BRI FH 200 = )X 51 H
CRESEMBA 200 mg powder for concentrate for
solution for infusion

HElZE S 55 027796 5%
PRESEEEM 5 A
hRZA H#A 2025-12-26

MR
1.1 BURAKRIZE

B /MREA 200 mg isavuconazole ( #HE1£372.6 mg isavuconazonium
sulfate ) -

BREMTEINTEIR  FER12 6 -

12 EH
Mannitol
Sulfuric acid ( FAR#AZE pH &)
1.3 HEE
poJ-=pat-np il
1.4 ZERINE
HBEEEBMHRK
BRANEETEULE - BAMUMEENREA
(1) BERFILEEELE (invasive aspergillosis ) -

(2) BEBBEEEY® ( mucormycosis ) BAE &S amphotericin B -
« A BEENEFREREMNERNBESHHEL -

£33

REEnEEN R ENSREEERETETEHMEEERE (E3HBRES ) WA - B
DETUHEIRR - ERYBEERNEZEMERERN M SR O TRGBET AR - AMm—
BERE LMERE - BREBRSEABTHBENBEDISE -

AR HE

3.1 HZEHE

CRESEMBAZRELIFAREE L A% | BIkEINRERDBTNE - DI EEEHE
RENER - BREAZEmARTT URFIKEEERE 2 EZ2MRE - 52 FE3.26 -
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HE
RNRREM FEZBHENFAEN
xRN EFBRE

YL BEBE (SRR ) 2
(BH) 48 BN - S

8 NEE—x)

A 200 mg isavuconazole 200 mg isavuconazole
(—1vE) 3 (—/NE ) 3

1 EEXRW 18 BIRERA

ASE 237 kg 200 mg isavuconazole | 200 mg isavuconazole
(=) 3 (—/Vi ) 3
ASE < 37kg 5.4 mg/kg isavuconazole | 5.4 mg/kg isavuconazole

P AT
2T E - BE%—EIREEEE 12 Z 24 /\FER -
3B AmREGEH -

HEWRERARTHOEMUERNEEEEAEXREFHERNEAESR 200 mg

isavuconazole -
BEFEREERAGARARERE (SRFE 128 ) -
B 6 BRENRIAE  EEEZSMzEHERNTE (2EFE 121038 ) -

#1538k isavuconazole

CRESEMBA EOREBE ZHE - REBSOREREBIAHE (98% - 2BF 116 ) -
ERALRER - OEFREINOR 2 EiES - BEFANESREE  F25
CRESEMBAMWEBE 7 1HE% 3.1 &1 °

&
FikEER -

B T ap B TR IR

CRESEMBA M\’EZ‘“uH@E”{ﬁﬁ THEZMHEEN 04 £ 0.8 mg/mL

isavuconazole #EREE - FIRENFHVRBEHRDR/T/E - DIREREFAEERERNE
- BEREERAESNEE  RAELoEEEH TSI EFZERIE - @FmES

Lzﬁu XBiTE (polyether sulfone ; PES) 2 ERAIEE (£ 0.2um £ 1.2

um ) BB FAIR T - CRESEMBA REELIEIREFMANAT -
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3.2

BRI’ T AIA CRESEMBA R ERFARRR - AR NES -
A BT

AR — S BE A R R T/ RES - B/ VRIRIIA 5 mLOEST K - BECERNIRAR
&8 mL 278 40 mg isavuconazole - FEEEIZSE /R - £ RTZAHE - BER®
SR ENAREEABNNEREEER - ARBNRMREZER  BEIRMAE
Ml o NRTEARZERIE—DHE -

wE

EAFIFEE T 37 kgid LHIZERBA

ABCTTAE - BR/NRIAERE Z SRR ERMERASY) - MAZA 250 mL oJHEE
#%ER (sodium chloride 9 mg/mL (0.9%) 7E&47%3X 50 mg/mL (5%) dextrose/ﬁ
&) ENERA - B@ERZ ALK isavuconazonium sulfate 1.5 mg/mL ( HHERE
F+#7 0.8 mg isavuconazole ) -

EER 37 kgRIBERA -

RN RZEERTES mL04 £ 0.8 mg isavuconazole HWEEA - B ERE
SNRE  RRELostg i uSIERERRIA

HTNSRZRE  B/VMPRNERBREAERES (285 3.1 8 ) NEZES
W RRMER - URHEMASAEERBEROEERP -
wERESEREN

(FREEEIE (mg)/BARE (mg/mL)] - TRADREERE (mL)

alfE/A 9 mg/mL (0.9%) (LA RS 50 mg/mL (5%) AEEAREERER °

rY

BRI ERMARE—THER  HEAUSEIHIRAMNBEER2ZREAE BN

isavuconazole il (B EREBANBERE ) - EARKEKES - siEESH
AR DIBERENNERRER)D - BREANENEIHHEIZIER AR - AolfF
RSB #X %4 ( pneumatic transport system ) -

RN BB BEZHE BRI (polyether sulfone ; PES) #Hal 2 EEAIBEE ( ?M‘“
um £ 1.2 um ) NENEART - oI UERECTER - WHELRERBTHZAT -
ERUEETEER T - SRR TERNEERE - URRIRTTELE
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Isavuconazole AFEEE )T EmItABERMNETERNES - Hi)TCRESEMBARI]
% FEfEAsodium chloride 9 mg/mL (0.9%) ;7 517&5K 50 mg/mL (5%) dextroseia &
PRI T E S -

FEOIBEIER T - BRERCEHER 6 /NARER Tl EF kT
isavuconazole - HATIEEMIEI LRS- BEMRBERUBNLEE)F&E (2°CE8°C) -
BIEE 24 /NFASTAENE - A2 RETR - BEAZ AL NHERRFHRENE
fthE#R - FSEE 13.2 6

