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4. KYaFJ—JL:EHLECQ
cQi. RUaF+v—Jv (VRCZ) fEREHICHLT TDM O&EIS L ?

Executive summary

a. TDM @ HigiZEEs R4 L BWER 2053 5 2 & 7225, CYP2C19 &= T4 5112 X % poor metabolizer (PM)
AHEWERLZAARNCBV T, FICEWERFHi A5 TDM 2342 ). 7 V7 ATIE, KEEDMEN A
HYLLAEFSEEY LT L7720 TDM 2179 (1D,

b. HEET L D R MEIFARRERE 2 A4 A 5EF] (Child-Pugh 7 9 2 A, B) TlRiEEHRGH»THN L7280, TDM TOi
BEMERSLETH D (D),

c. BIEORIENED ¥ ¥ FRERCBRIEEN 7 A )V F ) ASE 7 & A BB SRR 2 AT ) B a, RO ) 27 %R
59T HMTTDM #4719 (ID)o

d. JFHEREREES AR (1) RHESHRD SN WHE (1) X TDM 29 L HEHRAH 2479 o

e. MESERIZMAEE EA & BEMEAHE SN TWDE, 7272 LHRICEET L2 04, SR E T 285612
TDM % EE$ % (I-A),

f. ¥\ TDM (2o &, #5EZ2EH LA, VRCZ ZIEREoHEYERE (PK) (%58 & MR I EIRRIc
W) RRT 720, TDM 2 X A IMHEEOMERSLEE 25 (D),

g YR HEIZE VDS, EHEE S FE TR step down L7235 & 1 ZEEME T3 5720, 2o TDM 12 &
LIEPLETH L (1D,

h. ZRERIGEICB W T L BREIHHAICIZ TDM ##E5 2 (I11-A).

L REMERREOFH & LT VRCZ #5223 728l v ¥ b Cld TDM 2 FE i+ 2 (1D,

j. VRCZ LEEWHHAEAEH 2/ 3 2 M OBH £ 72139 LK TDM 2 FEfid % (1IILA) o

k. NETIE—BICEMHICLI D7) 7T ADENPKEL, TDMIZL2FHIAPLETH L (D).

CQ2. (BEE#&L)
CQ3. #Exh3 TDM DEFEAIL ?

Executive summary

a. BARG21T- 7234, 2~5 HBIZERWIRBEDEE IV b T 7EES NS, 72720, FHOAMKS L 2 H
H UL DR 50 PK % &b CEHli§ 2729012 3~5 HHE® TDM #%4E$ % (IIT-A),

b, FEEEREEAGE CIE R OB RIREER 2 HFET 572023 HHD TDM 2##E[E3 5 (IL-A),

c. 7VTANCHBHEELZPM TIEZ YT I AHKT CREMAER) L, 3 HHIERDIRED LAT 2 TREMEL
B bo MERE/IER EREOIREN L, SHHO TDM 2 EE 3% (1I1-A).

d. FFREZEER] D R TR L ERIREBIE T 2 MANEIE S 5, WE N 7 (HERERPENZDS, LRMEIC
VAR E) 12X > TXEN TDM 2 4B+ %,

e. AG2TbevEs (PHitkG%E), BELAPENS /O 5~8HHD TDM # &35 (II1-A).

CQ4. BATHREZ NS TDM OEEEIL ?

Executive summary

a. {HEEZHIT, FHREUETL2DICN T 7HE=10 ug/mL ZH#E2ET 2L (D,

b, TANRVENN A X BEGSETIE=2 ug/mL 2 %8B+ 5 (1I1-A).

c. FHitxG-TIE=05ug/mL OFHEDH LD, T A7 AN —EENERE L) SEOMPLETH L (I1-B),
d. BWEHZ PR3 2720 <4ug/mL 2352 (1) GE7 Y7 ATIE<65ug/mL [II]),

e. Child-Pugh C Tid VRCZ OZEMWHMFEHENTEB ST, <3ug/mL #HET 5 (I-A),
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Systematic review & X 2fEif (V1 K51 > REHEDFEE)

1. FZ7hy MATME: ReMH

TV T HIEEIET T MR TAT DN BRIRERER T B2 1B 4 12X ST L7z T T T HUT O 11 ORRIRIFZE T,
WERO M T 7 H vy M4 T (30, 40, 50, 55, 60ug/mL) IZBWTYH, EREMNTHEICEEL RS, AR
= WEEREED) RO NIz, B THH v M4 740 ug/mLIZBWT, fFBEE (F v X [OR] =739, 95% 13
JEIXH [CI] 381~14.36), f#EEE (OR=541, 95% CI 287~1021) &# b &\ OR 25EH SNz, FET ¥ 7 Hidi
TO 11 DERRPFFETIE, 71y b4 7 55 ug/mL 2B\ Tl R ER T, FFEE (6 3%, ks (5 35R)
IZBWTHEBEENRO b, 72720, IET I THIIIBW MO S v bF 7 25 L7281, 0~1 3 BRICEE D
WIS L TE o7,

