LPD Title: Cresemba/200 mg/Powder for concentrate for solution for infusion (Manufacturer name and address change)
LPD date: Oct 16, 2026

Country: Vietnam

Reference EU CP SPC date: Dec 19, 2022

Rx
CRESEMBA®
CANH BAO PAC BIET:
Thudc nay chi ding theo don thudc.
Dé xa tam tay tré em.
Poc ki hwéng din sir dung trwéc khi dung.
Thong béo ngay cho bac sy hode dugc sy nhitng phan &ng c6 hai gip phai khi sir dung thudc.

Tiém truyén tinh mach.

1.  TENTHUOC

CRESEMBA

2. THANH PHAN CONG THUC

Thanh phén hoat chit:
Moi lo c6 chira 200 mg isavuconazole (dudi dang 372,6 mg isavuconazonium sulfate).

Thanh phin ti dwoc: xem muc 6.1.
3.  DANGBAO CHE

Bot pha dung dich dam dac dé pha dung dich truyén.
Bot mau trang dén vang.

4.  DPAC TINH LAM SANG
4.1 Chi dinh diéu tri

CRESEMBA duoc chi dinh & nguoi 1on dé diéu tri

. Nhi&m nam Aspergillus xam lan
. Nhiém nam Mucorales & bénh nhan khong thich hop véi amphotericin B (xem cac muc 4.4 va
5.1)

Can xem thém huéng dan chinh thic vé viéc sir dung thich hop cac thudc khang nam.

4.2 Liéu dung va cach dung

Liéu ding

C6 thé diéu tri sém (diéu tri dinh hudng hodc diéu trj dva trén chin doan ban déu) trong khi cho Kkét qua
xét nghiém chan doan xac dinh. Tuy nhién, sau khi c6 két qua, nén diéu chinh li¢u phap khang nam phu
hop.

Liéu tan cong (lo)

Liéu tin cong duoc khuyén nghi 1a mét lo sau khi hoan nguyén va pha lodng (trong dwong véi 200 mg

isavuconazole) mdi 8 gio trong 48 gio dau tién (tong cong 6 lan st dung).
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Liéu duy tri

Liéu duy tri dugc khuyén nghi 1a mot lo sau khi hoan nguyén va pha lodng (tvong duong véi 200 mg
isavuconazole) ngay mot lan, bat dau 12 dén 24 gio sau liéu tan cong cudi cing.

Thoi gian diéu tri can duoc quyét dinh theo dap tng 1am sang (xem muc 5.1).

Pé diéu tri dai han qué 6 thang, can phai can nhac can than can bang loi ich/nguy co (xem cac muc 5.1
va 5.3).

Chuyén sang duing isavuconazole dang uong
CRESEMBA ciing duogc cung cap dudi dang vién nang cing c6 chira 100 mg isavuconazole.
Liéu tén cong (vién nang cing)

Lidu tan cong dugc khuyén nghi 1a hai vién nang (twong duong véi 200 mg isavuconazole) mdi 8 gio
trong 48 gio dau tién (tong cong 6 lan st dung).

Lieu duy tri

Liéu duy tri dugc khuyén ngh1 1 hai vién nang (tuong duong véi 200 mg isavuconazole) ngay mét lan,
bat dau 12 dén 24 gio sau liéu tin cong cudi cang.

Thoi gian diéu tri can duoc quyét dinh theo dap tng 1am sang (xem muc 5.1).

Pé diéu tri dai han qué 6 thang, can phai can nhac can than can bang loi ich/nguy co (xem cac muc 5.1
va 5.3).

Chuyén sang truyén tinh mach

CRESEMBA ciing duoc cung cap dudi dang bot pha dung dich dam dic dé pha dung dich truyén cé
chira 200 mg isavuconazole.

Trén co s¢ sinh kha dung qua duong udng cao (98%, xem muc 5.2), chuyén ddi gitra viéc dung qua tinh
mach va dung qua duong udng la thich hop khi ¢ chi dinh 1am sang.

Nguoi cao tudi

Khéng can diéu chinh liéu cho bénh nhan cao tudi; tuy nhién, kinh nghiém 1am sang trén bénh nhan cao
tudi con han ché.

Suy giam chize nang thdn

Khoéng can diéu chinh liéu & bénh nhan suy giam chirc ning than, bao gom bénh nhan suy than thoi ky
cuoi (xem muc 5.2).

Suy giam chie nang gan

Khong can diéu chinh liéu ¢ bénh nhan suy giam chirc ning gan nhe hoic vira (Child-Pugh loai A va
B) (xem cac muc 4.4 va 5.2).
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Isavuconazole chua duoc nghién cu ¢ bénh nhan suy giam chirc nang gan néng (Child-Pugh loai C).
Khoéng khuyén nghi sir dung ¢ nhitng bénh nhan nay trir khi loi ich tiém nang duogc c&n nhac Ia I6n hon
nguy co (xem cac muc 4.4, 4.8 va 5.2).

Bénh nhan nhi

Tinh hiéu qua va an toan caa CRESEMBA & tré em dudi 18 tudi chua duogc thiét 1ap. Khong ¢ théng
tin.

Céch dung (lo

Dung duong tinh mach.

Cac thdn trong trieéc khi xiz Iy hodc cho dung thudc

CRESEMBA phai dugc hoan nguyén va sau d6 pha loang tiép dén nong do tuong tng khoang 0,8
mg/mL isavuconazole trudc khi truyén tinh mach trong toi thiéu 1 gio dé giam nguy co gap phai phan
ung lién quan dén truyen thuoc. Dich truyén phai duoc truyén qua mot bo day truyen dich ¢ bo loc
trong duong truyén vai mang loc lam bang polyethersulfone (PES) va co kich thudc 16 loc tir 0,2 pm

dén 1,2 pm. Chi dugc ding CRESEMBA duéi dang truyén tinh mach.

Dé biét huéng dan chi tiét vé& cach hoan nguyén va pha loing CRESEMBA truéc khi diing, xem muc
6.6.

Céch dung (vién nang citng)

Vién nang CRESEMBA c6 thé dung cung hoic khdng cling \(c’yi thire an. )
Phai nu6t nguyén vién nang CRESEMBA. Khéng nhai, nghién, hoa tan hay mé vién thuoc.

4.3  Chéng chi dinh

Qua man vai hoat chat hoic bat ky thanh phan ta duoc nao liét ké & muc 6.1.

Dung dong thoi véi ketoconazole (xem muc 4.5).

Dung dong thoi véi ritonavir liéu cao (> 200 mg mdi 12 gid) (xem muc 4.5).

Dung ddng thoi véi céc thube cam tng CYP3A4/5 manh nhu 14 rifampicin, rifabutin, carbamazepine,
barbiturate tac dung keéo dai (vi du: phenobarbital), phenytoin va St. John’s wort hodc véi cac thuoc
cam tng CYP3A4/5 trung binh nhu la efavirenz, nafcillin va etravirine (xem muc 4.5).

Bénh nhan c6 hoi ching khoang QT ngan c6 tinh gia dinh (xem muc 4.4).

4.4  Canh bao va than trong dac biét khi sir dung

Qua man

Qua mén véi isavuconazole co thé dan dén céc phan ing bét loi bao gom: phan ang phan vé, ha huyét
ap, suy hé hap, kho thé, n6i man do thuoc, ngira va phat ban (xem muc 4.8). Néu xuat hién phan tng

phan vé, cin ngung dung isavuconazole ngay 14p tirc va tién hanh diéu trj y té thich hop.

Can than trong khi ké don isavuconazole cho bénh nhan qua man véi cac thudc khang nam nhom azole
khac.
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Phan (g lién quan dén truyén dich

Trong llc truyén isavuconazole qua tinh mach, cac phan tmg lién quan dén truyén dich bao gém ha
huyét ap, kho tha, chong mat, di cam, buon non va dau dau da dugc bao cao (xem muc 4.8). Can ngung
truyén néu nhirng phan tng nay xay ra.

Phan tng bét lgi ning trén da

Cac phan &ng bat loi nang trén da, chang han nhu hoi ching Stevens-Johnson, di dugc b4o céo trong
qua trinh diéu tri bang thuoc khang nam nhdm azole. Néu bénh nhan gap phai phan tng bat loi nang
trén da, can ngung dung CRESEMBA.

Tim mach
Rat ngan khoang QT

Chéng chi dinh dang isavuconazole & bénh nhan c6 hoi chiing khoang QT ngén c6 tinh gia dinh (xem
muc 4.3).

Trong mot nghién ciru QT ¢ ddi twong ngudi khoe manh, isavuconazole lam rat ngin khoang QTc c6
lién quan dén nong do. Vi phac db lidu 200 mg, chénh léch gié tri trung binh theo phwong phap binh
phuong t6i thiéu (Least Squares Mean - LSM) so véi gia dugc 1a 13,1 ms 2 gid sau khi dung thude [CI
90%: 17,1; 9,1 ms]. Tang liéu 1&n 600 mg cho két qua chénh léch LSM so véi gia dugc 1a 24,6 ms 2 gid
sau khi dung thubc [CI 90%: 28,7; 20,4 ms].

