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TRBRIEHE IR « BB B e T E MM : 202022 A 1 H~2021 427 A 31 H
TRBR S T E IR - 2020 452 H 1 H~2022 42 H 28 H

2019 4E 11 H 226 2020 4 1 H W 5 Jifigk, 2 H @ 1 fligk @ IRB TOHEE 2R THREDHE, 2020 42 H L 0 G5
ZBRLE L7, 2020 4EEEIFIEER CITIMEFIC B EREE RN L, & 25 FIOBEITS YT ELV S 9 A R,
2020 4F 10 AT T L7, 2021 47 5 HICHRMEEZ OBISEMIM AKX T L, 7 —F i, BEELK X2, IRRREHRE
EAVERL L, TR TIRIE 2021 45 11 HICHH L,
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P CMV JEYLE & 22 S LT BN 24 Bllc W T, BT CH LG 6 » AR ORIMH CWV BEDX—RZ T A L)
5O LR (FEHMEER) X, MHFENICAEERETRRD 572 (p<0.0001, Wilcoxon fFSNENTE)
RIKIEHT Cd D% 5- 6 » A& ORI CMV 23 E [RFUE AT O REFI 513 95. 8% (23/24 i) Th o7z, &
5.6 » A%OMIER MV EBDORX—Z T A b OEE (ZOMORIKFEHEEE) (22oW T, M FICER
IR TR HAvZ (p<0. 0001, Wilcoxon fFANAN RE) , HELRRIRFHEEE Th 5 ABR IZED < B FEF
VAL IR— R T A % L TEAL LT s OFlG (%56 5 H& D ABR @ Best ear assessment ) Tl
M+ AL BENIEFOEE) +ARE (HEABEENSFRERE) | 25100% T, BEE L TEHE L 59.0% &
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93.8% T o1, LEMEIZHOWT, BWEHDIIRIT 45.8% (11/24 ) T, b L<BOLNT-H DILLfH
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FRREHRS AT LEANET =2~ XA F AT LA EZHWTER L TW5, BEHOTHICHOWTRIEE
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FERME A b AT a7 A )V A RRGYIE O R R B C I TR R AR E 2 I H rTaE 7 f A CMV I 7E 5 D e
S22 VGOV DIEISHTER & 72 > T2 35A1T . IRV RO HE I B R B T H rTRE 72 A R & A L 2 B E R DS 40 B
b, BRFELOLFFEEZITO, REBIEEHWTYHREHRD A T ZAOMBER 7 A VA ERIER & B3
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ThHILHEI L CHEF LT~ (Torii Y, et al. BMC Infect Dis. 2023:;23:31.) ., ZOfEHEAE & ICBHE
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ZHA RTA AMEREESEND B, WA RTA L DRa—TRLI V=DV T T AF g o0 TE e
. 2022 R SUERRER A AMBICZFE L CNE LB ESE VAT YT 4 v 7 L E 2 — 21TV, &7
IR L BT U AL AUUZOWTHIIEEREBIC X D HER OB S OREE /T 721k, IMFEREBLIOVIT7 Y v/ o
AL RET 2023 4510 AICRE L LCRIET A R T A V&2 %#E Uiz, MINDS IZ &L 5 A% M % 51 HP TAB
SNAHTA RTA L LTARSINTZ, F2OMEAENAGEICHE LT (Ito Y, et al. Clinical practice
guideline for the management of congenital cytomegalovirus infection in Japan 2023; Executive
summary. The Pediatric Infectious Disease Journal, in press),
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ZTOHDOT Hua—T v T EEDUFENIRBIFETA BT A4 ZVER L, MINDS (2 X DA% R b =2 1 74&GR
Nize ETEBRNCAFEERDO T A BT A TR0 7272, MENGEICHE AR E LT,

3



(4) MIEFYA kAT AL AR E B A O RE YA K

BEEL . RIBEAGR SN TV D REDIMEEF 7 A VA ERERD, EREYA M AT a T A VA EGEIZ BN T
t VGOV DI EZE D ETERRN S D Z L 2 FGEL . AIEOXT D RBEISIER OERRBE T2, i
W20, BEZIEOBISE CERER 2 E L TUA LV RAERICE DL ONEEHET D ENAREE 72

7,



(3E30)

We conducted investigator—initiated clinical trial of valganciclovir (VGCV) in infants with
symptomatic congenital cytomegalovirus infection(cCMV) (jRCT2051190075). Although clinical efficacy
of VGCV in symptomatic cCMV has been reported, VGCV therapy was not officially approved and off-
label use was inevitable in clinical setting.

In 2018, we arranged investigator—initiated clinical trial of VGCV, and study design was
approved at face—to—face advice by Pharmaceutical and Medical Devices Agency (PMDA) in Japan.
Protocol of a multi-—center, Phase III, open label, single—arm clinical trial with VGCV 16mg/kg
b.i.d. for 6 months for infants less than 2 months old with symptomatic cCMV was fixed, and
clinical trial application was submitted to PMDA in December in 2019.

After approval of IRB of each institution, enrollment of patients was initiated in February in
2020. The entry of 25 patients was finished in October in 2020, and the results were published in
June in 2022 (Morioka I, et. al. J Clin Med 2022;11:3582). Whole blood CMV was significantly
reduced after 6 months, and the ratio of patients whose whole blood CMV was lower than threshold
was 9b.8%. Regarding best response ear assessment after 6 months, total of improved plus unchanged
at normal plus unchanged at the same degree of hearing loss was 100%, statistically higher than
predetermined threshold of 59%. Total ear response assessment after 6 months showed total of
improved plus unchanged at normal plus unchanged at the same degree of hearing loss was 93.8%. Side
effects were reported in 45.8%, and neutropenia was seen in 33.3%. Based on these results
indication of VGCV for symptomatic cCMV was officially approved in March in 2023

Following the clinical trial of VGCV, patients were continually enrolled in observational
study focused on long—term efficacy, neurodevelopment, and safety until 6 years old.

When patients with symptomatic cCMV are treated by VGCV, viral loads of CMV need to be
evaluated. In order to apply an already approved measuring system to cCMV, we validated the system
in comparison with our in—house system, and good correlation was verified (Torii Y, et al. BMC
Infect Dis. 2023;23:31.). Based on the result, measurement of viral load with the system in cCMV
was approved in March in 2024.

For safe and effective management of cCMV, comprehensive guideline was required. We
arranged a guideline committee and fixed our scope and clinical questions. After collecting
published data of cCMV in available database, systematic review was conducted, and levels of
recommendation was determined. The guideline in Japanese was published in October in 2023, and its
executive summary was also published (Ito Y, et al. Clinical practice guideline for the management
of congenital cytomegalovirus infection in Japan 2023; Executive summary. The Pediatric Infectious
Disease Journal, in press).