AT
ERBSERRNERT  ARRBUFERARMERRS - BFOE HHHLE -
R IR BER A I

ZEA

HRZEERA - BFERBEE 2 TERANBRRERER -

EBIEEARE
BBEAZRIRABA ( BERBBERRBEA ) BFRABHE (SRS 118) -

ARSBEUANERER - Rt EHEBENEAETHNRERARLEREIE -
FFIEEAR =

BENPEFINEAEZMNAMARA (Child-Pugh A 4F1 B 4 ) BHAXE S ( 2B%F
6.6 ENFIZE 11 87) -

B AREEENINEEAZE ( Child-Pugh C & ) B9 AR AP #1T isavuconazole W% -
PRIERBBEMRAREAR - SAIARZEELERATER (2/H5% 6.6~ 8.1 7]
1187) -

HERREIRENEEER - A ESHHIEAZNEERARLERLE

REGE
BAREVERR 1 % Z7RERAER isavuconazole ZE M EAERY -

\|§|.

\*
=l

/|

CRESEMBA ZFBR B %1% isavuconazole i A m M EIEHE (2B%E128 ) -
Z% |FCRESEMBA E358 I CYP3A4HNHIEI A - 40 ketoconazole - St &EIZ ritonavir

(812/MFF 400 mg ) - RBMCYP3A4HIHIEIE #aE IR S isavuconazole WIMERRE
(SEET7E) -

P.4




{&isavuconazole WIMIREE (SRE 7 &) -

o ZZ|FCRESEMBA B 3830 CYP3A4ZEEIH R - % rifampin ~ carbamazepine MEKIF)
5 (St.John'swort) - 3R E! barbiturate 8224 - EBMCYPIALF ERIZAEER

CRESEMBA Z#&%2 QTc EIHA B AT S 4HEE
CRESEMBA (£R5% 5.1 &) -

JEEBEEME QT EREERARLEER
LRAEIEFER
51 ERE/IEEZFE

;@»—

isavuconazolelll FA1A & E A ZE YA 5 -

¥ isavuconazole BHOIBESIEEARKIE - B11E | BEM&RE - EIME - RIRRIS -
IR 22 RE - N2 (2B5%E 8.1 81) - HREBIEKRE - EIIRMEA

HHM azole M EER BT AEEER I isavuconazole °
)+ 18 B 2 e

FFIKENE isavuconazole & @M R EH T HARE - SR EME - LIREEZE - 58
8 HBER B0 MR (2HFE8.18) - EREBERE - BELET -
BERBEABNIE

Azole BMBREEIABELBRBZERENBARRIE - AW £FEZF@4(Stevens-
Johnson) fE&Ef - BERABRERERELARRIE - FESFH CRESEMBA -
O

QT El&#EE

Bith =7 &
RS

CRESEMBA Aol R BAEE MR QT EREHNKEA (SRFE4E1) -
E-IEHRBEA

AZETH QT stkg - isavuconazole E5| B RE AN
QTc EfR#E%E - £ 200 mg BIEERE S - HL BB BN E&E/NFE S F19E (least
squares mean, LSM) EE 452

% 2 /)89 13.1 ms [90% Cl: 17.1,9.1 ms] - EF|
SHNZE 600 mg 5 - BZEER LSM 2RAAEE 2 /K 24.6 ms [90% Cl:
28.7,20.4 ms] -

ERARKRAEMNZME QT BfRaEMZEEY) (AW : rufinamide )
f17 CRESEMBA -

- NRREIR

P.5




5.3

Ml 2 pE Re 7+ = sk AT 3¢

ERRal e oh BB MBI S (2R 8.1 &) - /D SRERREBIZESFH
=MmHEZEFH CRESEMBA KB - BRIR EHFER - BEZRBEAMNEESR - AFXEBK
WERENREHazole BNEEHEZCRESEMBARAEA -

B PR & ) B4 BR 5

Isavuconazole BB B ERNVGAREREES —EAIEMIFHRBREH ARG R - H2HE
% isavuconazole fEREXEEE IABSESHMNMEER B (XEH
amphotericin B ) AR 0] gEB B BEERN 37 I ARBA -

BRAERIERE (Mucorales)NEMRIKENERFEBIR - —REB—S_IHBA
(2BFE1281) - BAIENS—E/NERFAFENRZTUHER - BLERER -
isavuconazole A ERNMNBPABENAIFIREETERETNIB/DEEZEHA -
—RERIFBHEEEYENEE - BIENE HARENEERERETHESKRSA
& B ABSESAERNAERFRIEEHEELER isavuconazole BEIE£

BRIERETAE

Isavuconazole IR B RIRIFHMBE N IREBEMFETE - FRESHES B
fE ~ AR~ M/EBRERVEM - B o BB SRR -

6 RARBEIEFIER

6.1

6.2

HAiE # CRESEMBA EARRZELRIER -

FVaReENEESE  EARHERTRRT  HKUEZBRESBINAEEREEN
isavuconazole i - W R FRERER (ZBEAZNEINNE ) HEERRIFEEE
MEREMRIEN - EARESERT  tHRIFRESSHEREXRIBERSHEMN
0 -

R EAE ZEYHR45 T K EBisavuconazonium sulfate 90 mg/kg/day ( #97%3 A B2 R
#2200 mg isavuconazoleZ BREZE=M1.05 ) - BRIBIAERBERET
R EFBAREREMERS isavuconazole REEEFEMBENEENYIEEES -