Phai than trong khi lgé don isavuconazole cho bénh nhan dang dung cac thudc khac duoc biét 1a lam
giam khoang QT, chang han nhu rufinamide.

Tang transaminase gan hoac viém gan

Tang transaminase gan da dugc bao cdo trong cac nghién ciru 1am sang (xem muc 4.8). Cac truong hop
tang transaminase gan hiém khi can phai ngung dung isavuconazole. Can can nhac theo déi men gan
khi duoc chi dinh 1am sang. Viém gan da duoc bao cao véi cac thube khang nam nhém azole bao gom
ca isavuconazole.

Suy giam chirc ndng gan ning

Isavuconazole chua dugc nghién ctru & bénh nhan suy giam chirc nang gan nang (Child—Rugh loai C).
Khéng khuyén nghi st dgng & nhitng bénh nhan nay trur k,hi lgi ich tiém nang dugc can nhac la 16n hon
nguy co. Phai theo di can than kha nang nhiém doc thuoc & nhirng bénh nhan nay (xem cac muc 4.2,
4.8vab5.2).

Dung ddng thoi véi cac thube khéc

Cac thudc irc ché CYP3A4/5

Chéng chi dinh dung ketoconazole (xem muc 4.3). Bdi véi thudc tc ché CYP3A4 manh la
lopinavir/ritonavir, di quan sat thdy mirc d6 phoi nhiém isavuconazole ting gap 2 1an. Béi véi cac thube
rc ché CYP3A4 manh khéc, c6 thé xay ra anh hudng it rd rang hon. Khong can diéu chinh lidu
isavuconazole khi ding dong thoi vai thudc e ché CYP3A4/5 manh, tuy nhién, can phai than trong vi
cac phan ng bt loi cua thudc ¢ thé tang 1én (xem muc 4.5).

Page 4 of 23



LPD Title: Cresemba/200 mg/Powder for concentrate for solution for infusion (Manufacturer name and address change)
LPD date: Oct 16, 2026

Country: Vietnam

Reference EU CP SPC date: Dec 19, 2022

Céc thuéc cam iing CYP3A4/5

Dung d6ng thoi véi thude cam ttng CYP3A4/5 nhe nhu aprepitant, prednisone, va pioglitazone, c¢6 thé
lam giam nhe dén vira nong d6 isavuconazole trong huyeét twong; can tranh dung dong thoi vai thuoc
cam ung CYP3A4/5 nhe tru khi lgi ich tiém nang dugc can nhac 1a I6n hon nguy co (xem muc 4.5).

Céc chat nén cua CYP3A4/5 bao gom cac thudc ¢ ché mién dich

Isavuconazole cd thé dugc xem 1a mot thude e ché CYP3A4/5 trung binh, va mic @6 phoi nhiém toan
than véi cac thude duoc chuyén hda boi CYP3A4 c6 thé tang khi dung dong thoi véi isavuconazole.
Dung dong thoi isavuconazole véi cac chat nén cia CYP3A4 nhu céac thudc tc ché mién dich
tacrolimus, sirolimus hoc ciclosporin ¢6 thé lam ting mirc d6 phoi nhiém toan than véi nhiing thuéc
nay. C4 thé can diéu chinh lidu va theo ddi thudc diéu tri thich hop trong khi ding dong thoi (xem muc
4.5),

CAc chdt nén cia CYP2B6

Isavuconazole la mot thudc cam ttng CYP2B6. Mirc d6 phoi nhiém toan than véi cac thude dugc chuyén
héa boi CYP2B6 c6 thé giam khi ding dong thoi vai isavuconazole. Do d6, phai than trong khi cac chat
nén cua CYP2B6, dic biét 1a céc thudc co khoang diéu tri hep nhu cyclophosphamide, duge dung dong
thoi vai isavuconazole. Chéng chi dinh sir dung chét nén caa CYP2B6 la efavirenz véi isavuconazole
vi efavirenz 1a mot thudc cam eng CYP3AA4/5 trung binh (xem muc 4.3).

Céc chat nén cua P-gp
Isavuconazole c6 thé 1am tang mirc d6 phoi nhidm cac thudc 1a chat nén caa P-gp. C4 thé can diéu chinh
lieu cua thuoc la chat nén cua P-gp, dac biét la cac thuoc cd khoang diéu tri hep nhu digoxin, colchicine

va dabigatran etexilate, khi dung ddng thoi véi isavuconazole (xem muc 4.5).

Céc han ché cua dit liéu 1am sang

Dit liéu 1am sang vé isavuconazole trong diéu tri nhidm nam Mucorales chi gigi han & mot nghién ciu
1am sang tién ciru khong co dbi ching ¢ 37 bénh nhan ¢6 bang ching hozc c6 thé nhidm nam Mucorales
da dung isavuconazole dé diéu tri ban dau, hodc do cac phuong phéap diéu tri khang nam khac (chu yéu
la amphotericin B) khdng thich hop.

Déi vai cac loai Mucorales cu thé, c6 rat it dir liéu v& hiéu qua 1am sang, thuong chi ¢ mot hoac hai
bénh nhan (xem muc 5.1). Dit liéu vé& d6 nhay cua thudc chi ¢6 &@ mot nhém nho cac trudng hop. Nhiing
dir lidu nay cho biét ring nong do cua isavuconazole can dé &c ché in vitro rat khac nhau giira cac
gidng/loai trong bo Mucorales, va thudng cao hon nong do can dé e ché cac loai Aspergillus. Can luu
y rang khong c6 nghién cau do lidu nao cho bénh nhiém nim Mucorales, va bénh nhan duoc ding
isavuconazole véi lidu gidng nhu dé diéu tri nhiém nam Aspergillus xam lan.

45 Twong tac véi cac thudc khéac va cac dang twong tac khac

Khé ning anh huéng cua cac thude khac dén duoc dong hoc cua isavuconazole

Isavuconazole 1a mot chat nén cua CYP3A4 va CYP3AS5 (xem muc 5.2). Dung dong thoi véi cac thudce
rc ché CYP3A4 va/hoic CYP3AS c6 thé 1am ting ndng d6 isavuconazole trong huyét tuong. Dung
ddng thoi cac thude cam ang CYP3A4 vashodc CYP3AS c6 thé lam giam nong do isavuconazole trong
huyét twong.
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Céc thudc e ché CYP3A4/5

Chéng chi dinh dung dong thoi isavuconazole véi thudc e ché CYP3A4/5 manh 14 ketoconazole, vi
thuoc nay cd thé lam tang dang ké nong do isavuconazole trong huyét tuong (xem cac muc 4.3 va 4.5).

Déi voi thude wc ché CYP3A4 manh 1a lopinavir/ritonavir, dd quan sat thdy muc do phoi nhidm
isavuconazole ting gip 2 lan. Bdi véi cac thudc tc ché CYP3A4 manh khac, nhu clarithromycin,
indinavir va saquinavir, ¢ thé xay ra anh huong it r rang hon, can cir trén hoat luc twong di ciia thuée.
Khong can diéu chinh lidu isavuconazole khi dung dong thoi vai thude ic ché CYP3A4/5 manh, tuy
nhién, can phai than trong vi cac phan tng bét lgi cua thudc co thé tang 1én (xem muc 4.4).

Khong can diéu chinh lidu di véi cac thude e ché CYP3A4/5 nhe.

Céc thudc cam ttng CYP3A4/5

Chéng chi dinh dung dong thoi isavuconazole véi cac thudc cam ang CYP3A4/5 manh nhu rifampicin,
rifabutin, carbamazepine, barbiturate tac dung kéo dai (vi du: phenobarbital), phenytoin va St. John’s
wort, hoic véi cac thudc cam tng CYP3A4/5 trung binh nhu 13 efavirenz, nafcillin va etravirine, vi cac
thudc nay c6 thé 1am giam dang ké nong do isavuconazole trong huyét tuong (xem muc 4.3).

Dung ddng thoi véi thude cam ting CYP3A4/5 nhe nhu aprepitant, prednisone, va pioglitazone, cé thé
lam giam nhe dén vira nong d6 isavuconazole trong huyét twong; can tranh dung dong thoi vai thuoc
cam tng CYP3A4/5 nhe trir khi lgi ich tiém nang dugc c&n nhac 1a 1én hon nguy co (xem muc 4.4).

Chéng chi dinh dung ddng thai vai ritonavir lidu cao (> 200 mg, 2 1an mot ngay), vi ritonavir liéu cao
c6 thé cam ung CYP3A4/5 va lam giam nong d¢ isavuconazole trong huyét tuong (xem muc 4.3).

Kha ning isavuconazole anh hudng dén mic d6 phoi nhidém céc thudc khac

Céc thudc duoc chuyén héa bai CYP3A4/5

Isavuconazole 1a mot thudc trc ché CYP3A4/5 trung binh; dung dong thoi isavuconazole véi cac thube
Ia chat nén caa CYP3A4/5 cé thé lam tang nong d6 cua nhitng thuoc nay trong huyeét tuong.

