LET initiation. 
The median Ctrough was 3.0 (IQR: 2.2-4.2) μg/mL for all patients. ICZ Ctrough were 
similar between no-LET and LET groups (Figure 2). Twenty patients with GI GVHD 
had 27 ICZ Ctrough. ICZ Ctrough were similar in patients with and without GI GVHD 



(median 2.7, IQR: 1.9-3.8 μg/mL versus median 3.3, IQR: 2.5-4.2 μg/mL, 
respectively; p=0.089).  
 
Conclusions  
ICZ Ctrough were within the expected range with or without LET coadministration in 
allogeneic HCT. Given reported decrease in Ctrough of voriconazole during letermovir 
administration, isavuconazole provides an alternative azole with less drug-drug 
interactions and pharmacokinetic variability. 
 
Figure 1. Comparison of baseline characteristics 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



Figure 2. Comparison of ICZ Ctrough 
 

 