BRIMAREH R AR TR -

CRESEMBA A EAREZHE - BRIFBARBEREN CBEER R EMNEMERS - B
£ isavuconazole WIEHIFI =S R ¥ ia R RI oI REE PRI -

IR
BRIEVSH BN E/FIRE BT R EEN isavuconazole/KEME DM EA TP - R
1%, A & 55 ARE L 14C 1252 isavuconazonium sulfate % - L5+ 03B S gt
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:ri °
FORPIREMERNBZAEER -

CRESEMBA a2 B HARE &5 LML -
6.3 FEEBRENNXMHESM

CRESEMBA A &&Z AR ARIREE 2 e BEBRE LM -
£B87

513714 %% isavuconazole HIABEBNEEHENR - BYHBARRE RN
MABEBNNEE (SHE1038) -

66 FEEFR
CRESEMBA iR EEEEIT MAEF 2 A ( Child-Pugh %48 C ) E1THIT - R
FRIBERA - BETENAEERAR - BEEUSLHEATENEN S - 2
B 3181 A0 11 8 -

SEE{E

Isavuconazole @ CYP3A4 MBI E - CYP3A4 HHI Ik 5 E M ol se = i &
isavuconazole WIMIZEE -

Isavuconazole @4 CYP3A4 HIHIE & P-BEE 8 (P-gp) MBHGE FEEER 2
(OCT2 ) KIS RHNHI -

BETEY R G /ERE IR ZEY) ¥ isavuconazole ZEY g BT E . DK
isavuconazole Hi &YV EY B HEER & (2BE 11 81) -

& 2 558 CRESEMBA Z:48) /)8 2 %24

e i AF
Ketoconazole 2\ FEFAENY & ketoconazole Bt
CYP3A4 N7+ A3 iF - isavuconazole &

FEESRMBEAS5E -

Lopinavir/ritonavir? =CRESEMBA £ =
lopinavir/ritonavir A | B2 lopinavir/ritonavir 1
RFHERER i - isavuconazole
HIRESIEM 96% -

3

Rifampin R ILEPRBEM =4 rifampin F
CYP3A4 FETIHH © isavuconazole 5
BEEMRIK 7% -

A g B

4400 mg lopinavir 82 100 mg ritonavirgffEMA -

P.7




# 3 CRESEMBA H1EfthZY 2 B S H BT E

FEL E7L]

Lopinavir/ritonavir? EIRER [&] 312 FA
lopinavir/ritonavir £3
CRESEMBAEE

% lopinavir A ritonavir
RESHE - IsERALK
EMREEY -

Atorvastatin EEFEHR [Ei5{EF atorvastatin £
CRESEMBA 5783818 -

ElatorvastatinfVRE =
ojgEE EH - EEHIRA

EEHIRER
atorvastatin FEAIAR
2 FE -

Cyclosporine EERERCYE EiliE3ES

F cyclosporine &1 CRES
EMBA &
 cyclosporine®REE E
7t o FEEA
cyclosporine FIZZH)
B UREZ[ENE

Sirolimus ZBEFEA (5] S 15 B

CRESEMBA £ sirolimus
ZEX sirolimus REE
£ - EBEEH

sirolimus FZEYEE -
TRFEEREE S

Tacrolimus ZEBH Bl E A

CRESEMBA £ tacrolim
us EE % tacrolimus £
BE= L7 - BRI
tacrolimus BZEYRE -
WRFEREEE

Midazolam 2 IEE B A

CRESEMBA 1 midazola
m BE mldazolam 5
BELH-

£ jsavuconazole # 8

P.8




- [BERARE

mldazolam WS -

Bupropion EENNEEE CiliS3EEE

CRESEMBA £ bupropio
n & bupropion £
BETNRE-E

81 CRESEMBA f#F3fs -
O gEFR IR

il buproplon MEIE -
BAEBEASRSEZRT

B °

Mycophenolate Mofetil | Z1E &R (&) iR 152 FH

CRESEMBA £ MMF &
EY MMFRE= L7 -
& BRI [E RS 132

= CRESEMBA &4
MMF B99m A 2 & HiR
MPA #HEES M -

Digoxin REREH (&) iR 152 FH

CRESEMBA £ digoxin
?EESZ digoxin REE L
# - 81 CRESEMBA [&

H%i/ﬁ\zz ’ /m\J:IIL/EJ.I]]].
& digoxiniZ E i AR
B S -

Vincristine &t 52 B REZEEEARAD - &t

%81 CRESEMBA #A -
¥8H#A CRESEMBA &1#52
BEHENARARN
vincristine EES1E/N
<2 1 ( %Eﬁ%’

11 81) - E0/BEEEM
vincristine 7|‘E A N=1
FE=E % -

4400 mg R lopinavir £2 100 mg ritonavira &M -
BIfFR/ARKIE
8.1 WHMAREZFFH/ARKRE

MR
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MREE3#E B ICRESEMBAR R R IDMBE R 2403 U AT - HERGFEHEBEAR
RERITRCERAIEEAS (7.9%) ~ B0 (7.4%) ~ & (5.5%) - WIRAEEZ (3.2%) -
W (2.7%) ~ BEIR (2.7%) ~ ‘EHTEMURIE (2.2%) ~ 8878 (2.0%) ~ EI1EH (1.7%) A2