Céc thudc duoc chuyén héa bsi CYP2B6

Isavuconazole 1a mét thube cam tng CYP2B6 nhe; dung ddng thoi isavuconazole cé thé 1am giam néng
do céc thuoc la chat nén caa CYP2B6 trong huyét tuong.

Céc thube duoc van chuyén bai P-gp trong rudt

Isavuconazole 1a mot thube e ché P- glycoproteln (P-gp) nhe; ding dong thai véi isavuconazole cé thé
lam tang ndng do cac thudc 1a chat nén cua P-gp trong huyét tuong.

Céc thubc duoc van chuyén bsi BCRP

Isavuconazole 1a mét thudce e ché BCRP in vitro, va do d6, ndng d6 cac thudc 1a chat nén cuia BCRP
trong huyét twong c6 thé tang 1én. Phai than trong khi dung isavuconazole dong thoi véi cac chat nén
cua BCRP.
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Céc thubc duoc bai tiét & than théng qua protein van chuyén

Isavuconazole 1a mét thudc e ché nhe chat van chuyén cation hitu co 2 (Organic Cation Transporter 2
- OCT2). Dung dong thoi isavuconazole vai cac thuoc la chat nén cia OCT2 ¢ thé 1am ting nong do
cua nhitng thuoc nay trong huyét tuong.

Céc chét nén cua uridine diphosphate-glucuronosyltransferase (UGT)

Isavuconazole 1a mét thudc uc ché nhe UGT. Dung déng thoi isavuconazole véi cac thudc 1a chat nén
cua UGT c0 thé lam tang nhe nong do cua nhirng thuoc nay trong huyét tuong.

Bang tuong tac thudc

Céc tuong téc gifra isavuconazole va thudc ding dong thoi duoc liét ké trong Bang 1 (ting duoc bicu
thi bang dau “1”, giam la dau “|”), sap xep theo nhém thuoe dicu tri. Trir khi 6 ghi chd khac, cac
nghién ctru trinh bay trong Bang 1 da duoc tién hanh véi liéu isavuconazole dugc khuyén nghi.

Bang 1 Twong tic thudc

Thudc ding dong thoi theo
nhém diéu tri

Anh hwéng 1&n nong dé thuéc/
Mire thay déi trung binh hoc
(%) caa AUC, Cax

(Co ché twong tac)

Khuyén nghi vé viéc dung
dong thoi

Thudc chang co gidt

Carbamazepine, phenobarbital
va phenytoin

(cac thudc cam ang CYP3A4/5
manh)

Nong dé isavuconazole c6 thé giam
(Cam ung CYP3A boi
carbamazepine, phenytoin va
barbiturate t4c dung kéo dai nhu
phenobarbital).

Chdng chi dinh ding dong thoi
isavuconazole va carbamazepine,
phenytoin va barbiturate tdc dung
kéo dai nhu phenobarbital.

Thudc khang khudn

Rifampicin
(thuoc cam tng CYP3AA4/5
manh)

Isavuconazole:
AUCtau: l, 90%
Cmax: l 75%

(Cam ung CYP3A4/5)

Chdng chi dinh ding dong thoi
isavuconazole va rifampin.

Rifabutin
(thuoc cam tng CYP3A4/5
manh)

Chua dugc nghién cau.
Nong d¢ isavuconazole co6 thé giam
dang ké.

(Cam tmg CYP3A4/5)

Chéng chi dinh dung dong thoi
isavuconazole va rifabutin.

Nafcillin
(thuoc cam tng CYP3AA4/5
trung binh)

Chua dugc nghién cau.
Nong do isavuconazole c6 thé giam
dang ké.

(Cam ung CYP3A4/5)

Chéng chi dinh dung dong thoi
isavuconazole va nafcillin.

Clarithromycin
(thudc uc che CYP3A4/5
manh)

Chua dugc nghién cuau.
Nong d¢ isavuconazole co thé tang.

(Uc ché CYP3A4/5)

Khéng can diéu chinh liéu
isavuconazole; can phai than
trong vi cAc phan tng bét loi cia
thudc cd thé ting lén.
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Thuoc dung dong thai theo
nhém diéu tri

Anh huéng 1én nong do thuac/
Mhike thay di trung binh hec
(%) cua AUC, Chax

(Co ché twong tac)

Khuyén nghi vé viéc dung
déng thoi

Thuéc khang ndm

Ketoconazole
(thuoc trc ché CYP3A4/5
manh)

Isavuconazole:
AUCy: 1 422%
Cmax: T 9%

(Uc ché CYP3A4/5)

Chong chi dinh ding dong thoi
isavuconazole va ketoconazole.

Thuéc thédo duwec

St.J ghn’s wort
(thuoc cam tng CYP3A4/5
manh)

Chua dugc nghién cuau.
Nong d¢ isavuconazole co thé giam
dang ké.

(Cam ttng CYP3A4).

Chéng chi dinh dung dong thoi
isavuconazole va St. John’s wort.

Céc thuéc src ché mién dich

Ciclosporin, sirolimus,
tacrplirpus
(chat nén ciia CYP3A4/5)

Ciclosporin:
AUCin: 129%
Crmax: 1 6%

Sirolimus:
AUCint: 1 84%
Crmax: T 65%

Tacrolimus:
AUCins: T 125%
Cmax: T 42%

(Uc ché CYP3A4)

Khéng can diéu chinh liéu
isavuconazole.

Ciclosporin, sirolimus,
tacrolimus: theo ddi ndng do
trong huyét twong va diéu chinh
lidu thich hop néu can.

Mycophenolate mofetil (MMF)
(chat nén cua UGT)

Acid mycophenolic (MPA, chat
chuyén hoa c6 hoat tinh):
AUCin: 1 35%

Crax: | 11%

Khéng can diéu chinh liéu
isavuconazole.

MMF: can phai theo ddi cac tinh
trang nhiém doc lién quan dén
MPA.

Nong d6 isavuconazole cé thé
giam.

(Cam ung CYP3A4/5)

(Uc ché UGT)
Prednisone Prednisolone (chat chuyén hod c6 | Can tranh dung dong thoi trir khi
(chat nén cua CYP3A4) hoat tinh): loi ich tiém ning duoc can nhic
AUCinr: 1 8% 14 16n hon nguy co.
Crax: | 4%
(Uc ché CYP3A4)

Opioid

Opiate tac dung ngin
(alfentanyl, fentanyl)
(chat nén cia CYP3A4/5)

Chua dugc nghién ciu. )
Nong d6 opiate tac dung ngan c6
thé tang.

(Ut ché CYP3A4/5).

Khéng can diéu chinh liéu
isavuconazole.

Céc opiate tac dung ngan
(alfentanyl, fentanyl): theo doi
can than su xuét hién caa bat ky
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LPD Title: Cresemba/200 mg/Powder for concentrate for solution for infusion (Manufacturer name and address change)

LPD date: Oct 16, 2026
Country: Vietnam
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Thuoc dung dong thai theo
nhém diéu tri

Anh huéng 1én nong do thuac/
Mhike thay di trung binh hec
(%) cua AUC, Chax

(Co ché twong tac)

Khuyén nghi vé viéc dung
déng thoi

tinh trang nhiém doc thudc nao,
va giam liéu néu can.

Methadone
(chat nén cua CYP3A4/5, 2B6
va 2C9)

S-methadone (dong phan opiate
khong cd hoat tinh)

AUCin: l 35%

Crax: T 1%

Giam 40% thoi gian béan thai cudi

R-methadone (ddng phan opiate c6
hoat tinh).

AUCin: | 10%

Crax: T 4%

(Cam émg CYP2B6)

Khéng can diéu chinh licu
isavuconazole.

Methadone: khong can diéu
chinh liéu.

Thuéc chong ung thu

Vinca alkaloid (vincristine,
vinblastine)
(chat nén cuaa P-gp)

Chua dugc nghién ctau. i
Nong d¢ cua vinca alkaloid co thé
tang.

(Uc ché P-gp)

Khéng can diéu chinh licu
isavuconazole.

Vinca alkaloid: theo dai can than
su xuét hién cua bat ky tinh trang
nhiém doc thude nao, va giam
lidu néu can.

Cyclophosphamide
(chat nén cua CYP2B6)

Chua dugc nghién ctau. n
Nong d¢ cyclophosphamide c6 thé
giam.

(Cam @ng CYP2B6)

Khéng can diéu chinh licu
isavuconazole.
Cyclophosphamide: theo d&i can
than sy xuat hién cua bat ky tinh
trang giam hiéu qua nao, va tang
lidu néu can.

Me;hotyexate
(chat nén cia BCRP, OATL,
OAT3)

Methotrexate:
AUCiqt: | 3%
Crax: | 11%

7-hydroxymetabolite:
AUCin: T 29%
Cmax: T 15%

(Chua 13 co ché)

Khéng can diéu chinh liéu
isavuconazole.

Methotrexate: khong can diéu
chinh liéu.

Céc thudc chdng ung thu khac
(daunorubicin, doxorubicin,
imatinib, irinotecan, lapatinib,
mitoxantrone, topotecan)
(chat nén ciia BCRP)

Chua dugc nghién cuau.

Nong dé daunorubicin,
doxorubicin, imatinib, irinotecan,
lapatinib, mitoxantrone, topotecan
c6 thé tang.

