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ERET 5, OTHEZRL MEPM IZEE LHE L, WPRENEDRKMEDOHR L2 5,

3. BIRIC BT A REMHEEIC DV T
3-1. HHREF ICHEE A ROEEZRG D HE

WEBREICEETHAL, BEAAYOREBEELRET S,

(RO BEHAE)
WEMMITREARANCEARROBBIC S > T, FTREHXEONFICOWTAETHIAT S, HEA -
FEXE (RMAEED IISHEO, ERREHAT5 L 2 CBERACTET, |

4. fRET R OREFHFRIBLIE
NYASRAREHOMTRELRE L, BEMEGFHERDESRE BV TEBRIWDMIC 25 HT 5,

5. WEBMiER
BIRERKFHE S W o EER Y o & — ik



JRAE T BRI &
EewE =4 ) v 712 X 5 E e B RGE O M L2 B3 S HF5E
SyaptsEEE &

4 hZary—rombBEEE=4Y 7]

W EE &R OAAR

MREE

ERABRLFHGESG R

DRl Mg

[FIFl 1 i g MR A % DTRTEME R BFIEIC 354 b T 2 7Y — VRO TR R %

Sl 5 L, mlEEE =2 ) > 7 OF AR O PSR 52 5 R TR RE LT, &
M HRRBRERE 50 Flicx LT, A ~Y Y —L®NAK 1%200mg(20mL)1 B 1 [EO#%0F5#
BEATV, BAERT B LEMER O 7 ARICEEEKY 0~ b7 5T 4 =2 HNTA B 5 =
F = o PREEZRIE LT, ITCZ + OH-ITCZ O ifi 2 B D B 1%, BAEATAS 869.0ng/mL,
B 1 @R#%A 982.Tng/mL, B 1 » A #%7% 1009.2ng/mL T, JEGIM, F7FA—EHNTHE
FRTEZE ORI L > TS 2 E AR E | MHPRESADIZE L CTOZESNIIA I TIE X 72
S, MAEEICHEE 52 BRT & LTI, RIHEE o EAEE K ORI FRE S, AR X
V| [FfEE SRR EE BT ATREMEREEIME T E LTA R T a2y — Vv a2 HW556
X, EHIICPRELZE=F —THHLERD V| E-EHEREEEZ G0 2 Reigi i3
FHIZBTHERIZOVWTUIERIITR O LERH D,

A. HFRAH

[ Fl s i SR M AR B 1% O AR GYIE 1%, Wi B
L<., o —HBHEET 5 L IRRICEER: UBSERNIE
FIZ@EWZ b, ZOFHMRICERNE»NLT
W5, k7 at Y —/v (Fluconazole’FLCZ) A3
BH#OBREEBRRETFHEL LTAS AW TR
D, BIETIRLVERWHIE AT 2R T LHH
7Y = NVRERORFERER, £D1O>THDA b
Z 2} —/b (Itraconazole:ITCZ) Ix, kD H 7
TAAIL D bR KB SE S o RS
HEHEOHBUZ LY, ZOTHEME BRI
TW3,

A ~F 37— NOFE M PEREIOVTIE,
ITCZ >250ng/mL X% ITCZ >500ng/mL, ITCZ +
OH-ITCZ >1000ng/mL % Dk % 72 8EN & 5 03,
E PR L SR - BEE OBRIIKRIEA LT
20, Eio, WHRRPEREZRHWTSH, A2
BREEICE L Z2VVER S —IRTF L. BREREO XL DI
BEOREPBMIIET 25681F. —EORIET
AR OMPRENHER SN TS, TP EICHER
SNTWVDEPENIFRHATH D, i, £ hF a2
Y=k, F R a b P450 BERREI L TRES

NEEREOMEEREZA L, 2< OEFOmpiE
EICEELBEZDZENRALNTEY, FICOHHZE
MEF BRI E D L 5 RIEMEREEZ KT O
O TiEeuy,

LA X0 AWFZE Tk, Rl & L i R B Al 1% D 7R
EMREEEICYT D4 M7 a2 Y —VNBAKRO T
BEORREZRIT R T2 & & big, £0
TR ERRBIZS I EH LOooFEMEEZ 2 ha—
NTBH7oDOMPREE=F2)7OEHEZTIML
770
B. W55k