2 (1.7%) -

ERAPEZRXAFLE CRESEMBA BN ERERARREATEES (0.7%) - MF
MEALRTTS (0.5%) ~ =& (0.5%) ~ FIREEZE (0.5%) ~ B (0.5%) ~ [FIRRIS

(0.5%) &0t (0.5%) -

=31

&= 4 BEMAPLL isavuconazole e BERILHBEA KRN ARKRE - KIBZTHRER
RIFISERSIL -

FEREERERNT  EFEER (21/10) ; 28 (=21/100 £ <1/10) ; RER
(21/1,000 £ <1/100) ; FIRH ( BEMIREERIEMGEER ) -

EE—EZRERARNF  SEARRESRREEEHSHRIEIL -
& 4 % MedDRA %#i23E R AERIIHHNF R REHE

RIREER YRR RE

MRAHE R AERE

AER EPHAMKEL ; IR " ; 2
makm > ;
AmEES" ; &m"

1B R

ABR B

KA BEHRRE

35 L

B8 Ems ; BRFR

PN Ems ; EmeE ; EEEEME ; &
&#RR"

B

mR i

TER B KR

BB R




S BN ; TERE
hER g S R RERE”

RS EBRAN ; BEERE

7= IR

H A3k B8 e

rER A

10N = TR

AR DEEEE ; OVEBEE  MEBE" D
=
DERE - BB QT B ; £
BB BN B
HA SN 4

ME&FEE

w5 MM EERs "

NI ] EIE=IE ; R/

WK ~ g A2 52 e B < 97

NEEE" . &

Eqnd s

AER TREES  WERE ; K ; K&
i

= IS E

B8R BNt ; BB ; B ; fEE

FEE HIERE ; @ ; AR

IR

w5 T LB R g E S "

AER FERIIEA ; B35

RSB T AB R

mR BB RE

AR AL 9% W HER

A BB A A M ERR




ArER =R
5 B A 2 PR 3B TR
=5 BRIB

EEMETEREIER

w5 M s  SEsTEa R e

-1 BEKE" ; FER ; ES

NEBNREENERASEMMRENE-BRTR -
*iﬁiéﬁ*fﬁﬂ’]?ﬂ?wxﬁ}ir (ADR) -
2R TN BREEARREZRAEE -

5K £ [ e 3R

R EERREANRE -

FhEERAREASERNRKREREAS - RERRELREAS - MPamituig
Bt MPREARNS  NPAKRKRISBAS RERERIERETS  HHER
15 HIBEERE - SREARIE - FERIERER  NERBASSH -

HERFWIERNTE

E%’]‘ﬁ’\lﬁ&ii%ﬁf%ﬁﬁﬁﬁﬁﬁﬂgiﬁ?l@@ﬁ@f?ﬁﬁﬁﬁﬁﬁﬁ’\] 516 fifm AFTETT
—IBE¥E - O  BUEYHREKRAET - 44% B CRESEMBA AR AT
.%@,.:.K%ﬁ%ﬁvLﬁﬁ%EHﬂEﬂ%ﬁﬁ ( AIZR R s s KL IR BE B8 MRlE ) e & >3x 1E
=18 LR (Upper Limit of Normal, ULN) = 1.2% Y isavuconazole J& &% A 2& 4= fT kil
EREEEASE >10xULN -

TR R AT

77 IR 2D —ELFFIKS O AR isavuconazole R ERAEIT 7
isavuconazole WKL £ 4L - B3 46 1E= 7 E—Fl= isavuconazole Htf
B THMMEBEEDUETEGAENRERA - DK 31 1ﬂ§ﬁ1bl‘)26€“%1§58f¢*ﬂ
BB EERIBA - #S isavuconazole (EREERE - RZE 181 X - 52
M= - isavuconazole EREBREHTNEZE fi—’E’f%ﬁE—iﬁEA’FEM

A B SRRV B 5

HPESZEERNRUARRERB T HEE - ItAcFEm N a/ AR TFEHESE
B -

E

P.12




9 B=
fEAA
—18 QT i~ = CRESEMBA J&ERIE ( =R isavuconazole 600 mg/day )
REEERSRNAEREMH (#HEK isavuconazole 200 mg/day ) BEREIFE © B8 - 8= -
REBEET - [EIE AR HWAED  KERER - Hiz « 88 - OREKEEM - B0 - 284 - £
B EE - O0F - OEBRR - BISTEETRE -
YR e R
Isavuconazoleﬂtliuﬂﬂlfﬁ AMTHEBR - BAIEA isavuconazole M4SER S - L EY)B
- FERAREAST IS
10 Z3REH

10.1 fEFH1%EE

ZM N TEMUERY triazole K tetrazole TTEMMERE - ATC &
JO2ACOS5 -

TEF S

Isavuconazole 2[Rk AR ARSI 43 82 isavuconazonium sulfate & P2 ALAOSE 14 BB
D (2EFE118) -

Isavuconazole ol #& AN lanosterol #{6%s ergosterol AJlanosterol 14-alpha-

demethylase(#ifE &2 P-4501k B MR R) - ZEMPEER ergosterol ( REEAMRENE

Eiﬁﬁi ) ISR - ,%.%ETH SHEFA - NS ERAMENFECE R RN RS
A ergosterol MR - 2R 55 B AR IE A B A1 ThEE

10.2 EEEEIBRM
MAEYE
£ 2 M i 38 E% (disseminated pulmonary aspergillosis) I EIMERL S - DZEpR SR

E 2RISR/ IR E (area under curve/minimum inhibitory concentration,
AUC/MIC)#y %0 B (pharmacodynamic, PD) 158 - IRNBERBEYEZEE -

EABUARY E[ 2 = /& (Aspergillus)f] E# B (Mucorales)| iR iz bt Bz 2 &/ I
HREMIC) EARRIR 2 FEFERVARTEAH R -

Ag St B ch N H BRI B (Aspergillus)¥DERMER B (Mucorales) &/ ¥1& PR R 1Y

isavuconazole REZLIB K - —f&ME - HIHIEE B FRFER isavuconazole 'BES
RGBS BB EEDEFITNRE -