(Uc ché BCRP)

Khéng can diéu chinh liéu
isavuconazole.

Daunorubicin, doxorubicin,
imatinib, irinotecan, lapatinib,
mitoxantrone hoac topotecan:
theo ddi can than sy xuat hién
cuia bét ky tinh trang nhiém doc
thudc nao, va giam liéu néu can.

Thudc chéng nén

Aprepitant
(thudc cam tng CYP3A4/5
nhe)

Chua dugc nghién cuau.
Nong d¢ isavuconazole co thé
giam.

(Cam ting CYP3A4/5)

Cén tranh dung dong thoi trir khi
lgi ich tiém nang dugc can nhac
[& 16n hon nguy co.
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LPD Title: Cresemba/200 mg/Powder for concentrate for solution for infusion (Manufacturer name and address change)

LPD date: Oct 16, 2026
Country: Vietnam
Reference EU CP SPC date: Dec 19, 2022

Thuoc dung dong thai theo
nhém diéu tri

Anh huéng 1én nong do thuac/
Mhike thay di trung binh hec
(%) cua AUC, Chax

(Co ché twong tac)

Khuyén nghi vé viéc dung
déng thoi

Thuéc chong ddi thdo dwong

Me'gfor(nin
(chat nén cia OCT1, OCT2 va
MATE1)

Metformin:
AUCin: 1 52%
Crmax: T 23%

(Uc ché OCT2)

Khéng can diéu chinh licu
isavuconazole.
Metformin: cé thé can giam liéu.

Repaglinide
(chat nén cua CYP2C8 va
OATP1B1)

Repaglinide:
AUCi: | 8%
Cmax: l, 14%

Khéng can diéu chinh liéu
isavuconazole.

Repaglinide: khéng can diéu
chinh liéu.

Thuéc chong dong mdu

Dabigatran etexilate
(chat nén cuaa P-gp)

Chua dugc nghién ctu. i
Nong d¢ dabigatran etexilate c6 thé
tang.

(Uc ché P-gp).

Khéng can diéu chinh liéu
isavuconazole.

Dabigatran etexilate c6 khoang
diéu tri hep va can duoc theo dbi
va giam liéu néu can.

Warfar!n
(chat nén cua CYP2C9)

S-warfarin
AUCi: 1 11%
Cmax: l 12%

Khéng can diéu chinh licu
isavuconazole.
Warfarin: khéng can diéu chinh

l00mg ,
(Thuéc uc ché manh va chat
nen cua CYP3A4/5)

AUCuu: | 27%
Crmax: | 23%
Cmin, SS: l, 16%a)
Ritonavir:
AUCuu: | 31%
Cmax: | 33%

(Chua 13 co ché)
Isavuconazole:
AUCtau: T 96%
Cmax: T 74%

(Uc ché CYP3A4/5)

R-warfarin licu.
AUCins: T 20%
Crmax: 1 7%
Céc thuéc khang retrovirus
Lopinavir 400 mg/Ritonavir | Lopinavir: Khéng can diéu chinh liéu

isavuconazole; can phai than
trong vi cac phan tng bat lgi cua
thudc cd thé tang 1én.

Lopinavir/ritonavir: khong can
diéu chinh liéu ddi voi lopinavir
400 mg/ritonavir 100 mg mdi 12
gid, ma can theo ddi can than sy
Xuét hién cua bat ky tinh trang
giam hiéu qua khang virus nao.

Ritonavir (tai liéu > 200 mg
mai 12 gio)

(thubc cam wng CYP3A4/5
manh)

Chua duoc nghién ctu.
Ritonavir tai lidu cao c6 thé lam
giam dang ké nong do
isavuconazole.

(Cam ung CYP3A4/5)

Chong chi dinh ding dong thoi
isavuconazole va ritonavir liéu
cao (> 200 mg moi 12 gio).

Efavirenz
(thuéc cam tng trung binh
CYP3A4/5 va chit nén cua
CYP2B6)

Chua duoc nghién ctu.
Nong do efavirenz cé thé giam.

(Cam tng CYP2B6)

Chong chi dinh ding dong thoi
isavuconazole va efavirenz.
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LPD Title: Cresemba/200 mg/Powder for concentrate for solution for infusion (Manufacturer name and address change)

LPD date: Oct 16, 2026
Country: Vietnam
Reference EU CP SPC date: Dec 19, 2022

Thuoc dung dong thai theo
nhém diéu tri

Anh huéng 1én nong do thuac/
Mhike thay di trung binh hec
(%) cua AUC, Chax

(Co ché twong tac)

Khuyén nghi vé viéc dung
déng thoi

Nong do thudc isavuconazole c6
thé giam dang ké.

(Cam urng CYP3A4/5)

Etravirine
(thuoc cam tng CYP3A4/5
trung binh)

Chua dugc nghién cuau.
Nong do isavuconazole c6 thé giam
dang ké.

(Cam urng CYP3A4/5)

Chéng chi dinh dung dong thoi
isavuconazole va etravirine.

Indingvir ) )
(Thuoc e che manh va chat
nén cua CYP3A4/5)

Indinavir:?
AUCin: | 36%
Cmax: l 52%
(Chua 13 co ché)

Nong d¢ isavuconazole c6 thé tang.

(Uc ché CYP3A4/5)

Khoéng can diéu chinh licu
isavuconazole; can phai than
trong vi cac phan tng bat loi cua
thudc c6 thé tang lén.

Indinavir: theo ddi can than sy
Xuat hién cua bat ky tinh trang
giam hiéu qua khang virus nao,
va tiang lidu néu can.

Saquinavir
(thuoc e ché CYP3A4 manh)

Chua dugc nghién cau.

Nong d6 saquinavir c6 the giam
(nhu quan sat thay véi
lopinavir/ritonavir) hodc tang.

(Uc ché CYP3A4)

Nong d¢ isavuconazole c6 thé ting.

(Uc ché CYP3A4/5)

Khéng can diéu chinh liéu
isavuconazole; can phai than
trong vi cac phan tng bét loi cia
thudc c6 thé tang lén.

Saquinavir: theo ddi can than sy
Xuét hién cua bat ky tinh trang
nhiém doc thudc va/hoic giam
hiéu qua khang virus nao, va diéu
chinh lidu néu can.

Cac thudc we ché protease khac
(vi du: fosamprenavir)

(thubc e ché CYP3A4/5 manh
hozc trung binh va chat nén
cua CYP3A4/5)

Chua dugc nghién cau.

Nong d6 thuoc uc che protease co
thé giam (nhu quan sat thay véi
lopinavir/ritonavir) hoac tang.

(Ut ché CYP3A4)

Nong d¢ isavuconazole ¢ thé ting.

(Uc ché CYP3A4/5)

Khéng can diéu chinh liéu
isavuconazole.

Thudc e ché protease: theo doi
can than sy xuét hién cua bat ky
tinh trang nhiém doc thude
va/hoic giam hiéu qua khang
virus nao, va diéu chinh liéu néu
can.

NNRTI khac (vi du:
nevirapine)

(thubc cam wng va chit nén
cua CYP3A4/5 va 2B6)

Chua dugc nghién cuau.

Nong dd NNRTI c6 thé giam (cam
ung CYP2B6 bai isavuconazole)
hodc tang.

(Uc ché CYP3A4/5)

Khéng can diéu chinh liéu
isavuconazole.

NNRTI: theo ddi can than su
Xuét hién cua bat ky tinh trang
nhiém doc thudc va/hoic giam
hiéu qua khang virus nao, va diéu
chinh lidu néu can.

Thuéc khang acid

Eso,meprazole
(chat nén cua CYP2C19 va pH
da day T)

Isavuconazole:
AUC: T 8%
Cmax: T 5%

Khéng can diéu chinh liéu
isavuconazole.

Esomeprazole: khong can diéu
chinh liéu.
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LPD Title: Cresemba/200 mg/Powder for concentrate for solution for infusion (Manufacturer name and address change)

LPD date: Oct 16, 2026
Country: Vietnam
Reference EU CP SPC date: Dec 19, 2022

Thuoc dung dong thai theo
nhém diéu tri

Anh huéng 1én nong do thuac/
Mhike thay di trung binh hec
(%) cua AUC, Chax

(Co ché twong tac)

Khuyén nghi vé viéc dung
déng thoi

Omeprazole
(chat nén caa CYP2C19 va pH
da day 1)

Omeprazole:
AUCin: l 11%
Cmax: l, 23%

Khéng can diéu chinh liéu
isavuconazole.

Omeprazole: khong can diéu
chinh liéu.

Thuéc ha lipid

Atorvastatin va cac statin khac
(chat nén caa CYP3A4, vi du:
simvastatin, lovastatin,
rosuvastatin)

(chat nén caa CYP3A4/5

Atorvastatin:

AUCin: 1 37%

Cmax: T 3%

Cac statin khac khong dugc nghién
cuu.

Khéng can diéu chinh lidu
isavuconazole.