2. bZ7hy METME T, BEKIY

Trough >1.0 ug/mL <1.0 ug/mL Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gomez-Lopez 2012 0 5 1 3 56% 0.15 [0.00, 5.18] *
Hashemizadeh 2017 6 70 12 34 425% 017 [0.06, 051] I —
Sebaaly 2016 17 63 4 13 32.8% 0.83[0.23, 3.06] =
Smith 2006 5 20 3 7 19.1% 044 [0.07, 2.71]
Total (95% CI) 158 57 100.0% 0.34 [0.15, 0.80] ~ili——
Total events 28 20
Heterogeneity: Tau®=0.13; Chi*=359, df=3 (p=031): I*=16% o o T i 00
Test for overall effect: Z =247 (p<<0.01) Favours Trough >1.0 ug/mL Favours Trough <1.0 ug/mL

L M7 7B 1ug/mL & v A 7MEE L7256 OB THRICHE T 5 X 5 AT

Trough >1.0 ug/mL <1.0 ug/mL Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cabral-Galeano 2015 24 25 4 6 51% 12.00 [0.87, 165.40]
Chu 2013 13 33 9 13 87% 029 [0.07, 1.14] R
Gomez-Lopez 2012 5 5 2 3 35% 6.60 [0.19, 225.79]
Hagiwara 2009 11 12 2 5 49% 16.50 [1.09, 250.18]
Hashemizadeh 2017 60 70 10 34 10.0% 14.40 [5.32, 38.99]
Lee 2013 25 46 2 6 7.3% 2.38 [0.40, 14.31] I
Okuda 2008 6 20 0 8 4.4% 762038, 152.83]
Pascual 2008 34 39 7 13 85% 583 [1.38, 24.57]
Racil 2012 22 36 15 17 7.9% 0.21 [0.04, 1.06]
Ruiz 2018 14 20 1 4 5.5% 7.00 [0.60, 81.68]
Smith 2006 12 20 2 7 7.1% 375058, 24.28]
Troke 2011 466 663 103 162 115% 1.35 [0.94, 1.94] T
Ueda 2009 22 31 1 3 54% 4.89 [0.39, 60.92]
Wang 2014 94 102 24 42 10.1% 8.81 [342, 22.69]
Total (95% Cl) 1122 323 100.0% 3.35[1.52, 7.38] i
Total events 808 182
Heterogeneity: Tau’=1.37; Chi®=5340, df=13 (p <0.00001); I* = 76% '0 m 0' ; ; 1'0 100'
Test for overall effect: Z = 3,00 (p=0.003) Favours Trough <1.0 ug/mL Favours Trough >1.0 ug/mL

2. NI ZRE lug/mL & v bA 7 E LG OWBHRIKIIERICE T 5 2 5 s

Hanai 5 2%E4E5ESE L 72 A & AT TIE, VRCZ @ + 7 7REEBIZ BT 2L CRSEENRIMGE SN £ ORR,
NI TRED y A TR L ug/mL U EE L7261, TN EORETERCTRPARISHI T 5 Z L 27k
(OR=0.34 [95% CI 015~080]) (M 1)o LA L, ZOxIHRIF05ug/mL U EF72E2ug/mL L EE Sy b4 71H
LA bk o7z (OR=035 [95% CI0.04~309] : OR=021 [95% CI 0.03~1.44]), —J, G
ERICBE 2 METIE, M7 7RZ 05 ug/mL BLETHEZ EA 2580 (OR=348 [95% CI 145~8.34]), 1 ug/mL
PDLEIZBWT S 2ORRITFERIR S 7z (OR=335 [95% CI 152~7.38]) (M2), 7272L, + 7 7igE% 2 ug/mL
DL & L72861213 OR=207 [95% CI 096~446] & 7% ) HEAEED LD o7,

XY, PRedEgL, »omREIERT EIF57201213 8 7ii=] ug/mL 2383 & L7z,

TDMMt%E — 16 —
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CQ5. HMATHIEShDIREHRETL?