HHEBEENEZ E I IMEZK ST 20
FU EodEmsgMaBEeE 255l L, BEA X
w1 AL ERISA MY Y —LONAK 1%

200mg(20mI)1 B 1 EORE 5 * Btk L, Wik

Mkt MBS 124 R U Y — L ®TE 1%200mgl H 1[E D
FEREGICEERE L, JFAIE L TBAE% 100 B B
ETRGEMGE LI, A T aFY—LD T TE
DRIE % BHERT (W =2 — Y VFREIRBART) .
B 1 EMEZELO 1 » BRRICITR o7, KLV ML
# 5mL A U Tl g% 4rBE L 7=, -20°C TR
RFL, MRk e~ N7 7 4—%HNOTA b



5 ary — ViR EE ZJE L,
<RI E ~DBE >

ARBRIT GCP 2#A L, B O~V UFEFI
BV HEGFRAIZ M8 L CER L, IWREE
EELTARROELNEFREHRAXEICE ST
ERVCABEICL 3 Ho2BAEITY., KBREDHRA
BERICLDMELR, HREOTS T AN —Dk%
#io+oEE L. BRERRICEREE S E AV TEAL
{7l oz, RERVCMPBERERICR > TRE
ECMTHEIE LT,
C. kR

A +Fary—NOFHREEZRELIERIL
22-70 ¥ D BHE 50 Bl (B 30 i, Ztf 20 61) T,
BB, Atk A s 25 51, B B R ARE BT 4 61,
BRS¢ ] (BMH-EHEME QLR 4 FlET),
AT MR A mAs 4 61, Bk o E 10 41, £
RUEHE 1 Th o7, BIY — R TER M 26
151, FEMABE BEAHS 21 5, MK A M #HH AR A3 3 51T,
BHEEILEIT. 745 T 28 LR R
MEN 39 B, Yrium T ATy IR
(Cyclophsphamide:CY) % & T¢8 SAKERIRTLE H
1 FTHoT,

50 5 4 G CRMEATNCA F T 3F Y — L OfkE
MARREL Y | FRLUND 46 Fl OB O 51k
HIR O JfEE 70 (5-330 H7E o 7=, 19 Hil CHHK
ORBNEE L 2 0 ERBA~DOEELITRo7,
F7-BH% 100 HH T, MBEFREOHE -
FEORREE D E AL (18 B1), T-Bil @ L& (1 4. 8-D-
IahryOER (1 F ), RRRANC X DRk

(761 ) rEoBAT, 5 27 HICHA~DEEE

£ER &N, EEROEFNTIRY a2+ —1 9
Bl, IHT77oF 106, THAEFT VB YR
V—ABIK TH, vAar— 1ETHhoT,

BhEnT, BER 1 EMERC 1 » AROA hT 2

TV =NV OMPBREOCHBER 1IZRT,

Concentrations (ng/mL)

Median ITCZ ITCZ OH-ITCZ+
{range) >250 >500 ITCZ>1000
Before 869.0
(n=50) (24.3-4716.6) 50.0% 28.0% 40.0%
1 week 982.7
(n=44) (82.4-3282.5) 55.5% 33.3% 50.0%
1 month 1009.2
(49.8-3650.2)

#1. A4 FT7ar/—AOLPREOHS

ITCZ + OH-ITCZ o i s {if ix . % i A 28
869.0ng/mL(24.3-4716.6ng/mL), B 1 @EREHEH
982.7ng/m1(82.4-3282.5ng/mL), BHE 1 » A&A
1009.2ng/m1.(49.8-3650.2ng/mL) ¢, FEHIHE. BT
F—ERNTHEHIC L > TIELSENRKE L,
ITCZ + OH-ITCZ O J{#E* 1000ng/mL Z#k X 7o
DL, BHEH 1 » AROAZFE o, EHEARET
DRI 20 B IE, WIR T CORIEKIX 104 RiE T &4
DI RO R REL, 1624.3(463.1-3650.2)ng/mL
R O* 869.0(24.3-4716.6)ng/mL, ITCZ + OH-ITCZ
OHY{EN 1000ng/mL 8 x - 0% 85.0% K T
39.4% T, EH A TIIEBH 2R L PRENEDS
ATV B AR DT,

BHE#%1 »yAEEF TREFANCEETDZ L2
AR 2k T & 7= 20 B0 PR E OHB LK 11
Y,

M1 472/ —AHNARD
i A i B DR AL

ITCZ + OH-ITCZ @ ¥ S {& X, B4 Al 2

4000 p

3000

2000

| ITCZ+OHATCZ(ng/mL)