Dua trén két qua vai atorvastatin,
khéng can diéu chinh liéu statin.
Can phai theo ddi c4c phan tng

va/hoic BCRP) Nong d¢ statin c6 thé tang. bat loi dién hinh cua statin.
(Uc ché CYP3A4/5 hoic BCRP)
Pioglitazone Chua duogc nghién cuu. Can tranh dung dong thoi trir khi

(thubc cam wng CYP3A4/5
nhe)

Nong d6 isavuconazole co thé
giam.

(Cam ting CYP3A4/5)

loi ich tiém ning duoc can nhic
[a 16n hon nguy co.

Thudc chéng logn nhip tim

Digoxin
(chat nén cua P-gp)

Digoxin:
AUCin: T 25%
Crmax: T 33%

(Ut ché P-gp)

Khéng can diéu chinh liéu
isavuconazole.

Digoxin: can theo ddi nong do
digoxin trong huyét thanh va st
dung két qua thu duoc dé chuan
do licu digoxin.

Céc thudc trdnh thai dwong ué

ng

Ethinyl oestradiol va
norethindrone
(chat nén chia CYP3A4/5)

Ethinyl oestradiol
AUCin: 1 8%
Crax: T 14%
Norethindrone
AUCin: 1 16%

Khéng can diéu chinh liéu
isavuconazole.

Ethinyl oestradiol va
norethindrone: khdng can diéu
chinh liéu.

Cmax: T 6%
Thuac chang ho
Dextromethorphan Dextromethorphan: Khéng can diéu chinh liéu

(chat nén cua CYP2D6)

AUCin: T 18%

Crax: T 17%

Dextrorphan (chat chuyén hoa c6
hoat tinh):

AUCin: T 4%

Crnax: | 2%

isavuconazole.
Dextromethorphan: khéng can
dieéu chinh liéu.

Benzodiazepine

Midazolam
(chat nen cua CYP3A4/5)

Midazolam ding qua dudng uong:
AUCin: 1 103%
Cmax: T 72%

(Uc ché CYP3A4)

Khong can diéu chinh liéu
isavuconazole.

Midazolam: khuyén nghi theo
ddi can than cac dau hiéu va triéu
chimg 1am sang, va giam liéu néu
can.

Thuéc chong gt
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LPD Title: Cresemba/200 mg/Powder for concentrate for solution for infusion (Manufacturer name and address change)

LPD date: Oct 16, 2026
Country: Vietnam
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Thuoc dung dong thai theo
nhém diéu tri

Anh huéng 1én nong do thuac/
Mhike thay di trung binh hec
(%) cua AUC, Chax

(Co ché twong tac)

Khuyén nghi vé viéc dung
déng thoi

Colchicine
(chat nén cuaa P-gp)

Chua dugc nghién cau.
Nong d¢ colchicine co6 thé tang.

(Uc ché P-gp)

Khéng can diéu chinh liéu
isavuconazole.

Colchicine co

chi sb diéu tri hep va can duoc
theo dbi, giam liéu néu can.

CAc sdn pham tw nhién

(chat nén cua CYP2B6)

AUCint: | 42%

Caffeine Caffeine: Khéng can diéu chinh liéu
(chat nén cua CYP1A2) AUCins: 1 4% isavuconazole.
Crmax: | 1% Caffeine: khdng can diéu chinh
licu.
Thuéc hé tre cai thudc la
Bupropion Bupropion: Khéng can diéu chinh liéu

isavuconazole.
Bupropion: tang liéu néu can.

(Cam ttng CYP2B6)

NNRTI, thudc trc ché enzym phién méd nguoc khdng nucleoside; P-gp, P-glycoprotein.

% 0% gidm cua cac gia tri mic ddy trung binh

b Indinavir chi dwoc nghién ctru sau khi dung lidu don 400 mg isavuconazole.

AUCins = dién tich dudi duong cong ndng do-thoi gian dwoc ngoai suy dén vé cuc; AUCtu = dién tich dudi duong cong ndng
do-thai gian trong khoang thoi gian 24 gio & trang théi én dinh; Cmax = ndng do dinh trong huyét twong; Crmin, 5 = mirc day &
trang thai 6n dinh.

4.6  Kha nang sinh san, thai ky va cho con bu

Mang thai

Khéng cé dix liéu tir viéc st dung CRESEMBA & phu nit mang thai.
Cac nghién cau ¢ dong vat da cho thay doc tinh 1én su sinh san (xem muc 5.3). Chua xac dinh duoc
nguy co tiém an trén nguoi.

Khéng dugc sir dung CRESEMBA trong khi mang thai ngoai trir & bénh nhan nhidm nam ning hoic
c6 kha nang de doa tinh mang ma c6 thé st dung isavuconazole ¢ nguoi d6 néu lgi ich dy kién I6n hon
nguy co ¢o thé xay ra cho thai nhi.

Phu nit c6 kha ning sinh con

Khong khuyén nghi st dung CRESEMBA cho phu nit ¢ kha ning sinh con khéng st dung bién phap
tranh thai.

Cho con bu

Dit liéu duoc luc hoc/doc tinh hién co & dong vat da cho thay hién tuong tiét isavuconazole/chat chuyén
hod vao sira (xem muc 5.3).

Nguy co cho tré so sinh va tré nhé khong thé duoc loai tri.
Cén ngung cho con bu trong khi diéu trj bing CRESEMBA.

Kha nang sinh san
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Khong c6 dir lidu vé anh huong cua isavuconazole 1&n kha ning sinh san ¢ nguoi. Cac nghién ciu ¢
dong vat khong co thay suy giam kha nang sinh san ¢ chudt duc hoac cai (xem muc 5.3).

4.7  Anh hwéng Ién kha ning lai xe va van hanh may mac

Isavuconazole c6 kha nang anh huong trung binh 1én kha nang lai xe va str dung may moc. Bénh nhéan
can tranh lai xe hoac van hanh may moc néu gap phai céc triéu chirng cua tinh trang 10 lan, ngi ga, ngat,
va/hoac chong mat.

4.8 Tac dung khéng mong muén

Tom tit tinh an toan

Céc phan (ing bt loi lién quan dén diéu trj thuong gap nhat 1a ting két qua chi sb xét nghi¢m veé gan
(7,9%), buon non (7,40/9), non (5,5%), khé tho (3,2%), dau bung (2,7%), tiéu chay (2,7%), phan ung tai
chd tiém (2,2%), dau dau (2,0%), giam kali mau (1,7%) va phét ban (1,7%).

Céc phan (ing bat lgi thuong gip nhat dan dén phai ngung vinh vién diéu tri bang isavuconazole I tinh
trang 10 1an (0,7%), suy than cap tinh (0,7%), tang bilirubin trong mau (0,5%), co giat (0,5%), khé the
(0,5%), dong kinh (0,5%), suy hé hap (0,5%) va ndn (0,5%).

Bang danh sach cac phan ng bét lgi

Bang 2 trinh bay cac phan ing bat loi khi sir dung isavuconazole trong diéu tri nhidm nam xam lan,
theo phan loai hé co quan va tan suét.

Tan suat ciia cac phan ing bat lgi duge dinh nghia nhu sau: rat thuong gap (= 1/10); thuong gép (= 1/100
dén < 1/10); it gap (= 1/1000 dén < 1/100); va khong rd (khong thé wdc tinh tin suat tir dit liéu o san).

Trong mdi nhém tan sut, cac phan ung bét loi dugc trinh bay theo thi tw mic dd nghiém trong giam
dan.

Bang 2 Tom tit cac phan wng bat lgi theo Phan loai hé co quan ciia MedDRA va tan suit

Phan loai hé co

quan Phin ing bit loi ciia thudc
Roi loan mau va h¢ bach huyet
It gap Giam bach cau trung tinh; giam tiéu cau”; giam ba dong té bao mau; giam bach

cAu”; thiéu mau”

Réi loan hé mién dich

it gap Qua man”
Khong rd Phan tng phan vé*
Roi loan chuyén héa va dinh dwdng
Thuong gap Giam kali mau; chan an
it gap Giam magnesi mau; ha duong huyét; giam albumin mau; suy dinh dudng”

Réi loan tm than

Thuong gap Mé sang™*

It gap Tram cam; mat ngi”

Réi loan hé than kinh

Thuong gip | Pau dau; nga ga

It gap Co giat®; ngét; chéng mat; di cam”; ’
Bénh ndo; tién ngat xiu; bénh than kinh ngoai bién; roi loan vi giac
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Biang 2 Tom tit cac phan ng bt lgi theo Phan loai hé co quan ciia MedDRA va tan suit

Phan loai hé co

quan Phan @ng bit lei cia thudc
R6i loan tai va tai trong
it gap | Chéng mit
Réi loan tim
it gap Rung nhi; nhip tim nhanh; nhip tim cham”; danh trong nguc;

Cuodng nhf; rit ngan khoang QT trén dién tam do; nhip nhanh kich phét trén that;
ngoai tdm thu that; ngoai tdm thu trén that

Réi loan mach mau

Thuong gap | Viém tac tinh mach®

it gap Truy tuan hoan; ha huyét &p

Réi loan ho hap, nguc va trung that

Thuong gip | Kho tha™; suy hd hap cap”

It giap Co that phé quan; thd nhanh; ho ra méu; chay méau cam

R6i loan tiéu hoa

Thudng gap Non: tiéu chay; budn nén; dau bung”

It gap Kho tiéu; tao bon; chudng bung

Réi loan gan mat

Thuong gap | Tang két qua chi s6 xét nghiém hoa hoc vé gan™

it gap Gan lach phi dai; viém gan

R6i loan da va mé dwéi da

Thuong gap Phat ban”; ngira

it gap DM xuat huyét; rung téc; ban dé nhidm sic do thudc; viém da’
Roi loan co’ xwong va mo lién ket
It gap | Pau lung

Réi loan than va tiét niéu

Thuong gap | Suy than

R4éi loan chung va tinh trang tai noi sir dung thuéc

Thuong gap Pau nguc”; mét moi; phan ung tai chd tiém®

it gap Phu ngoai bién”; kho chiu; suy nhuoc

A Biéu thi ring dd nhom cac thuét ngit duge vu tién thich hop vao mét khai niém y khoa duy nhét.
* Phan tng bit loi ghi nhéan sau khi thudc Iuu hanh trén thi truong.
# Xem muc M0 ta cac phan ting bt lgi chon loc du6i day.