Executive summary

a. EATIE, WHIAmES L LTl 6mg/keg % 1 H 21, 2 HHUBEEHEES-& LCT1H 3~4mg/kg 1 H
2 % w34 (Do HAANTIIMERLGE TN 7EMAERE R A2D, MRS &1 3 ma/ke
1H 20252835 (£ 1o

b. M EE TIIHIERELZ AWk S5i#t2EET 5 II1-A),

c. FOTIE, FHIZEMES 300~400 mg, 1 H 20, 2 HHP&IL 200 mg, 1 H 2 R&RES»HEESND (&)
(ID-

d. 7ANRNVFENZFETIIHERROMELZERET 5 (ILA).

e. WRE/EM, M TIE, 50 mg #57), 200 mg WHIEMHL, FENX-ATEGEZIET S (I-A).

f. F4H VRCZ 2258510 VRCZ IZA T v 74y 3 5861, 14 1 MA&ER 223512, Wi f HE 80~90% %
ZRLEGEZIET S (IITA).

g. TDM V7 F 7 272 L 2B G8GHISHOBETH L (1II-B).

#1. VRCZ Ok 53t

AY)arv—u K1) arv—u A1) TF V=)l 2,800 mg
200 mg #HEM 50 mg * 200 mg $E Fofvuay 7
- JH, VRCZ & LCTHIHIE 118 300mg % 1 H 2100, 2 HHIKEI 18] 150 mg
WA (KT 40 ke BLE) MW, VRCZELT 55 mlo0omg % 1 H 2 BIAMICRGS 2. b, BEORBIZELT,
& W16 me/kg 51 g |53 4y 401 R C % 575, ) FBE 550> LU 1 1 400 mg
128 2BH o m g g MBS RO ERIE 1 300mg L H2METET 2,

DB 1 101 3 mg/k,
X6;4mg/kg;g1|:lg JE, VRCZ & LCHIHIZ 18] 150mg % 1 H 218, 2 HHBFEE 1 18] 100 mg

WA (KT a0kg il 5 poeing . % 1H2BIRMICETT 5. b, BEORBEIE LT, LAHREFS
a DY 2 0 H OB i 11 150mg1 H 2 il ¥ THIRT X %o

VRCZ O - fl&

CQ6. VRCZ AEEEIIXT 5 TDM % AL /- antifungal stewardship IR b ?

Executive summary

a. @ TDM 12 L A¥G5E0HE #17H) 2 & T, HEEEHPHI~OZRERIZN L35 1D,

b. TDM % H\»7z antifungal stewardship (2 & 5 JFESRERE =V Fish A28 ST 5 (D),

c. JHHREREZRHFEIZ BT TDM Z HwW/- R FETIC & ) VRCZ #kfct 525 ae e 22 5 (IILA) o

d. BEEE LR EORERERIZIGREFG RN IET 2720, TDM & W2/ A & 2 FRiRIRIEE S5 <
v (106

e. HEIERFEHBZOL CITHEFH ORI Db O FTHRERT 5720, TDM 2 & % HEFHEl o LZEE A
Th s (B,

f REOHRGRE, BEORIEFRIRPLIRAR % &2 #2729 2T, TDM OFHiiz4T5 (1D,

cQz. MRICHEUIZTDMDEA I T, BERE, R58EHI?
1. MRIZHTFBTDM DAL I T

Executive summary

a. ANETIIBANCHARRINEETRREIET 220°, 9 HORMHEG I ARG O PK bFFHli§ 5720123 HHD
TDM #Efiz ZR 3 % (1II-A)o

— 17 — Vol 40 No. 1(2023)
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2. ZNRICH T2 EHERE

Executive summary
a. /NETIE, Axtom»r b HE NS 7iEEY lug/mL P EET 2 (D,

Test for overall effect: Z =241 (p=0.02)

001 01

Trough <1.0 ug/mL

Reprinted from J Infect Chemother., 27(2), Hanai Y, et al., 151-160, Copyright (2020), with permission from Japanese
Society of Chemotherapy and The Japanese Association for Infectious Diseases.