P.13




HUUTHBREBYECDRIRLRIREN | ERBE (Aspergillus fumigatus) - 518
(A. flavus) - FBEEE (A niger/ ML EBE (A terreus) ( ZEILUFEREE ) -

Mzt ke
¥ triazole MBEEIKZ M FK - SXEALE ergosterol Y& 7 BIREH

lanosterol 14-alpha-demethylase & cyp571A M cyp51B ERRIEHIREHE -
LEWMSEN TR - MEEKHIsavuconazole RIRERENHZM - B

isavuconazolefE ;X HEBREA voriconazole FEAM triazole @ EE 2 BRI G $, 2

:r¢ °

7= 5 EUCAST 535784

Aspergillus species (& RIEHMERE (MIC) 752 (mg/L)

B) =S (W) R (A2 )

= E (Aspergillus 1 2
flavus)

NEH IR (Aspergillus 1 2
fumigatus)

/NEE kB (Aspergillus 0.25 0.25
nidulans)

T35 (Aspergillus 1 1
terreus)

!

BRI RN EN T AR AR REE
103 ERARAIZEMER
1031 BBiE - MREUERES NIRG

E2ENZBESYEUEMAERD - ©HERIsavuconazole BB BUERETE D]
FE - ATRAN SR RIRIE B O BE R B E S MR EVREBPATEA - R AIRRER -
M REPHEI R BEMsBNEERRE  SRRERNEERESAS
2 - mMREPHEZINFEARRBNF=2E - Jee2REMEZELh
BY - BLERERBELTER (safety margin) - BABIREANEEERF
= B RERVAERR M -

VB ERIRAR D FRAS -

Isavuconazole ~E o] E B EE S M OB - Isavuconazole 7
—EMEERTFQEEABRIERERY - £ L5178Y tk+/- NEMEREE
REEARD  RARSUHREREBERENSBNREERHRYE  BE—IB
BBAXKEBMZERET  BRMZERARIBLEYE FHEES AT EBEN
1B -

P.14



MK I M KB O AR & S ZEisavuconazole 90 mg/kg/day ( H7%5 A B2 i R4

FHIE200 mg isavuconazole 2 BREEM .05 ) ZHEIZEMR - £EIKRZ
28
10.3.2 EWWHIE K /o) 218

Isavuconazole E#If hERG $Hi@E 8 L-BU§53%%E - H IC5g 72 A7 5.82
UM B2 657 pM[ 7 BIARER 34 B 38BRA T ARRAEZLEIE (maximum
recommended human dose, MRHD) IR ABSIFEREAE S Crayl © TTH
RBEFETH 39 BEEHEFRLEARRT  LEESHEE 40
mg/kg/day ( X% ABSEEIRAE R 2 200 mg isavuconazole Z5REEM
1.0 &) 5 - RER QTcF & -

NEB AR

HINEKREIRTF Isavuconazonium sulfate i + B8~ BI7E A EEEN W) P PR 22
FWSBEEBRORAEL - MERED - EAFFAPARIR P E 22 B aEERN
B HRACREEEREE  EULES(ERASHEEARAER - RBOFEKRET
FEZFARNREREE - isavuconazonium sulfate WL ERENBRER
ANEBRKRESHE T EEREEN 02 205 BEREREPERIW
ZEREAEMN -

1Ri5 R fRET {h (ERA)

IRIEEPERELE87R - isavuconazole TJBE¥ /K IRIE & AY &L -
zE ) M
Isavuconazonium sulfate @ —f&/KAMAIBRELY) - o X FHFF Ik Tk O ARBES X 452E -

Isavuconazonium sulfate TE43 2218 = # MR A A R R /K B8 &35 M AL 7 isavuconazole ; F#
TR - BIREYNMREEIEE B EERFEARRE -

RUYL

BEMASE AR CRESEMBA & - 4% isavuconazole E# IR - BEERMZ R4
BN 2-3/N\RKUZEIERSMPRE (Chy (£2B%6) -

#< 6 f2FER AOAR CRESEMBA #H/ isavuconazole B EAREE T &Y EN HE S 8L

28 Isavuconazole 200 mg | Isavuconazole 600 mg
et (n=37) (n=32)

Crnax (mg/L)

F191E(Mean) 7.5 20.0
1ZAEZE(SD) 1.9 3.6
BEZE(CV %) 25.2 17.9

P.15




tmax (h)

{7 Z(Median) 3.0 40

# & (Range) 20-4.0 20-4.0
AUC (hemg/L)

FE1591E(Mean) 121.4 352.8
ZBAEZE(SD) 35.8 72.0
BEZE(CV %) 29.5 204

L1 66 URERFEEUZHEPLEBRMEALEENZE CRESEMBA B EW LRI AE
ROMRZEAEARBE T 3% FMFE 186 mg CRESEMBA B % - 3% 74.5 mg CRESEMBA B (4
BB EMEENR isavuconazole 200 mg) T - TIEIZRRFTER Cax M AUC ZF191E (B4
=) 755 3.3 (0.6) mg/L & 112.2 (30.3) mg-hr/L - M#EZE Cqax M AUC 21918 (1%

=) 7 hl% 3.3 (0.6) mg/L & 118.0 (33.1) mg-hr/L -

Z 7 Fior - OBRER CRESEMBA %/ isavuconazole B4 5E 0] AR A 98% - MkiBSLEE
IR ORI AR T O ARAZEN S -

R 7 RAOREFIREEAZENEYENBLER (Fi98)

AAR Isavuconazole 400 FFHk%iE 1savuconazole
mg 400 mg
AUC(hemg/L) 189.5 194.0
CV % 36.5 37.2
*=H (h) 110 115

