LPD Title: Cresemba/200 mg/Powder for concentrate for solution for infusion (Pl update post NDA approval)
LPD date: Jul 18, 2023

Country: Vietnam

Reference EU CP SPC date: Dec 19, 2022

Rx
CRESEMBA®
CANH BAO PAC BIET:
Thudc nay chi diing theo don thudc.
Pé xa tim tay tré em.
Poc kj hwéng din sir dung trude khi dung.
Théng bao ngay cho bac sy hodc dwgc sy nhirng phan tng c6é hai gip phai khi sir dung thudc.

Tiém truyén tinh mach.

1. TEN THUOC

CRESEMBA

2. THANH PHAN CONG THUC

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

Thanh phin ta dwoe: xem muc 6.1.

3. DANG BAO CHE

Bot pha dung dich ddm dic dé pha dung dich truyén.
B4t mau trang dén vang.

4. PAC TINH LAM SANG
4.1 Chi dinh diéu tri

CRESEMBA duoc chi dinh & nguoi 16n dé diéu tri

. Nhidm ndm Aspergillus xam lan
. Nhiém nam Mucorales & bénh nhan khong thich hgp véi amphotericin B (xem cic muc 4.4 va
5.1)

Can xem thém huéng dan chinh thirc vé viée sir dung thich hop cac thude khang nam.

4.2 Liéu dung va cich ding

Liéu dung

Co6 thé diéu tri s6m (diéu tri dinh hudng hodc diéu trj dva trén chin doan ban déu) trong khi cho két qua
xét nghiém chan doan xac dinh. Tuy nhién, sau khi cé két qua, nén di¢u chinh liéu phap khang nam phu
hop.

Liéu tan céng (lo)

Liéu tn cong duoc khuyén nghi 1a mot lo sau khi hoan nguyén va pha lodng (twong dwong véi 200 mg

isavuconazole) mdi 8 gio trong 48 gid dAu tién (téng cong 6 1an sir dung).
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Liéu duy tri

Liéu duy tri dugce khuyén nghi la mét lo sau khi hoan nguyén va pha loang (tvong duong v6i 200 mg
isavuconazole) ngay mot lan, bat ddu 12 dén 24 gid sau liéu tin cong cudi cing.

Thoi gian diéu trj can dugc quyét dinh theo dap Gmg 14m sang (xem muc 5.1).

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

Chuyén sang ding isavuconazole dang uong
CRESEMBA ciing dugc cung cip dudi dang vién nang ctng c6 chira 100 mg isavuconazole.
Liéu tan céng (vién nang cing)

Liéu tin cong duoc khuyén nghi 13 hai vién nang (twong duong v6i 200 mg isavuconazole) mdi 8 gid
trong 48 gio dau tién (tong cong 6 lan sir dung).

Liéu duy tri

Liéu duy tri duge khuyén nghl la hai vién nang (twong duong véi 200 mg isavuconazole) ngay mot lan,
bét dau 12 dén 24 gio sau liéu tin cong cudi ciing.

Thoi gian diéu trj can dugc quyét dinh theo dap Gmg 14m sang (xem muc 5.1).

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

Chuyén sang truyén tinh mach

CRESEMBA ciing dugc cung cip dudi dang bot pha dung dich ddm dic dé pha dung dich truyén co
chura 200 mg isavuconazole.

Trén co so sinh kha dung qua dudng udng cao (98%, xem muc 5.2), chuyén ddi gitra viéc ding qua tinh
mach va dung qua dudng uong la thich hgp khi c6 chi dinh 1am sang.

Nguoi cao tudi

Khong can dieu chinh lieu cho bénh nhén cao tudi; tuy nhién, kinh nghi¢m lam sang trén bénh nhén cao
tuoi con han ché.

Suy giam churc nang than

Khong can diéu chinh liéu & bénh nhan suy giam chirc ning than, bao gdm bénh nhén suy than thoi ky
cudi (xem muc 5.2).