3. /NRICBITS MT TRE Lug/mL &5 v M7 E L7235 G OB T 5 X & AT

b, ZAEWMOWEHM S, WNETEMMELR S v M+ 7RSS (I1B), 7397 ATl 3~4 pg/mL i & 3% 5
% (II-A)
Systematic review & X Z8Etf (71 N7 4 > ZHZ)F]E)
1. MRICBWB RTTHy b TME B
2. WNRICHETBD S T7hHy M 71E R
Trough >1.0 ug/mL <1.0 ug/mL 0Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bruggemann 9 13 2 3 8.8% 1.13 [0.08, 16.31]
Choi 9 14 2 6 15.4% 3.60 [0.48, 27.11] e
Gomez-Lopez 2 2 1 2 44% 5.00 [0.11, 220.62]
Ito 4 5 1 1 46% 1.00 [0.02, 40.28]
Kang 10 11 2 7 9.1% 25.00 [1.80, 346.69] e
Pieper 24 39 7 13 39.2% 1.37 [0.39, 4.87] —
Soler-Palacin 6 8 3 7 13.1% 4.00 [0.45, 35.79]
Tucker 7 10 0 1 5.3% 6.43 [0.21, 201.07]
Total (95% CI) 102 40 100.0% 2.65[1.20, 5.87) ey
Total events 71 18
Heterogeneity: Tau?=0.00; Chi®=5.10, df=7 (p=0.65); I*=0%

10
Trough >1.0 ug/mL

Fo. MRIEBIZEERROBEHT LA ST - VAT IT 4 v 7 L 2—DFEY
Cut-off value (mg/L) 0dds Ratio No. .of N(:\. of Event rate of experi- Event rate of control r
(M-H, Random, 95% CI)  studies patients mental group (%) group (%) (%)
Hepatotoxicity
<3.0 versus >3.0 3.09[0.27, 34.66] 3 45 35.0 16.0 55
<4.0 versus >4.0 2.72[0.21, 35.48] 3 45 35.7 194 54
<5.0 versus >5.0 1.84 [0.05, 63.32] 2 39 33.3 23.3 68
Neurotoxicity
<3.0 versus >3.0 1.10 [0.23, 5.32] 2 27 40.0 35.3 0
<4.0versus >4.0 1.00 [0.19,5.17] 2 27 375 36.8 0
<5.0 versus >5.0 0.38 [0.03, 4.37] 1 21 25.0 47.1 -
All-cause adverse events
<3.0 versus >3.0 1.42 [0.20, 10.20] 3 45 45.0 40.0 52
<4.0 versus >4.0 1.70 [0.25, 11.63] 3 45 50.0 38.7 41
<5.0 versus >5.0 1.16 [0.14,9.41] 2 39 444 43.3 31
TDMMWF%E — 18 —
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3. NEICBU B IFREEREDREICHT A XA TN - VAT T4 v 7 L2 —0ER  TIYTANET VT AU TORGES

Sub Cut-off value 0Odds Ratio No. of No. of Event rate of Event rate of I
ubgrou
sroup (mg/L) (M-H, Random, 95% CI)  studies patients  experimental group (%)  control group (% ) (%)
< 3.0 versus >3.0 8.40 [1.36, 51.92] 2 27 60.0 11.8 0
Asi
stan <4.0versus >4.0 6.79 [1.13, 40.68] 2 27 62.5 158 0
location
<5.0 versus >5.0 9.75[0.78, 121.84] 1 21 75.0 23.5
<3.0versus >3.0 0.33 [0.02, 4.55] 1 18 10.0 25.0
non-Astan ) ) ersus >4.0 021 [0.01, 4.76] 1 18 0.0 25.0
location
<5.0 versus >5.0 0.27 [0.01, 6.29] 1 18 0.0 23.1

Reprinted from J Infect Chemother., 27(2), Hanai Y, et al., 151-160, Copyright (2020), with permission from Japanese Society of Chemotherapy
and The Japanese Association for Infectious Diseases.

Hanai 5%, /NEFHIICEBIT 25 VRCZ b T 7 & R0 7213 &tk & o B % 57 L 72098 2 R 12 8
L, MBI QFRDFHLT A & T & i L 720 ARDIEICBT 25Tk, BN T 78 L LT1ug/mL L EoIZ
3951 pug/mL il & ik L CHEICHEBRIRDS LA L7 (OR=265 [95% CI 1.20~587]) (X3), 72, &%T
FIZOWTIE L pug/mL PLEDT ) PMETFEA AR L7225, AEEEREO SN2 -72 (OR=035 [95% CI 007~
17310 H v M4 7ME%E 2ug/mL & L7234, BER CHEZEIIRO 2> 72 (OR=225 [95% CI 0.33~15.33]),

