ERSAXFZZHERIRI U
Keio Associated Repository of Academic resouces

Title PRIZEFZRVIFTY—IILOPKPDICE TV EEEREFEZDEE
Sub Title Development of an optimal dosing regimen for voriconazole based on PK/PD in children
Author # 1L, # K (Yokoyama, Yita)
Publisher BEESEEZES
Publication year 2021
Jtitle BEASKSERRBFEREESEREMREE (2020.)
JaLC DOI

Abstract


http://www.tcpdf.org

2020 4 EIBEESM A meneesmass 202154 A 12 B

Zit=) 2 2 B3
WFRRKE MEN%E (500 FM
B4 {1 N K4 (338) |Yuta Yokoyama

HHIERE (AAFE

INRIZBIHERYa+V—ILD PK/PD IZE DSV =-EEE 5 HE0EE

e (GER)

Development of an optimal dosing regimen for voriconazole based on PK/PD in children

BT FERERE

Ei] % Name Fﬁ@, M ‘?‘-7“?}}_ M H&% Affiliation, department, and position

LA (Yuta Yokoyama) EREFERM

1. HRRREEOME

RYIFY—IL(VRCZ) IEMHFEEE=—FIVITHEDIRERETHY. CYP2C19 [CKUFERBMTHS N A FIRIK(YNO)~E
R#ehd, BANDRICEWTRBEEZEIMEL . AR EEEEHFZ T OO BREEDRFIIITHNTIVGEL, ZZTERHETIE
AEEERE (1-4 pyg/mL) 28115 VRCZ DR BB E BRI EIToT-.

2017 3 B ~2021 £ 3 ADORICEIREEREMRE L2 —TVRCZEZESENT-/INEEFEDHILTIEREZINEL, HPLC ZAT
VRCZ HLU VNO DIFEEFXRBEAEL . AR EILIELREEEME L I —RUBEZE2RZEZHOWEREZES
(FKEREE 2137, 90625-1) DABEB TS,

SREHEL 0-4 FHD 10 fEH]. VRCZ FSTRE (148 iRA ) (38R 5 TlE 0.2-3.7 pyg/mL. B O KRS (K542 AvF) TIX 0.1-6.0
ug/mL THof=, VRCZ MH;RE L VRCZ/VNO LEIZEEALRIEDHEBEZERLI- (=0.805. p<0.001), Ff-. AEEEHICH(+5E0OK%
BEE2F. FIXEICREHDO/NMNEDOHZFREE (9 meg/ke/B)ZEELL, EEIRES = (9 mg/ke/BIFRE) B TIL 5.7-8.1 mg/kg/[El. &
52 (9 mg/ke/[EILLLE) BTl 10.6-14.4 mg/ke/ Bl TEH 1=, VRCZ/VNO LT E 528 TIX 019 -048 THY . BEERSEHD
0.62 -1.74 LLEE L THEIZIE D o= (p=0.005) ., 2R 5SS TIXAHEENS . VRCZ DR BHEEN R EEICHEE X -LEZDN
1=o

INRIZBEWLT VRCZ DRBEENBVNSEICIXHIFREELYSLDEBREENVETHLIENHALHI LTS, -, AEREEEIC
BT BHHHREETEMIZKY VRCZ I 52 HEBI TEAAREENRE SN T,

2. HREBEREROBE FER)

Voriconazole (VRCZ), an antifungal drug, is a blood concentration monitoring target drug that is metabolized to the N—oxide form
(VNO), its major metabolite, by CYP2C19. The metabolic capacity of pediatric patients in Japan for VRCZ has not yet been evaluated
and the dosage needed to maintain the therapeutic concentration range remains unclear. Therefore, we herein investigated the
metabolic capacity and dosage of VRCZ in the therapeutic concentration range (1-4 pug/mL).

Between March 2017 and March 2021, information was collected from the medical records of pediatric patients who received VRCZ
at the National Center for Child Health and Development, and blood concentrations of VRCZ and VNO were simultaneously measured
using HPLC. The present study was approved by the Research Ethics Committees of the National Center for Child Health and
Development and the Keio University Faculty of Pharmacy (approval numbers: 2137 and 90625-1).

Ten patients aged 0-4 years were included in the present study, and VRCZ trough concentrations (148 points) were 0.2-3.7 pg/mL
for intravenous administration and 0.1-6.0 pg/mL for oral administration (dry syrup). A positive correlation was observed between the
VRCZ blood concentration and VRCZ/VNO ratio (r=0.805, p<0.001). The oral dose in the therapeutic concentration range was 5.7-8.1
mg/kg/dose in the normal dose group (<9 mg/kg/dose) and 10.6-14.4 mg/kg/dose in the high dose group (29 mg/kg/dose) based on
the maintenance dose (9 mg/kg/dose) for pediatric patients described on the package insert. The VRCZ/VNO ratio was 0.19-0.48 in
the high dose group, which was significantly lower than that in the normal dose group (0.62-1.74) (p=0.005). The metabolic capacity
for VRCZ was higher in the high dose group, which is considered to have affected the dosage.

In children with a high metabolic capacity for VRCZ, a higher dose than the maintenance dose was required. The VRCZ dosage may
be estimated by assessing metabolic capacity in the therapeutic concentration range.
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