Suy giam chvrc nang gan

Khong can diéu chinh liéu & bénh nhén suy giam chirc ning gan nhe hodc vira (Child-Pugh loai A va
B) (xem cac muc 4.4 va 5.2).
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Isavuconazole chua duoc nghién ctru ¢ bénh nhan suy giam chirc nang gan nang (Child-Pugh loai C).
Khoéng khuyén nghi str dung & nhiing bénh nhén nay trir khi 191 ich tiém nang duoc can nhac 1a 16n hon
nguy co (xem cac muc 4.4, 4.8 va 5.2).

Bénh nhan nhi

Tinh hiéu qua va an toan cia CRESEMBA 6 tré em dudi 18 tudi chua dugc thiét 1ap. Khong co thong
tin.

Céch dung (lo

Dung duong tinh mach.

Cdc théan trong trede khi xir 1y hodc cho ding thudc

CRESEMBA phai duoc hoan nguyén va sau do pha loéng tlep dén nong do tuong g khoang 0,8
mg/mL isavuconazole trude khi truyén tlnh mach trong tdi thleu 1 gio dé giam nguy co gap phai phan
ung lién quan den truyén thudc. Dich truyen phai dugc truyén qua mot bo day truyen dich ¢o6 bd loc
trong duong truyén voi mang loc 1am bang polyethersulfone (PES) va c6 kich thude 16 loc tir 0,2 pm

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

Dé biét huong dan chi tiét vé cach hoan nguyén va pha loing CRESEMBA trude khi ding, xem muc
6.6.

Cach dung (vién nang cung)

Vién nang CRESEMBA ¢6 thé dung cling hoic khong cing véi thirc an.
Phéi nudt nguyén vién nang CRESEMBA. Khong nhai, nghién, hoa tan hay m¢ vién thudc.

4.3  Chéng chi dinh
Qu4 mén v6i hoat chét hodc bat ky thanh phan ta duoc nao liét ké & muc 6.1.
Duing dong thoi véi ketoconazole (xem muc 4.5).
Dung dong thoi véi ritonavir lidu cao (> 200 mg mdi 12 gid) (xem muc 4.5).
Dung déng thoi voi cac thude cam ung CYP3A4/5 manh nhu 1a rifampicin, rifabutin, carbamazepine,
barbiturate tac dung kéo dai (vi du: phenobarbital), phenytoin va St. John’s wort hodc vdi cac thude
cam ung CYP3A4/5 trung binh nhu 1a efavirenz, nafcillin va etravirine (xem muc 4.5).
Bénh nhén c6 hoi chimg khoang QT ngén c6 tinh gia dinh (xem muc 4.4).
4.4 Canh bao va than trong dac biét khi st dung
uid min
Qu4 mén v6i isavuconazole ¢ thé dan dén cac phan tmg bat loi bao gdm: phan tmg phan vé, ha huyét
ap, suy ho hap, khé thd, n6i man do thude, nglra va phat ban (xem muc 4.8). Néu xuat hién phan Gng

phan vé, cin ngung dung isavuconazole ngay 1ap tirc va tién hanh diéu trj y té thich hop.

Can than trong khi ké don isavuconazole cho bénh nhan qua min véi cic thudc khang nim nhém azole
khac.
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Phén tng lién quan dén truyén dich

Trong ltc truyén isavuconazole qua tinh mach, cac phan ung lién quan dén truyén dich bao gém ha
huyeét ap, kho thd, chong mat, di cam, buon nén va dau dau da duoc bao cao (xem muc 4.8). Can ngung
truy€n n€u nhirng phan Grng nay xay ra.

Phan g bét loi ning trén da

Cac phan ng bat lgi ning trén da, chang han nhu héi chung Stevens-Johnson, di dugc bao cdo trong
qua trinh dleu tri bang thudc khang nim nhom azole. Néu bénh nhan gip phai phan ung bét lgi ning
trén da, cin ngung ding CRESEMBA.