MO ta cac phan &tng bét loi chon loc

M@ sang bao gdm cac phan wng cua tinh trang 10 13n.

Tang két qua chi s6 xét nghiém hoa hoc vé gan bao gom cac bién ¢ ting alanine aminotransferase, ting
aspartate aminotransferase, ting phosphatase kiém trong mau, ting bilirubin trong mau, tang lactate
dehydrogenase trong mau, tang gamma- glutamyltransferase, tang men gan, chtrc ning gan bt thuong,
tang bilirubin trong méau, két qua xét nghiém chirc ning gan bit thudng, va ting transaminase.

Anh huéng Ién két quéa xét nghiém

Trong mot nghién ctru 1am sang mu déi, chon ngau nhién, c6 dbi ching vai thude that & 516 bénh nhan
bi bénh nim xam l4n do céc loai Aspergillus hodc nim soi khac gy ra, ting transaminase gan (alanine
aminotransferase hoac aspartate aminotransferase) > 3 lan Gigi han trén cua tri s6 binh thuong (Upper
Limit of Normal, ULN) d3 duoc b4o cdo & cudi qua trinh diéu tri nghién ctu ¢ 4,4% bénh nhén dung
isavuconazole. Da gap phai hién tuong ting rd rét transaminase gan > 10 lan ULN & 1,2% bénh nhan
dung isavuconazole.
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Bao c4o cac phan ng bét lgi nghi ngd

Viéc bao cdo cac phan tng bat loi nghl ngo sau khi thude dugc phé duyét Ia rat quan trong. biéu nay
cho phép tiép tuc theo ddi su can bang loi ich/nguy co ctia thudc. Nhan vién y té duoc yéu cau bao céo
bat ky phan wng bat loi nghi ngd nao.

4.9 Quaé liéu va cach xir tri
Triéu ching

Céc triéu chimg dugc bao cdo thuong xuyén hon & cac lidu isavuconazole cao hon lidu diéu tri (tuong
duong véi isavuconazole 600 mg/ngay) dugc danh gia trong mot nghién ctu QT so véi & nhém liéu
diéu tri (tvong duong v6i liéu isavuconazole 200 mg/ngay) bao gdm: dau dau; chong mat, di cam, ngi
g4, rdi loan cha y, rdi loan vi giac, khd miéng, tiéu chay, giam xdc giac miéng, non 6i, néng birng mit,
lo 4u, bon chén, danh trbng nguc, nhip tim nhanh, so anh sang va dau khép.

Xur tri qué liéu

Isavuconazole khong bi loai bo bing céch tham tach mau. Khong co thubc giai doc dic hiéu cho
isavuconazole. Trong truong hop dung qua licu, nén tién hanh diéu tri ho tro.

5.  PAC TINHDUQC LY
5.1 PDic tinh dwoc luc hoc

Nhém duoc ly: Thube khang nim dung toan than, dan xuét triazole va tetrazole, ma ATC: JO2ACO5.

Co ché tac dung

Isavuconazole la phan phan tir c6 hoat tinh dwoc hinh thanh sau khi dung isavuconazonium sulfate qua
duong uong hoac qua tinh mach (xem muc 5.2).

Isavuconazole thé hién tac dung khang ndm bang cach ngin chan sy téng hop ergosterol, mot thanh
phan chinh cia mang té bao ndm, théng qua &c ché enzym phu thudc cytochrome P-450 lanosterol 14-
alpha-demethylase, chiu trach nhiém chuyén déi lanosterol thanh ergosterol. Biéu nay dan dén sy tich
lity cac tién chat sterol da methyl hoa va can kiét ergosterol bén trong mang té bao, tir d6 1am suy yéu
C4u tric va chirc nang cua mang té bao nim.

Vi sinh

Trong cac md hinh dong vat bi nhidm nam Aspergillus lan téa va ¢ phdi, thong sé dugc luc hoc
(Pharmacodynamic, PD) quan trong trong tinh hiéu qua 1a mtc d6 phoi nhidm chia cho ndng dé tc ché
t6i thiéu (Minimum Inhibitory Concentration - MIC) (AUC/MIC).

Khoéng thé thiét lap méi twong quan 16 rang gittra MIC in vitro va dap tmg 1am sang ddi véi cac loai
kh&c nhau (Aspergillus va Mucorales).

Nong d6 cua isavuconazole can dé we ché céc loai Aspergillus va cac giéng/loai trong bo Mucorales in
vitro rat khac nhau. Néi chung, nong d6 isavuconazole can dé ¢ ché Mucorales cao hon nong d6 can
dé uc ché phan lon cac loai Aspergillus.

Hiéu qua 1am sang da dwoc chimg minh ddi véi cac loai Aspergillus sau: Aspergillus fumigatus, A.
flavus, A. niger, va A. terreus (xem thém duoi day).
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(Céc) co ché khang thudc

Hién tuong giam d6 nhay vai cac thubc khang nam triazole da thay c6 lién quan dén cac dot bién trong
cac gen cyp51A va cyp51B cua nAm ma hoa protein dich 1a lanosterol 14-alpha-demethylase tham gia
vao qua trinh sinh téng hop ergosterol. Cac ching nim giam do nhay in vitro véi isavuconazole da dugc
bao cao, va khong thé loai trir kha ning khang chéo véi voriconazole va céac thubc khang nam nhom
triazole khéac.

Diém gdy EUCAST
Loai Aspergillus Piém gy nong dd wc ché tdi thiéu (MIC) (mg/L)
<S (Nhay cam) >R (Khang)
Aspergillus flavus 1 2
Aspergillus fumigatus 1 2
Aspergillus nidulans 0,25 0,25
Aspergillus terreus 1 1

Hién khong du dit liéu dé thiét 1ap diém gy 1am sang cho céc loai Aspergillus.

Tinh hiéu qua va tinh an toan l1am sang

Diéu tri nhiém nam Aspergillus xam léan

Tinh an toan va hiéu qua ciia isavuconazole trong diéu tri bénh nhan bi nhidm nam xam lan da duoc
danh gia trong mot nghién ctru 1am sang mu doi, co di ching véi thudc that & 516 bénh nhan bj bénh
nam xam 1an do céc loai Aspergillus hodc nim soi khac gay ra. Trong nhém phan tich theo phan b
ngau nhién ban dau (ITT), 258 bénh nhan ding isavuconazole va 258 bénh nhan dung voriconazole.
Isavuconazole dugc dung qua tinh mach (twong duong véi 200 mg isavuconazole) mdi 8 gio trong 48
gio dau tién, sau d6 1a mot liéu mdi ngay qua tinh mach hoic qua dudng udng (twong duong véi 200 mg
isavuconazole). Thoi gian diéu tri tdi da dwoc xac dinh theo phac do 12 84 ngay. Thoi gian diéu tri trung
vi la 45 ngay.

Pap tng tong thé & cudi qua trinh diéu tri (End-Of-Treatment - EOT) trong quan thé myITT (cac bénh
nhan c6 bang ching va cé thé nhiém nam Aspergillus xam lan dua trén xét nghiém té bao, mé, nudi cay
hoic xét nghiém galactomannan) da dugc dénh gia boi mot Uy ban danh gia dir liéu doc 1ap khong biét
vé nghién ctu. Quan thé myITT bao gom 123 bénh nhan ding isavuconazole va 108 bénh nhan ding
voriconazole. Pap (g tong thé trong quan thé nay 1a n = 43 (35%) dbi véi isavuconazole va n = 42
(38,9%) ddi voi voriconazole. Chénh léch diéu tri da diéu chinh (voriconazole—isavuconazole) 1a 4,0%
(khoang tin cay 95%: -7,9; 15,9).

Ty Ié tir vong do tat ca cac nguyén nhan & Ngay 42 trong quan thé nay 1a 18,7% ddi vai isavuconazole
va 22,2% doi vai voriconazole. Chénh léch diéu tri da diéu chinh (isavuconazole—voriconazole) 1a -
2,7% (khoang tin cay 95%: -12,9; 7,5).