I=E/EIUNU L2
HEESIEEMORFERMEER isavuconazole 400 mg #J CRESEMBA #& - B EEiEA
isavuconazole Y Cpay FE1E 9% - AUC 1870 9% - UL - CRESEMBA o] FE R4k 2= I8 il

A -

/E\ﬁﬁ
Isavuconazole TIfERRAEZ 0 - IBER N FI9 0SS (V) A% 450L -
Isavuconazole EEABMNREAESELS (> 99%) - FEBRLRER -

el

s

FESL/ RN SR REN - CYP3A4 ~ CYP3AS ~ MEBBWRZEEHBEDREBEBBRER
(UGT) 2817 isavuconazole RO -

M ABS4A BB [cyano-14C] isavuconazonium 701 [pyridinylmethyl-14C] isavuconazonium
sulfate # - BR 7 &M BB (isavuconazole) FMIFEEMRME 25 - thiER 7 ZERERH
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Y- BR OEMYE isavuconazole Z4h - REEZR AUC >10%4B M ST R e B R Bl 055
1) -

HEBR

BESHEFBORMEEIZE isavuconazonium sulfate & - 35978 46.1% UM ETEEIE H IR
RE@ED - 45.5% HIBRERAED -

BB WHEBRAIRE isavuconazole BB ER 1% -

IFEMRBEYEZZ BN KERBBMBRICH AT TR -

2R & BB - isavuconazole E&EE2E X 600 mg FFERIF LR AIRZEY N NHEE -

SRR 2L ) ) BB

ZEER/A

B 1) = [ AR FA4E & htisavuconazole 200 mg BICRESEMBARZEERA (655U L) - H
isavuconazoleFAUCEF & A (18 24550) B 1 ; FR L MBFEEY  UAREFEHEEF
B M RERAUCHELL -

EFELHENAUCH RIBZEFES M - FELMAIAUCST H38%H47% ; #EXCRESEMBAREF
AMNEY S NBEEAMBIRELAEE | Bt - BFRBEFEREMETH SR -

FEFA

RERSEEEMUINE ZIEMHAREE (N = 97) WERFIZEIINE IR ZEYE 8 (popPK) HE
RIER  BIEMIBHE 1 RE < 18 R ERAFMETHWERARGE (N=73) - Hd 31 fmA
%7 isavuconazole LUAEFEIB M ME oy A &E R -

T8N I AEFIRER « 44%RK BEMHE=EMZERA - isavuconazole RIZEARE T
ZRBSAUC,) FERE -

= 8 IKFHER - 48%R1E - BBE X isavuconazole BIE3K%l isavuconazole MIEBEIREET
Z AUC (hemg/L) TERIE

FEER (5% ) MERE FEE (kg) isavuconazole | AUC,g (hemg/L)
il

1-<3 LEL & pas <37 5.4 mg/kg 108 (29 — 469)

3-<6 FEIkEE <37 5.4 mg/kg 123 (27 = 513)

6-<18 EL [ Tpaa <37 5.4 mg/kg 138 (31 - 602)

6-<18 M Ak 16-17 80 mg 116 (31 - 539)
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6-—<18 Al 18 -24 120 mg 129 (33 —474)
6-<18 A 25 -31 160 mg 140 (36 —442)
6-<18 AR 32-36 180 mg 137 (27 - 677)
6-<18 A% ka5 A0 O AR 237 200 mg 113 (27 — 488)

BRMAERCNFERART  RERANRESERNE - BERABEEBYENEME#EE
RS R AR A Z R iisavuconazole BEMRE T RESE (AUC,) HE
( AUC, 4518 = 101.2 hemg/L - 12%3= (SD) = 55.9) -

REHREERE FTWRESTRE - HERQT iR CRESEMBA Ja&HIE 200 mg/day
(ETETE-E savuconazole 600 mg/day) ZMAREE (K 6) @ MEBEBNARSBUHREERS

(2B%E9H) -

=923

B E— @B tisavuconazole 75 (Western)E2 b Bl (Chinese) @ FE il Z B RV = 2
Z_EHREYENE - HENRNAALARHE - PEZAENEREFI0%IEE(EERPEZ
EZM1.6 L/hridfE s =&/ 2.6L/hr) - lﬁtAUCEﬁ?@EEEﬁ%}EﬂZ’JSO% - BIRESEH
BMNIEAEREZENEE LMEEEAE - FREISXHAERRETESHE -

il
FRIMEHASBM(18E455)WAUCHEL - BEFUMMWAUCEEZE(R LZEFRARE) - &
FRBIERETHERE -

EEEAE

HRNRBINEEERHE  KEEE PEFEEBMEATHAAZHED - Bl227)
isavuconazole MI#R Cpay X AUCERR IR EAHBEIMRICE: - 55 3 Hiaia P
CRESEMBA #7403 firim A& - 79 fiI (20%) wARB#3KiBIEZ (glomerular filtration rate,

GFR) fEEHEER 60 mL/min/1.73 m2 - BIEEASBAEERARES  SERESHHEA -
Isavuconazole A5 HEM S NHEER (2B5E 338 ) -

RABRBINEAZRERANER (ZRFE3381) °

FFIIgEAR =

32 UM AEE ( Child-Pugh &4k A ) 132 fu$E ( Child-Pugh %4 B ) HIgEAZRmA
( &1 Child-Pugh E#7% 16 AIEiEFAcE T 16 IR OMRARZE ) 458488 ) isavuconazole
100 mg % - R 32 UFERMEELENTINEIES@EESHEZE - Child-Pugh &4k A A/
&/ FERFHEEERESE (AUC) 180 64% - Child-Pugh 4k B #HRI% 84% - Child-Pugh &
A BRFHMERRE (Chax FBIE 2% - Child-Pugh %4k B 2 RIB&1E 30% - Isavuconazole
FARBEZHENESERFTENINEAS AN REYE NEN BN - BKENFENI
BEARZEFREEHY isavuconazole ;5BRE (clearance, CL) BB 2 EREHE 40% 1 48% -
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KEZPERINEAZNRAARAAETRERE -