Tim mach
Riit ngan khoang QT

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

Trong mot nghién ciru QT & ddi twong ngudi khée manh, isavuconazole 1am rit ngin khoang QTc co
lién quan dén nong d6. Vi phac do liéu 200 mg, chénh léch gia tri trung binh theo phurong phap binh
phuong tdi thiéu (Least Squares Mean - LSM) so v&i gia dugc 1a 13,1 ms 2 gid sau khi ding thude [CI
90%: 17,1; 9,1 ms]. Tang lidu 1én 600 mg cho két qua chénh 1éch LSM so véi gia dugc 13 24,6 ms 2 gid
sau khi dung thube [CI 90%: 28,7; 20,4 ms].

Phai than trong khi k& don isavuconazole cho bénh nhan dang dung cac thudc khac dugc biét 1a 1am
giam khoang QT, chang han nhu rufinamide.

Tang transaminase gan hodc viém gan

Tang transaminase gan da dugc bao cao trong cac nghién clru lam sang (xem muc 4.8). Cac truong hop
tang transaminase gan hiém khi can phai ngung ding isavuconazole. Can can nhéc theo ddi men gan
khi dugc chi dinh 1am sang. Viém gan di dugc béo céo véi cac thuée khang ndm nhém azole bao gom
ca isavuconazole.

Suy giam chirc ndng gan nang

Isavuconazole chua dugc nghién ctru ¢ bénh nhan suy giam chirc nang gan nang (Child- Pugh loai C).
Khong khuyén nghi sir dung & nhimg bénh nhén nay trir khi loi ich tiém ning dugc can nhéc 1a 16n hon
nguy co. Phai theo ddi can than kha ning nhiém ddc thudc ¢ nhimng bénh nhan niy (xem cac muc 4.2,
4.8vas.2).

Dung dong thoi véi ce thude khac

Cdc thuoc trc ché CYP3A44/5

Chéng chi dinh dung ketoconazole (xem muc 4.3). Dbi v6i thuéc e ché CYP3A4 manh la
lopinavir/ritonavir, di quan sat thay mirc d6 phoi nhiém isavuconazole ting gip 2 1an. Pbi v6i cac thude
rc ché CYP3A4 manh khac, co thé xay ra anh hudng it rd rang hon. Khong can diéu chinh lidu
isavuconazole khi dung dong thoi véi thude (e ché CYP3A4/5 manh, tuy nhién, cAn phai than trong vi
cac phan tng bét loi cta thude c6 thé tang l1én (xem muc 4.5).
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Cdc thuéc cam vmg CYP3A44/5

Dung dong thoi véi thude cam tng CYP3A4/5 nhe nhu aprepitant, prednisone, va pioglitazone, c6 thé
lam gidm nhe dén vira nong do isavuconazole trong huy¢t twong; can tranh dung dong thoi voi thuoc
cam ung CYP3A4/5 nhe trir khi 1gi ich tiém ndng dugc can nhac 1a 16n hon nguy co (xem muc 4.5).

Cdc chat nén ciia CYP3A44/5 bao gom cdc thudc ke ché mién dich

Isavuconazole c6 thé duoc xem la mot thudc trc ché CYP3A4/5 trung binh, va murc do phoi nhiém toan
than v6i cac thude duge chuyén hoa boi CYP3A4 c6 thé ting khi dung dong thoi voi isavuconazole.
Ding dong thoi isavuconazole véi cac chit nén cia CYP3A4 nhu cac thudc trc ché mién dich
tacrolimus, sirolimus hodc ciclosporin ¢ thé lam ting mutrc d6 phoi nhidm toan than voi nhitng thude
nay. C6 thé can diéu chinh liéu va theo ddi thudc diéu tri thich hop trong khi dung ddng thdi (xem muc
4.5).

Cdc chat nén ciia CYP2B6

Isavuconazole 1a mot thudc cam tng CYP2B6. Mirc d6 phoi nhidm toan than vé6i cac thude duge chuyén
hoa bai CYP2B6 co thé giam khi ding dong thoi véi isavuconazole. Do d6, phai than trong khi cac chat
nén caa CYP2B6, dic biét 1a cac thude cd khoang diéu tri hep nhu cyclophosphamide, dugc dung déng
thoi v6i isavuconazole. Chong chi dinh sir dung chat nén ciia CYP2B6 1a efavirenz véi isavuconazole
vi efavirenz 1a mot thudc cam ung CYP3A4/5 trung binh (xem muc 4.3).