Piéu tri nhiém ném Mucorales

Trong mét nghién ctru nhan mo, khong c6 ddi chirg, 37 bénh nhan ¢ bang chimng hoic c6 thé nhigm
nim Mucorales di ding isavuconazole véi cung phac db lidu gidng nhu phac do dung dé diéu tri nhidm
nam Aspergillus xam lan. Thoi gian diéu tri trung vi 12 84 ngay cho toan bo quan thé bénh nhan nhiém
nim Mucorales, va 102 ngay cho 21 bénh nhan chua ting dwoc didu tri nhiém nim Mucorales truéc
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d6. Déi vai cac bénh nhan ¢ bing chitng hoic ¢é thé nhidm nim Mucorales nhu duge xac dinh bai Uy
ban danh gia dir liéu (Data Review Committee - DRC) doc lap, ty Ié tir vong do tat ca cac nguyén nhan
tai Ngay 84 1a 43,2% (16/37) véi toan thé quan thé bénh nhan, 42,9% (9/21) véi nhitng bénh nhan
nhidm nam Mucorales dung isavuconazole 1am bién phap diéu tri ban dau, va 43,8% (7/16) véi nhiing
bénh nhan nhiém nam Mucorales dung isavuconazole 1a ngudi da bi khang thube, khong dung nap liéu
phép khang nim trudc d6 (chu yéu la cac phuong phap diéu tri sir dung amphotericin B). Ty 18 thanh
cong tong thé theo danh gia cia DRC vao EOT 1a 11/35 (31,4%), vé6i 5 bénh nhan dugc xem la khoi
hoan toan va 6 bénh nhan khoi mot phan. Da quan sat thiy dap ung 6n dinh ¢ thém 10/35 bénh nhan
(28,6%). O 9 bénh nhan nhiém nam Mucorales do cac loai Rhizopus, 4 bénh nhan biéu hién dap ng
thuan lgi cho isavuconazole. G 5 bénh nhan nhiém nam Mucorales do cac loai Rhizomucor, khéng quan
séat thay dép tng thuan loi. CO rat it kinh nghiém 1am sang & cac loai khéc (céc loai Lichtheimia n = 2,
céc loai Cunninghamella n = 1, Actinomucor elegans n = 1).

5.2  Pac tinh dwge dong hoc

Isavuconazonium sulfate 1a mot tién duoc tan trong nudc c6 thé ding duéi dang truyén tinh mach hozic
udng dudi dang vién nang cing. Sau khi dung thudc, isavuconazonium sulfate nhanh chéng bi thiy
phan boi c4c esterase trong huyét twong thanh phan phan ti c6 hoat tinh 13 isavuconazole; ndng dé trong
huyét trong cua tién duoc rat thap, va chi phat hién dugc trong mét thoi gian ngin sau khi ding thuée
qua tinh mach.

Hap thu

Sau khi ding CRESEMBA qua duong udng ¢ doi twong khoé manh, phan phan tir ¢6 hoat tinh la
isavuconazole dugc hap thu va dat nong do toi da trong huyét tuong (Cmax) khoang 2-3 gid sau khi dung
lieu don va da (xem Bang 3).

Bang 3 Cac thong so6 dwoe ddng hoc & trang thai 6m dinh cia isavuconazole sau khi dung
CRESEMBA qua dwong uong

Thong sb Isavuconazole 200 mg Isavuconazole 600 mg
Théng ké (n=37) (n=32)
Cmax (Ng/mL)

Trung binh 7499 20028
SD 1893,3 3584,3
CV % 25,2 17,9
tmax (M)

Trung vi 3,0 4,0
Khoang 2,0-4,0 2,0-4,0
AUC (heng/mL)

Trung binh 121402 352805
SD 35768,8 72018,5
CV % 29,5 20,4

Nhu trinh bay trong bang 4 dudi ddy, sinh kha dung tuyét d6i ciia isavuconazole sau khi uéng liéu don
CRESEMBA 1a 98%. Can cur trén nhirng phat hién nay, c6 thé hoan doi gitta cach dung thuoc qua tinh
mach va qua duong uong.

Biang4 So sanh dwge ddng hoc cho liéu dung qua tinh mach va qua dwong udng (Gia tri trung
binh)
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ISA 400 mg qua dwong udng | ISA 400 mg qua tinh mach
AUC (heng/mL) 189462.8 1939068
CV % 36,5 37,2
Thoi gian ban thai (gio) 110 115

Anh hwong cua thite én 1én sw hap thu
Udng CRESEMBA tuong duong véi 400 mg isavuconazole cling Vi bira &n nhiéu chat béo lam giam
9% Crax va tang 9% AUC cua isavuconazole. CRESEMBA c6 thé dung cung hoac khéng cung véi thic

an.

Phan bd

Isavuconazole duoc phan bé rong khap, Vi thé tich phan bé trung binh ¢ trang thai 6n dinh (Vss) la
khoang 450 L. Isavuconazole lién két manh (> 99%) véi céac protein huyét twong nguoi, chu yéu la
albumin.

Chuyén héa sinh hoc

Céc nghién ctu in vitro/in vivo cho thiy raing CYP3A4, CYP3AS, va sau d6 1a uridine diphosphate-
glucuronosyltransferase (UGT), tham gia vao qua trinh chuyén hda isavuconazole.

Sau khi dung liéu don [cyano-C] isavuconazonium va [pyridinylmethyl-**C] isavuconazonium sulfate
o nguol ngoal phan phan tir c6 hoat tinh (isavuconazole) va san pham phan huy khéng c6 hoat tinh ra,
mot s6 chat chuyen hoa phu da dugc phét hién. Ngoai trir phan phan tir c6 hoat tinh 13 isavuconazole,
khong quan sat thdy chat chuyén hoa riéng Ié nao c6 AUC > 10% tong luong thue duge danh dau
phdng xa.

Thai trir

Sau khi cho d6i tuong khoé manh ubng isavuconazonium sulfate dwoc danh dau phong xa, trung binh
46,1% liéu phong xa dugc tim thay trong phan va 45,5% dugc tim thay trong nudc tiéu.

Dudi 1% liéu da dung duoc bai tiét qua than dudi dang isavuconazole nguyén ven.

San pham phan hay khéng c6 hoat tinh dugc thai trir cha yéu bai qua trinh chuyén hda va sau d6 bai
tiét chat chuyén hoa qua than.

Tinh tuyén tinh/phi tuyén tinh

Céc nghién ciru ¢ d6i twong khoé manh da cho thdy duoc dong hoc cua isavuconazole tuyén tinh téi
muc lieu 600 mg/ngay.

Duogc dong hoc & céc nhém ddi tuong dic biét

Bénh nhan nhi

Duoc déng hoc ¢ bénh nhan nhi (< 18 tuéi) chua dugc danh gia. Khong cé thong tin.
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Suy giam chizc nang thdn

Khong quan sét thay thay doi lién quan 1am sang nao vé tong Cmax VA AUC cua isavuconazole & cac ddi
tugng suy giam chirc nang than nhe, vira hoic nang so véi cac déi tuong cé chirc nang than binh thuong.
Trong sb 403 bénh nhan dung isavuconazole trong cac nghién ciru Pha 3, 79 (20%) bénh nhan cé téc
d6 loc cau than (Glomerular Filtration Rate - GFR) wéc tinh thap hon 60 mL/phiit/1,73 m2 Khdng can
diéu chinh liéu & bénh nhan suy giam chirc nang than, bao gom ca bénh nhan suy than thoi ky cubi.
Isavuconazole khong dé tham tach (xem muc 4.2).

Suy giam chuee nang gan

Sau khi dung liéu don 100 mg isavuconazole cho 32 bénh nhan suy gan nhe (Child-Pugh loai A) va 32
bénh nhan suy gan vira (Child-Pugh loai B) (16 bénh nhan ding duong tinh mach va 16 bénh nhan dung
dudng udng & mdi loai Child-Pugh), mirc d6 phoi nhiém toan than (AUC) trung binh theo phwong phap
binh phuong téi thiéu tang 64% trong nhom Child-Pugh loai A, va 84% trong nhém Child-Pugh loai B,
S0 véi 32 dbi tugng khoé manh ciing d6 tudi va can nang cé chirc niang gan binh thuong. Nong dé trung
binh trong huyét twong (Cmax) thap hon 2% trong nhém Child-Pugh loai A va thip hon 30% trong nhém
Child-Pugh loai B. Panh gia dugc dong hoc nhém ddi tugng cua isavuconazole & cac dbi twong khoé
manh va bénh nhan réi loan chtic ning gan nhe hoic vira cho thiy rang cac nhom dbi twong suy giam
chirc ning gan nhe va vira ¢6 gié tri do thanh thai (Clearance - CL) isavuconazole thap hon lan luot 12
40% va 48% so v6i nhom ddi twgng khoé manh.

Khong can diéu chinh liéu & bénh nhan suy giam chirc ning gan nhe dén vira.