1000

0

1 month

Before 1 week

848.3ng/mL(24.3-3507.0ng/mL), BHE 1 BE%EH
747 4ng/m1.(117.3-2553.3ng/mL), B 1 » A%
689.1ng/m1.(49.8-2858.4ng/mL) & | ik W XL &
MKEL, FEAEDOERT ITCZ + OH-ITCZ
>1000mg/mL %R TE TW\irdo 7,
MPREICEEY 2 2R T L UTIE, EES
D ESEE R ERMFEE X iz, CTCAE grade 2 LA
LOREREER S B4 O ITCZ + OH-ITCZ @ 4
BEEIX, 652.7ng/mL(29.6-3507.0ng/mL) & | grade 2



FKii OHE D 1019.0ng/m1.(24.3-4716.6ng/mL)(Z L
LTHEILE»-7-(P=0.014), £/ 55 FLL Eom
FRAE Y, 1234.5ng/mL(24.3-4716.6ng/mL) & . 55
F RO 655.2ng/mL(29.6-3507.0ng/mL)IZ LL#k L
T < (P=0.0002), FinAieE < 72 51224 Tl i
ER ERT2ERR7D 5 /R =0.381),

A FZaFy— N ERT S LB s EEZE
TERZ 2 LTESNITR < . CY & 0EMMAEIERIZS
WTH, CY ZEFLAMLERICA N T aF Y — L&k
for L7= 11 Bl BT CY O F OB RRh 13451258
O Lo T,

1 BT, BHE% 23 H BIZ Aspergillus terreus |
L DERBEHERT ALV RFELZRD, TN EEE
DFER & 72 723, Z DFEFI D ITCZ + OH-ITCZ i,
BRI 1141.9ng/mL TH o 7=DIZxt L, BhE 118
f]#1% 330.7ng/mL LIKETH - 7=,

D. ££

WHIRPHEREEZFAWTH, ARRicEL Vi
VIEBIAFIE L, D OBREANCHRIE L7z fu PR E A
HNETH - T OB I P IR EE S IR
LTCWRVWERINRSH Y, BERD D WDIXE—BEN
ThHoTHRIZ L > TA T a+ Y —rom iR
FBIZRERIESDERH D Z NG oT, MR
BRI U T-RFIL, REIEREE O HIEE L FlTS o
7zo FEROERFITIX, F 7 ol P450 BEEREN
T 5% OFEY L RERIC, N & HFRBBET
USRI AN IER L C W B ATREME B B, 7=
ITCZ 1% 99.8% & FEH ICEmWVE AR A RETRTH, N
BICENIET LT I U L, IEREE DA R T
a ;)BT I RN E < 72 D ATREME
HLEZOND, 2T, TNHIZOWVWTITSHRER
DRAVDBETH D,

E. &%

LAEX Y [FfEE MR B 2381 B IRIE
HEEBPETHE LA b T3y —LE2HNWD
Bad, EMNICPRELZE=4 —T5UERD
%, AR FEENE ORARVEFICE L Tk, 8
BUIMAI~OEEEZREFTTILERH D EEXDL

hNo, ElBEEEMOERRMEEES 2G0T 5
R AR RA 2 R L, BEOWRELLE Lo
FERREFEE AN B Lt AR A BAT 5 2 Lo
Bahd,
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JEAE T R A T i B <
RIRT VX —RBETE - IRRETIE R
SN E