Cac chat nén cua P-gp
Isavuconazole c6 thé 1am ting mirc do phoi nhiém cac thudc 1a chat nén cia P-gp. C6 thé can diéu chinh
liéu cua thudc 1a chat nén cta P-gp, déc biét 1a cac thudc c6 khoang diéu tri hep nhu digoxin, colchicine

va dabigatran etexilate, khi ding dong thoi véi isavuconazole (xem muc 4.5).

Cac han ché cua dit liéu 1am sang

Dir liéu 1am sang vé isavuconazole trong diéu tri nhiém nAm Mucorales chi gidi han & mot nghién ciru
1am sang tién ctru khong c6 ddi chimg & 37 bénh nhén c6 bang chimg hodc c6 thé nhiém ndm Mucorales
da dung isavuconazole dé diéu tri ban dau, hodc do cc phuong phép diéu tri khang ndm khac (chu yéu
la amphotericin B) khong thich hop.

Dbi voi cac loai Mucorales cu thé, ¢6 rat it dix liéu vé hiéu qua lam sang, thuong chi & mot hodc hai
bénh nhan (xem muc 5.1). Dit liéu veé do nhay cta thudc chi c6 & mdt nhém nhod cac treong hop. Nhitng
dir lidu nay cho biét ring nong do cua isavuconazole cin dé trc ché in vitro rat khac nhau gilta cac
glong/loal trong bo Mucorales, va thuong cao hon nong do can dé trc ché cac loai Aspergillus. Can luu
y rang khong co nghlen cu’u do liéu nao cho bénh nhlem nam Mucorales, va bénh nhan duoc ding
isavuconazole v6i liéu gidng nhu dé diéu tri nhidm ndm Aspergillus xam ln.

4.5 Tuwong tic véi cac thudc khac va cac dang twong tac khac

Kha nang anh huéng cua cac thudc khac dén duoc dong hoc cua isavuconazole

Isavuconazole 1a mot chat nén cia CYP3A4 va CYP3AS5 (xem muc 5.2). Dung ddng thoi véi cac thude
trc ché CYP3A4 va/hoic CYP3A5 c6 thé lam ting ndng d6 isavuconazole trong huyét twong. Dung
ddng thoi cac thude cam tng CYP3A4 via/hodc CYP3AS ¢6 thé 1am giam ndng d6 isavuconazole trong
huyét twong.
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Céc thudc trc ché CYP3A4/5

Chéng chi dinhﬂ dung dong thoi isavuconazole v6i thude e ché CYP3A4/5 manh 1a ketoconazole, vi
thudc nay c6 the lam tdng dang ké nong dd isavuconazole trong huyét tuong (xem cac muc 4.3 va 4.5).

Déi véi thude e ché CYP3A4 manh la lopinavir/ritonavir, dd quan sat thiy muc d6 phoi nhiém
isavuconazole ting gip 2 lan. Pdi v6i cac thude trc ché CYP3A4 manh khéac, nhu clarithromycin,
indinavir va saquinavir, c6 thé xdy ra anh hudng it rd rang hon, cin ct trén hoat Iyc twong dbi ctia thude.
Khong can diéu chinh lidu isavuconazole khi ding dong thoi véi thude rc ché CYP3A4/5 manh, tuy
nhién, can phai than trong vi cac phan Gng bét loi cua thude c6 thé tang 1én (xem muc 4.4).

Khong can diéu chinh lidu d6i véi cac thube e ché CYP3A4/5 nhe.

