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was assessed on the PK of baloxavir acid. The individual Cmax and AUC were estimated 
with an empirical Bayesian approach. Exposure-response analysis was conducted for 
TTIIS and virus titer in the high-risk patients.

Results.  A  3-compartment model with first-order absorption and lag time 
was selected as a structural PK model, and well described the plasma concentra-
tions. The population PK analysis suggested that (1) AUC in non-Asians was 30.7% 
lower than that in Asians, (2) body weight significantly affected the exposures to 
baloxavir acid, (3) the exposures in high-risk patients were similar to those in 
otherwise healthy patients, and (4) no PK differences were identified regarding the 
risk factors for influenza complications. The exposure-response analyses showed 
that the body weight-based dose regimen (40 mg for the patients weighing <80 kg 
and 80 mg for the patients weighing ≥80 kg) shortened TTIIS and reduced virus 
titer for both type A and B influenza, across the entire range of baloxavir acid expo-
sures observed in CAPSTONE-2 although subject number in the lowest exposure 
group was limited and it was difficult to discuss the magnitude of the responses 
accurately.

Conclusion.  The results of the population PK analysis and exposure-response 
analyses provide useful information for understanding the pharmacokinetic and 
pharmacodynamic characteristics of baloxavir marboxil.
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Background.  TDM of VRCZ might be useful, especially in Asian people because 
of CYP2C19 genetic polymorphisms. However, limited data are available because of 
the small sample size.

Methods.  Patients who received VRCZ and had TDM were reviewed retrospect-
ively at five institutions. Adequate VRCZ dosage was defined as a loading dose of 5–6 ± 
0.5 mg/kg twice daily followed by a maintenance dose of 3–4 ± 0.5 mg/kg twice daily. 
For prophylaxis, the loading dose was left to the physician’s discretion. Optimal timing 
of TDM was defined as 4–7 days after starting therapy. Patients with adequate dosing 
and optimal timing of TDM were evaluated for analysis of trough levels (Cmin). Target 
Cmin was set at 1–5 µg/mL.

Results.  The study included 584 patients (treatment: 402; prophylaxis: 182). 
TDM was conducted on days 4–7 in 66.5% of patients (>7, 30.2%). A  low adequate 
dosage (44.5%) was observed for treatment mainly because of a low performance of the 
loading dose (46.8%). Achievement of target Cmin was obtained in 62.7% (>5 µg/mL, 
32.2%) in the treatment group and in 67.6% (11.0%) in the prophylaxis group. Seventy-
one of 81 (81.7%) patients who required a dose reduction reached target Cmin by the 
second TDM. In 38 patients whose dose was not altered at oral switching, Cmin was 
significantly reduced from 2.5 ± 1.6 to 1.2 ± 1.3 μg/mL (P = 0.002), which indicated 
the necessity of TDM after oral switching. Hepatotoxicity occurred in 4.6% and visual 
symptoms in 7.9% of patients. Visual symptoms resolved without discontinuation of 
VRCZ in 73.9% of patients. Because of dosage adjustment based on TDM, high Cmin 
did not cause hepatotoxicity. However, the incidence of visual symptoms was signifi-
cantly higher in patients with a high Cmin (12.7% vs. 5.4%, P = 0.002).

Conclusion.  One-third of Japanese patients who underwent VRCZ treatment 
with a loading dose showed high Cmin. Occurrence of hepatotoxicity was prevented 
with alteration of dosage in these patients (AMED, JP18fk0108045).
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