TR E AR 6HE 9 (GVHD) BBFIZ R 2 A_7 1 2 & R 5RO M iR B 5 it

MEaEE WA AR ERABELFASESS ROMF

MmigH EA

MREE TAD~NZ7aAFYr (BDP) FBEORMEG VHDICK L ToOFMEREE S
TWb, EHEABDRNE SN TWED, EBARBHES I, @5 AL i LT, Wi
PHERLTWD ARSI TS, 4E, BEGVHDIZN L TBDPHRE 8mg/H (¥
TRV dmgtN IR 4mg) EROBKE L-BE 10 flexigl LT, BDPRBIUOZOREYOMmT
BEZEEREs o~ 8777 0 —%FWT LC-MS/MS THIE L#E O B D P OENEIEIZ SV T
L7, HRBEELFITBD POFEEEHR#W THS 17-BMP B3RS iz, migEd 17— BM
P ® Tmax O HAEIL 2. 5 5 (range:1-4) . Cmax O HfE1T 1, 109 pg/ml (range:319-3,013) T
HY. AUC1I-4 OFHAEIT 2, 458 pg*h/ml (range:789-6,152) T -7-, BHEEF 1 0filicBITS
M4 17-BMP @ Cmax (349 10 {5, Tmax 13X 4 fEDORE 03H 0 | BEMTRERATYXRRDHH
Nz, @HEAICBDP 4dmg ZHEIROEE U7-BEOREYENRE L bk LT, Tmax OEHMEE L O Cmax
DOEERRDHNTEY, GVHDABEETIIBD P ORINAE AL TWAAFEMENRENTZ, L)
L EBIFIDONRZ Y RRENWD, MFHRECEETIRTFE2ED. EROIRFABMLETH D,

A. HFFEBEH

BAt R x1E % (Graft-versus—host disease : G
VHD) %, [RfEiEmEiasiieg o BERe 0HE
D—=DThd, A7uA FEOEHHKEIZ, GVH
DIz 4 DR HER RIGIRIE TH D23, EYEDHEM
7 ERIERMSRIE L 225,

Vvt g a A% (beclomethasone
BDP) i, AT TERE KN
B T UAFX—HRRIIHT DRAF & LT
CFERENTWEEATH S, BDPIE, MBHE
NHWINE, =AT 7 —BIZk AW ofEInE
EIEHRBM THD 1T-F /) T F @B s o R
4/ (beclomethasone—17-monopropionate : 17 B
MP) @&, 17TBMPIZAT a1 RIEEEZF
7272y A% (beclomethasone : BOH)
~R# S5, BD PIIHIEIEERIC & Y KER5S
BRMENDZ b, RENRIEREILZN &
DWESNTVWD, Z 9 LI ENBIRBRORMENG

dipropionate :

#& A B D P, AIVEMAZ8EERE L7 5%E GVHD DIaHtsE
ELT, Bx 280/ N—TroT0REML
BRMERRE SN TS, —HTHEGVHDIZx
TH5®ABD PHRHEFIC, BIBHEENTRZR D2y
HRERZ RIS E2HE DA I TS, Z0
JRR & LT, Mg i oy -k, Mt
EREREED- D, A & e U TR A L
TWAHAREME LRI STV D, FEEIIRIRIER 5
Bl TR 4 BRI DB DORIEDRE T, BE AL
e U C I FIRE D EE T dh D RTREMESRIE S W7
B, AENIEFIE L JIERA > 2L, Rt
iT-o7, BEGVHDRBREIIBITIA2BROBDP®
WINDORRE AR T D720, BDPEBIOZORH
M OENEREIZ SOV TRET LT,
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BB ST, 2MEBE GVHD Id L TR A BD
PEEESNZBEEZNGRE L,
2. BRENRFBROBDP L HE

B BAIE D BD PiX, MP Biomedical D ¥~
DAV AZ Y OFEKREERL, RN
KL AT EAAE Ve y THIO2 >OFE L L,
BD P a7 M, /MG CEME, /NEROKREIC
EHEEY P SN THHEEE TIERT S Z L 28
#L. BDPWRIKRIZ., EMHEEEFIERTLIZLE
P L7, BRAERARE O BD P OBKICE LTI,
BDPH7EN1H7EAHR Ing DBDP, BDP
WIRE 30me ' lmg PBDPE2EHET S L D ICkN
RIKIU T,
3. BDPH#7E/NEBDPHRREOEESEE M
Hh R B T RE B

BEHIER, EAREFICBVNTBDP IS L
F1EIL A7 'A% 1 B 4E (68F, 11HF, 16 K,
218), BDPHRIKIZ 1B 30me % 1 B 4F (47
EARMAD 15 %), BOKE Lz, WP RENE
X, BDP#:5Mts% 3 AL TCBDP I 7V
RA®% 1, 2. 3. 4Rtk (BDP PAREARA 3
KR 45 43) ZBRE LT
4. BDP. 17TBMP., BOH®ImFREREFE
BDP.17BMP. BOH®MmFEERIEL, Applied
Biosystems/MDS SCIEX #:¢> API 3200 ™ LC-MS-MS
system {(LC-MS/MS) TiT-~7-, mEiEAks n< o
7 7 4 — |(
chromatography : HPLC) @ # T i3 Symmetry Shield
MRP8 5 m2.1X150mm Column (Waters Corps.) %
W, LC-MS/MS CTRIEZAT > 1=,