Isavuconazole chua duoc nghién cu ¢ bénh nhan suy giam chirc nang gan néng (Child-Pugh loai C).
Khoéng khuyén nghi sir dung ¢ nhitng bénh nhan nay trir khi loi ich tiém nang duogc can nhac la I6n hon
nguy co (xem cac muc 4.2 va 4.4).

5.3 Dir liéu an toan tién 1am sang

O chudt va tho, isavuconazole tai cac muc phoi nhiém toan than dudi mic diéu tri co lién quan dén hién
tuong ting ty 1& mic mai cac bat thuong vé xuong lién quan dén liéu (cac xuong sudn non du) ¢ con
non. O chuét, cling ghi nhan hién tugng tang ty Ié mac méi tinh trang gan lién cung go ma lién quan
dén liéu & con non (xem muc 4.6).

Cho chuét dung isavuconazonium sulfate & lidu 90 mg/kg/ngay (twong duong khoang 1,0 1an mic do
phoi nhim toan than khi dung liéu duy tri 200 mg isavuconazole & ngudi) trong thoi ky mang thai cho
dén thoi ky cai sira da cho thdy tang ty 1& tr vong chu sinh cua chudt con. Muc d6 phoi nhiém trong tir
cung véi phan phan tir co hoat tinh 1a isavuconazole khong anh huong 1&n kha ning sinh san cua chudt
con con sbng.

D3 thiy tim thiy isavuconazonium sulfate dugc danh dau phéng xa 1C trong sira cua chudt cho con bu
khi dung qua tinh mach.

Isavuconazole khdng anh huong dén kha ning sinh san cua chudt duc hoic cai dwoc diéu tri bang lidu
dung qua duong udng cho dén 90 mg/kg/ngay (twrong duong khoang 1,0 1an mic dd phoi nhiém toan
than khi dung liéu duy tri 200 mg isavuconazole & nguoi).

Isavuconazole khdng cé kha ning gay dot bién hodc doc tinh trén gen c6 thé thay rd. Isavuconazole am
tinh trong thir nghiém dot bién nguoc trén vi khuan, gay dot bién yéu tai nong do gay doc té bao trong
thir nghiém sai hinh nhiém sic thé u lympho ¢ chudt L5178Y tk+/-va khong thé hién tinh trang tang tan
Suit gap vi nhan c6 ¥ nghia théng ké hoic c6 lién quan vé mit sinh hoc trong mét thir nghiém vi nhan
in vivo ¢ chudt.
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Isavuconazole da dugc chimg minh 1a c6 kha ning gy ung thu trong mot nghién ctru vé kha ning gy
ung thu tién hanh trén loai gagm nham trong 2 nam. Cac khdi u & gan va tuyén giap co thé do co ché dic
hiéu & loai gam nham gay ra va khong lién quan dén con ngudi. Pa quan sat thdy u soi trén da (skin
fibroma) va u nguyén bao soi (fibrosarcoma) ¢ chudt duc. Chua rd co ché gay ra hién tuong nay. D
ghi nhén ung thu ndi mac t cung va ung thu biéu mé cd tir cung trén chudt cai, co thé do rdi loan noi
tiét tb gay ra. Khong co gioi han an toan cho nhiing anh hudong nay. Khong thé loai trir mdi lién quan
dén cac khdi u trén da va tir cung & nguoi.

Isavuconazole wc ché kénh kali hERG va kénh calci loai L v6i ICso lan luot 12 5,82 pM va 6,57 uM (lan
luot gap 34 va 38 1an Crax khong lién két véi protein ¢ nguoi tai ndng do t6i da dugc khuyén nghi cho
ngudi [Maximum Recommended Human Dose - MRHD]). Cac nghién ciru doc tinh licu lap lai trong
39 tuan in vivo & khi khdng cho thay kéo dai QTcF tai cac liéu cho dén 40 mg/kg/ngay (twong duong
khoang 1,0 lan mirc d¢ phoi nhiém toan than khi dung liéu duy tri 200 mg isavuconazole & nguoi).

Panh gia nguy co 1én moi truong da cho thay ring CRESEMBA ¢6 thé c6 nguy co dbi véi mi trudng
thay sinh.

6. PAC TINH DUQC HQC
6.1 Danh muc ta dwgc

Mannitol )
Acid sulfuric (d€ dieu chinh pH)

6.2 Tuwong ky,

Vi khdng c6 nghién ctiu vé tinh tuong hop, khong duoc tron 1an thude nay voi cac thude khéc ngoai trir
cac dugc pham duogc dé cap trong muc 6.6.

6.3 Han dung
48 thang ké tir ngay san xuat.

bo c‘m,dinh hoa hoc va vat ly sau khi hoan nguyén va pha loang da duoc chirtng minh la trong 24 gio ¢
2°C dén 8°C, hoic 6 gio ¢ nhiét do phong.

Theo quan diém vi sinh, thudc can dugc dung ngay lap tic.
6.4 Than trong dac biét khi bao quan

Bao quan trong ta lanh (2°C dén 8°C). ,
bé biét dieu kién bao quan sau khi hoan nguyén va pha lodng thuoc, (xem muc 6.3).

6.5 Quy cach dong géi
Hop 1 1o 10 mL.
6.6 Luwuy dic biét khi loai bé va cac xir ly khac

Pha thudc
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Can hoan nguyén mét lo bot pha dung dich dam diac dé pha dung dich truyén bang cach thém 5 mL
nudc cat pha tiém vao lo thudc. Léc lo thude dé hoa tan hoan toan bot thudc. Phai ding mit thuong
kiém tra dung dich d& hoan nguyén dé xem cd tiéu phan va bi d¢6i mau hay khong. Dung dich dam dic
d3 hoan nguyén phai trong va khong c6 tiéu phan la. Dung dich nay phai duoc pha long tiép trude khi
str dung.

Pha lodng va céch dung

Sau khi hoan nguyén, phai lay toan b phan dung dich ddm dic di hoan nguyén ra khoi lo thudc va cho
vao mot tui truyén dich c6 chira it nhat 250 mL dung dich tiém natri clorid 9 mg/mL (0,9%) hoic dung
dich dextrose 50 mg/mL (5%). Dung dich truyén cé chira khoang 0,8 mg isavuconazole/mL. Sau khi
dung dich d4m dic di hoan nguyén duoc pha lodng tiép, dung dich da pha lodng c6 thé c6 cac hat
isavuconazole min mau trang dén trong mo, khdng ling xuéng (nhung s& bi loai bo bai bo loc trong
duong truyén). Can tron nhe nhang dung dich da pha lodng, hodc lan ti dich truyén dé giam thiéu sy
hinh thanh hat. Can tranh rung khéng can thiét hoic lic manh dung dich. Phai cho ding dung dich
truyén bang mot bo day truyén dich c6 bd loc trong duong truyén (kich thude 15 loc tir 0,2 um dén
1,2 um) lam bang polyether sulfone (PES).

Khéng duoc truyén isavuconazole vao ciing mot dudng truyén hoic dng thong dong thoi voi cac thube
khac dung qua tinh mach.

Diéu kién bao quan sau khi hoan nguyén va pha loang dugc néu trong muc 6.3.

Néu c6 the, can hoan thanh vigc truyén tinh mach isavuconazole trong vong 6 gio sau khi hoan nguyén
va pha lodng ¢ nhiét d6 phong. Néu viéc nay la khong thé, phai ngay lap tic dé dung dich truyen vao
ta lanh sau khi pha loang, va phai hoan thanh viéc truyen trong vong 24 gid. Thong tin thém vé diéu
kién bao quan sau khi hoan nguyén va pha lodng thubc duoc néu trong muc 6.3.

Can rira duong truyén tinh mach hién c6 bang dung dich tiém natri clorid 9 mg/mL (0,9%) hoic dung
dich dextrose 50 mg/mL (5%).

Thudc nay chi ding mét Ian. Loai b céc lo da sir dung mot phan.
Thudc nay c6 thé gay doc hai vai méi truong (xem muc 5.3).

Bat ky phan thudc khong sir dung hoic chét thai nao ciing phai dwoc thai bo theo quy dinh cua dia
phuong.

6.7. Tiéu chuin chat hrong

Tiéu chuan co so.

7. TEN, PIA CHI CUA CO SO SAN XUAT THUOC
Co s& san xuat va dong goi cap 1:

SimtraUS LLC

927 South Curry Pike, Bloomington, Indiana (IN) 47403, My.
Co s& dong goi cap 2 va Xuit xuong:

Almac Pharma Services Limited

Seagoe Industrial Estate, BT63 5UA Craigavon, Anh.
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LPD Title: Cresemba/200 mg/Powder for concentrate for solution for infusion (Manufacturer name and address change)
LPD date: Oct 16, 2026

Country: Vietnam

Reference EU CP SPC date: Dec 19, 2022

® Nhan hiéu da dang ky

Néu ban ¢6 cau hoi y khoa vé cac san pham duoc pham cua Pfizer Viét Nam, vui 10ng truy cap trang
web www.pfizermedicalinformation.vn caa Bé phan Thong tin Y khoa Pfizer, hoac giri qua trang web
https://pmiform.com/HCP/VN-V.

LPD date: Oct 16, 2026
Reference EU CP SPC date: Dec 19, 2022
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