Cresemba EARENREEMNINEAZHABA ( Child-Pugh £ C) ETHE - A2=EH
RUCEERA - BRIFIBERNZSREMR - 2/F55 3.3 M 6.6 &

REBRPNEAZRERANER (253348 ) -

Isavuconazole 2CYP3A4 EACYP3ASHIE - f29MH R FE R » Isavuconazole 2CYP3A4 -
CYP2C8 - CYP2C9 -~ CYP2C19£2 CYP2D6RIHNHIE - Isavuconazole th2P-fE&EH(P-gp)
BCRPMBH I FEESEH2(0OCT2)RNHIE - A2 A EREE R - Isavuconazoletll @
CYP3A4 - CYP2B6 + CYP2C8 EACYP2COMEEH -

FRZEY) ¥ savuconazole N ZE Y &) HE R E Klsavuconazole ¥ FRZEEY RV ) &) HE RS
a5 ATRESHERBEER S ZE IsavuconazoleFTETRIMSE -

Ketoconazole -~ rifampin ~ lopinavir/ritonavir & esomeprazole ¥f isavuconazolefI s &7
2NN

Ketoconazole:Z2—1&58CYP3A4HIFHIE - EEKIE 45 EketoconazoleZE & 24K (200 mg
BARAMR) UK EBE—E £ B CRESEMBA(MEE 1R 200 mgHisavuconazole)i - ketoconazole
1IN T isavuconazole BIC yay (9%) &AUC (422%) - Isavuconazole —TECYP3A4RIBUR 4
28 - KIB43E KE1ER - isavuconazoleZZ [FEARRCYP3A4HNHIEI G A

Lopinavir/Ritonavir: Lopinavir/ritonavir (400 mg/100 mg& XM R) &1L Misavuconazole

(ERPREIE) IChax K AUCTH BIRT74% K 96% ; ERslopinavirKritonavir B MEERE D

DRIRIE T 27% K&31% -

Rifampin: €815 8 M £CRESEMBAB R - Rifampin (600 mg) E&Eisavuconazolefy
Crnax RAUC(ISE) DB 75% K& 97% - EUILCRESEMBA 2 1F 8385 CYP3A4 S 6

g -

BB ZEYE iR Isavuconazole REE AT L
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RATIO AND 90% CI
MILD MODERATE SEVERE

Ketoconazole (200 mg BID)

AUC,, SD |

c.,SD B
Lopinavir/Ritenavir (400 mg/100 mg BID)
Auc,. MD bt

c_,.MD ]

ma
Rifampin (600 mg QD)
AUC,_, MD .

C,. MD "

‘max

Esomeprazole (40 mg QD)

Auc,, MD [
Im

C_.. MD

T T T 1 T T T T T T T T T T
00 05 1.0 1.5 20 25 3.0 35 4.0 45 50 55 60 65 7.0

Ratio Relative to Isavuconazole Alone

Isavuconazole ¥§1X ritonavir ~ lopinavir ~ prednisone * combined oral contraceptives
(ethinyl estradiol E2 norethindrone) ~ cyclosporine ~ atorvastatin - sirolimus ~ midazolam
PAUK tacrolimusfZ ERRRE?2

CYP3A4 372 CRESEMBA #E1N8E CYP3A4 =& midazolam - sirolimus Ktacrolimus #
z%,J\EEE,"JZTﬁ A IECRESEMBA A —fE 2 CYP3 AL HIT -

[E2 Isavuconazole¥ X FFACYP3A4Z EEY T E

RATIO AND 90% C1
MILD MODERATE
CYP3A4 SUBSTRATES
Ritonavir (100 mg BID)
AUC, ——
Cras p—
Lopinavir (400 mg BID
r:::rnm-:Q 'U mg EID)
T f——
rednisona
Aacz ™o [
ma -
Ethinyl Estradiol (35
thinyl atracio (35 ug) -
max |om
Norsthindrone (1 mg)
AUC -
CIII i H
Cyclo i 300
yolosporine (300 mg)
max -
Atorvastatin (20 mg)
Auc,, =
ma —a—
Sirolimus (2
rolmys 2 ma) T
ma A
Midazolam (3
idaz: % E mg) |
mar —a—
Tal:rulim:aé:’mg} |
max Py
T T T T T T T
0.0 0.5 1.0 1.5 2.0 2.5 3.0
Ratio Relative to Substrate Alone

Isavuconazole¥fEAth CYP B MIFZ: caffeine ~ bupropion » methadone - repaglinide -
warfarin ~ omeprazole kdextromethorphanZ~iXE 3 -
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B3 Isavuconazole¥ i REMCYPSEEYHHAZEESMNHE

RATIO AND 9095 CI
MILD MODERATE

E‘I'Pc‘1 %SUB{ST&AT?
affeine mg|
A

CYP2B6 SUBSTRATE
Buy i 100
nmpmﬂajcl magj

CYP2B6/3A4 SUBSTRATE
S-Hmhedunﬁ é& mg)

R-Malhadon.gs mg)

cYP2cE suas'ﬁinz
Repaylmd‘&c .5 mg)
c inf

CYP2CS SUBSTRATE
S-Warfu'ir}‘w mg)

n-w«-mnﬁlb ma)