TEMIZHET 2HEICBW T, MEEEREEL LA ERELEHLIIBV L, WIihody b+ 7ETHE
EEFRORPo 7l (F2), IHEREEERHETIE, BENT 7BE L LT3 ug/mL LLEDIZ) A3 ug/mL HKiii &
Wi U O s BRSO 2R L7278, AEAEIEEO o7z (OR=309 [95% CI 027~34661). [k
I24pug/mL, Sug/mL &5y M4 T7fEE L7z86E, BEEATZRO L2772, LaL, 7V THITOREIZIRE L 72
¥ 77— TN T, 3ug/mL B X U84 ug/mL (OR=840 [95% CI 1.36~51.92] : OR=6.79 [95% CI 1.13~40.68])
DAy MF TE TR ERBEIARIC LA L7 (K3, &MrEH LA, 7y M7k v AHTK
EWV3ug/mLAETE LW, HG5E L MAEEIIIFGEOEBRTH D, BINETIERICL L2707 5 Y ADEN
KEVLDTFHIHETH L Z L6, EBERTIE4pug/mL RiFDFETELLEEZ T,

3. MNRIZH T BIZERET
Executive summary
a. PNETIERAZIEAEKE Y720 O 1 G EOWMEDNLETH 5o KAITTRITHGHEFITHRA & FEED AUC 23

LNDL T ENPHERINTYE (TD),
b. Bioavailability {& A & VIR E 22 2720, /ANETIEREIE L ) QIFEFEL S 0502 T L (TLA),

a4, NRIZBT BHGHE

Ry atryv—n Ry atryv—n A1) T F V=) 2,800 mg
200 mg #HEH 50 mg * 200 mg $E Fo4vuay 7
ME, VRCZ ELTHIHIE 1M 9mg/kg %1 VRCZ IEHFFNC X 2%, #@%, VRCZ ELT1H9 mg/kg %
H2m, 2 HELPFEE 119 8 mg/kg % 1 H 1H 2 MEMCREORSGT 5, &b, BHEOREIISLT T
2 BGHHES %0 7, BEOIRBIIS  WRATDOHEIE 1 mg/kg §OMHEL, ZEMEDSATD 08
UC, EFRATHOLEIE1 mg/kg  A1C1E 1 mg/kg T2 TS GrARILGHE LT 350 mg 72
FOEL, ABEULARTHOLEIE WA 50 mg $OWMmET D). 72720, 1M 350 mg 1 H 2 M% L
1 mg/kg § WIS B BE32%,
M, VRCZ ELTHIHIZ 1Ml 6 mg/kg % VRCZ IEHHINC X 2k, #%, VRCZ & LT 1 A 200 mg &
1H2m, 2 AHMEEZ 1M 4mg/kg 21 H 1 H 2 MAMISKEORSG T 5. 2B, BHEORBIIEL T, X
2 [l EGH R 0 A oA 121 110 300mg 1 H 2 M F THETE 5,

VRCZ Ok - &

AR (2D 12 %
K B X OV 128 DL
TR 50 kg A

AR (12 LR TR
H50kg DL 1)

— 19 — Vol 40 No. 1(2023)
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CQ8. #imis (BHEEER TRy, FWEEETE, TER - RIUS) (KB 5 VRCZ DEYILERE L TDM (37

Executive summary
a. EREREICT R BIERIEERAE AT AHRERIIE DO TAO LW LA HEREOLE I 2w (1D, LaL, E

BT & LTINS N TV A ANK T F VI —F )V - 70 FF A b)) »F b)) 74 (SBECD) AiEH

T 5 ENE, HREMANEEMEEE 30 mL/min £ifOEE TIX, VRCZ OFIRNIEGIZERE LR L2 B2 0G0 R

E95 (II-A)s LA L, SBECD HHilC L 2RIEHOEIRIE XTI LA &R\,

b. BAT KD VRCZ OFEFIEEIIATH 2 T Xv (ID. F#HFETIZ SBECD OEROMELH D, EilkL N,

MATENRE D RN, K UGB & ORI A 2 E & S IRE2 BT 2 LE VD 5,

c. JHHERBIR T

1) B~ EEOFEEM TS (Child-Pugh 7 9 A A BXUB) Ti&, &50HIEFOMHESG = (AmkS
w®) &L, 2HHURGETOMIFRGEOFEL TS (1D,

2) BEEFHEREINT O H 2 B E (Child-Pugh 7 7 A C) TIIHEMUDPHER SN TEL T, MG FETIIERE
LB UREMED & 5o VRCZ DAV OFIRBL A e Wi A1%, B TDM FEfEX° ~ 7 7 HEGRE 3 ug/mL £
ZEL (ULA), #HEOFREEHRAELZIT) o

d. HIFANOBGIIHT 5 RETH S (-0 FAMNOZGAIAREDERHMEE LN A2 5512 0AEGT 5,

CQ9~10. (BE#AL)

SE
GRERINDMFIRESH 7280,

TDMMt%E — 20 —
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