< R ~DEE >

HBHFTRThHLXEBRC LD 7+ —L Kay
U bEREALE, JRBEOBAFRITIT IR
BHREDICEERRERBE S22 S, Yot
KRB > THBICEE I W,

high-performance  liquid

C. BFFERR

NEBELFITBD POFEFEERBM THD 17-
BMP sz, M 17— BMP D Tmax O
fhdfElX 2.5 B[ (range:1-4) . Cmax O HRAEIX

1,109 pg/ml (range:319-3,013) THH, AUCI-4 D
gL 2, 458 pegxh/ml (range:789-6, 152) TdH -
7=o }tEEFE 10 Hlick T 5MmEE 17-BMP @ Cmax
139 10 f, Tmax 204 EORERH Y BEMTRK
T YXRFH LN,

D. #%
REANCBDP 4mg Z HEEAKE LBROEN
ENRE & LB U T Tmax OEREFS L O Cmax DO FE{ENFR
HHENTEY, GVHDAE TIEIBD P ORINAHE
KLTWAHAREMEIRENT, mEP 17-BMP®
Cmax B L Tmax [HEFIFI TRE 2237 Y 53558
LNTHEY, BDPIIENEIRBROBAZSKENE
MTHDHZ ENRBRIINT,

E. ##

GVHDRBETIE, EALEBELTBD PRI
DAL TWSHERESELRH Y, BIRFERE0E2E
REERICEESSLBE BN S, EFRON T Y
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One-year low-dose valacyclovir as prophylaxis for
varicella zoster virus disease after allogeneic

hematopoietic stem cell transplantation. A
prospective study of the Japan Hematology and

Oncology Clinical Study Group
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F. Nakahara, S. Okamoto, M. Kurokawa, Y. Kanda. One-year low-dose
valacyclovir as prophylaxis for varicella zoster virus disease after
allogeneic hematopoietic stem cell transplantation. A prospective study
of the Japan Hematology and Oncology Clinical Study Group
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Abstract: Varicella zoster virus (VZV) disease is a frequent
complication after allogeneic hematopoietic stem cell transplantation
(HSCT). We carried out a trial of 1-year low-dose valacyclovir (VCV)
prophylaxis against VZV disease to evaluate its efficacy and safety.
Patients received oral acyclovir (ACV) 1000 mg/day until day 35 after
HSCT. Oral VCV 500 mg/day, 3 times a week, was started on day 36 and
continued until 1 year after HSCT. The development of VZV disease was
monitored until 2 years after HSCT. A total of 40 patients with a median
age of 43 years were enrolled. VCV was well tolerated in all but 1 patient
who discontinued it on day 224 because of thrombocytopenia of
unknown cause. Seven patients developed VZV disease at a median of
479 days (range 145-651) after HSCT, with a cumulative incidence of
18.5%. Two patients developed breakthrough disease during VCV
prophylaxis. The other 5 patients developed VZV disease after the
discontinuation of VCV, and 3 of these had developed extensive chronic
graft-versus-host disease. Visceral involvement and serious
complications were completely eliminated. All patients responded to the
therapeutic dose of VCVor ACV. One-year low-dose VCV can be safely
and effectively administered for the prevention of VZV disease after
allogeneic HSCT.
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Varicella zoster virus (VZV)-related disease develops as a
reactivation of latent virus and is a frequent complication
after hematopoietic stem cell transplantation (HSCT), with
arelatively high incidence of >20% (1, 2). Although a local-
ized dermatomal rash is the most common clinical presen-
tation, VZV infection after HSCT could present as
disseminated infection or visceral involvement, which
could result in high mortality (2). Furthermore, VZV infec-
tion is often followed by several complications, including
postherpetic neuralgia and secondary bacterial infections.

Although most VZV infections can be successfully treated
with antiviral agents, postherpetic neuralgia may affect
the patient’s quality of life. Therefore, the long-term admin-
istration of acyclovir (ACV) against VZV disease has been
investigated (3-9). Several studies have shown that prophy-
lactic administration of oral ACVat 600-3200 mg/day for a
fixed period of up to 6 months or 1year suppressed VZVdis-
ease during prophylaxis. However, VZV disease frequently
occurred after the cessation of ACV, and the cumulative in-
cidence of VZV disease over 1 year was not decreased (5, 6).