CYP2C19 SUBHRATE

Omeprazole {40 mg)
g Cire

CYP2D6 SUBSTRATE
Donromﬂhoﬁm (30 mg)

car == |

0.0 0.5 1.0 1.5 2.0 25 3.0

Ratio Relative to Substrate Alone

Isavuconazole HRUGTRE K #EEE BT E: mycophenolate mofetil (MMF)
methotrexate * metformin Kdigoxin# /R~ E 4 -

[El4 Isavuconazole ¥t RUGTRE NEEEARESNZE

RATIO AND 90% C1
MILD MODERATE

UDP-GLYCOSYLTRANSFERASE
Mycophenolate Mofetil (1 g)-MPAG
AuC .
Cona =
Mycophenclate Mofetil {1 g)-MPA
AUC, -
© s —=—
BCRP SUBSTRATE
Mathotraxate (7.5 mg)
AUC -
G -
OCTZ SUBSTRATE
Meatformin (B50 mg)
Aauc, . —a—
Conax —=—
P-gp SUBSTRATE
Digoxin (0.5 mg)
aue, [
Crnax |

0.0 0.5 1.0 1.5 2.0 2. 3.0

o

Ratio Relative to Substrate Alone

Vincristine : £ R E B A WA HBvincristine ( P-gp =& ) BACRESEMBA & - T8 HH
vincristine WEEEZBM<2 & -

12 BRAREEBRER
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13

BRI Z =M

IRIZ I FEJE (invasive aspergillosis)i & &

DE—JEEE  EMEYHRBEASERT  HRESEBEYEEMEHARERS EFEICHEE
EEREY 516 & A - 4L isavuconazole JAERIEMBMEEMARANZEHNEY - &
E[@EE (intent-to-treat, ITT) [&&f - 258 fUfm A#E= isavuconazole - 258 I A#E=
voriconazole - &4 48 /NFA - & 8 /\EFFFAkEE CRESEMBA ( HER 200 mg
isavuconazole ) — - BB —REFARE TR —K ( FHER 200 mg isavuconazole ) - &
BEIEERAEIERAENES 84 X - AEBEIPME S 45 X -

HEEUHERNTFEEZEET M mylTT & (KIBARE - AHEB - 1585
galactomannan & RITER R LB B RILUBEENREA ) TEEELR (end-of-treatment,
EOT) RRVEEAS & - myITT EE#E1 2= isavuconazole B9 123 firfm A BdfE=
voriconazole B9 108 iIf@ A - tbiEE*RIEEFS B4 isavuconazole #H n = 43 (35%) -
voriconazole #B n = 42 (38.9%) - AR AEEZESE (voriconazole-isavuconazole) & 4.0
(95% E8&[ : -79;159) -

IR SE 42 RPOPTBIRE I T XA isavuconazole #2 18.7% - voriconazole #H 22.2% - #E%E
#BryAEZEE (isavuconazole-voriconazole) & -2.7 (95 % 28 &[] : -129;75) -

H#E 7 (mucormycosis)i 6%

IR IE SRR - KRR LUBEREERMN 37 UK ARBALERREERID
MR EIE 5 288 isavuconazole - BEABERKB AL AERB AR5 84

X AEABEERESAEN 21 IRAR 102 X - BEGEBEEIIENTHZEESE (Data
Review Committee, DRC) Z EEMBEUFLEARBERBERNAEA - BERAGENE
84 KFABIREIE T %% 43.2% (16/37) - #= isavuconazole fFAEEABENBEEREA
7 42.9% (9/21) - #= isavuconazole B¥I R ZRIMBEIAE ( EE%& R amphotericin B )&
B ) BUAESRBEMSWEREERBALR 43.8% (7/16) - EOT K DRC H MBI EEEMINE
#11/35(31.4%) - 5 IR ALHAERTEER - 6 AEASER - 59 10/35 BB A
(28.6%) TEAZBITEE 2 FE - TEREREE (Rhizopus spp.) SIEEBBERMN 9 (R AT - 4 i
JEAER isavuconazole FRIRE B R IE - ERIRE® (Rhizomucor spp) 5I-EBBERBH

5 mAR - REIZZENRIE - EREMENERRERIFEBIR (#ES (Lichtheimia
spp.) n=2 - /N=IRES (Cunninghamellaspp.) n=1 - B E& (Actinomucor elegans)
n=1) -

BER#ET
13.1 8%

10 mL 55 | 338/ - i g EMKEEBH ONEE £ -
13.2 %A
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CDHRAREARERNCREAYEGERTZEMR 2°CE8°C N 24 /MK - HEER T
6 /\Eg

WIRMEY BRVERRL - AmBBIER - EARUEVER - BHRERZB|EEGERR
e REARB R F IS RIEH - —MRTE 2 °C - 8 °C FARBGREFEBE 24 /N - FRIFELR
P R BRI EE R NETREERE -
13.3 EEFHEG
FRBRIKFE (2°C-8°C) -
BRERERERNRERNREEFRG  FRE 1326 -
15  Hfth

ZEERHEMERZHREIEEER
FERERERER - BEZCEH D EHNER -
REEMOIBEFIRIRIE M AR (2F% 103 &) -

BRBEMRE  EREMEAREHOERLERY -

hRZ : SPC 20240822-3

RIEM

FEM: BAXTER

PHARMACEUTICAL SOLUTIONS 927 SOUTH CURRY PIKE, BLOOMINGTON, IN 47403 USA
LLC

B M Almac Pharma Services  Seagoe Industrial Area Portadown, Craigavon, BT63 5UA,
Limited UK

5
EHBETER (TN ) BHARA L

;ff ,Ag( MY BOERE e s enree005842 - 4312
Sl=p—) =]
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