Céc thudc cam tng CYP3A4/5

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

Dung dong thoi véi thude cam tng CYP3A4/5 nhe nhu aprepitant, prednisone, va pioglitazone, c6 thé
lam gidm nhe dén vira nong do isavuconazole trong huyét twong; can tranh dung dong thoi voi thuoc

cam tmg CYP3A4/5 nhe trir khi loi ich tiém ning dwoc cin nhic 13 16n hon nguy co (xem muc 4.4).

Chong chi dinh dung déng thoi véi r1tonav1r lidu cao (> 200 mg, 2 1An mot ngay), vi ritonavir lidu cao
c6 thé cam ing CYP3A4/5 va lam giam ndng d¢ isavuconazole trong huyét twong (xem muc 4.3).

Kha ning isavuconazole anh huéng dén mic d6 phoi nhiém cac thudc khac

Céc thudc duoc chuyén hoa boi CYP3A4/5

Isavupoqazole 1a mot thude tre cl}é' CYP3A4/5 trung binh; ding dong thoi isavuconazole véi cac thude
la chat nén cua CYP3A4/5 c6 the 1am tang nong d6 cua nhiing thudc nay trong huyét tuong.

Céc thudc duoc chuyén héa bsi CYP2B6

Isavuconazole 1a mot thudc cam timg CYP2B6 nhe; dung dong thoi isavuconazole ¢ thé 1am giam nong
dod céac thudc 1a chat nén ctia CYP2B6 trong huyct tuong.

Céc thude duoc van chuyén bsi P-gp trong rudt

Isavuconazole 1a mot thude trc ché P- glycoprotem (P-gp) nhe; ding dong thoi véi isavuconazole 6 thé
lam tang ndng do cac thude 13 chat nén cua P-gp trong huyét twrong.

Céc thude duoc van chuyén béi BCRP

Isavuconazole 12 mdt thudc (rc ché BCRP in vitro, va do do, néng d6 céc thude 1a chét nén cia BCRP
trong huyét tuong co thé tang 1én. Phai than trong khi dung isavuconazole dong thoi véi cac chat nén
cua BCRP.
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Céc thudc duoc bai tiét & thian thong qua protein van chuyén

Isavuconazole 1a mot thudc wre ché nhe chat van chuyén cation hitu co 2 (Organic Cation Transporter 2
- OCT2). Dung dong thoi isavuconazole véi cac thudc 1a chat nén cia OCT2 c¢6 the 1am tdng nong do
cta nhirng thudc nay trong huyét tuong.

Céac chét nén cua uridine diphosphate-glucuronosyltransferase (UGT)

Isavuconazole 1a mot thude wrc ché nhe UGT. Dung dong thoi isavuconazole véi cac thude 1a chét nén
cta UGT co the lam tang nhe nong do cua nhiing thudc nay trong huyet tuong.

Bang tuong tac thudc

Céc twong tc giita isavuconazole va thudc ding ddong thoi dugce liét ké trong Bang 1 (ting dugc biéu
thi bang dau “1”, giam la dau “|”), sap xEp theo nhom thudc dicu tri. Trir khi c6 ghi chi khac, cac
nghién curu trinh bay trong Bang 1 da dugc tién hanh véi li€u isavuconazole dugc khuyén nghi.

Bang 1 Twong tic thudce

Thubc diung dong thoi theo
nhém diéu tri

Anh huwéng 1én nong do thudce/
Miic thay ddi trung binh hoc
(%) ctiia AUC, Cmax

(Co ché twong tac)

Khuyén nghi vé viéc dung
dong thoi

Thudc chéng co giit

Carbamazepine, phenobarbital
va phenytoin

(céc thube cam img CYP3A4/5
manh)

Nong do isavuconazole co thé giam
(Cam ung CYP3A boi
carbamazepine, phenytoin va
barbiturate tac dung kéo dai nhu
phenobarbital).

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

(thubc cam tng CYP3A4/5
trung binh)

Nong d¢ isavuconazole c6 thé giam
dang ké.

(Cam ung CYP3A4/5)

Thudc khing khuin
Rifampicin Isavuconazole: Chéng chi dinh ding dong thoi
(thudc cam tng CYP3A4/5 AUCuy: | 90% isavuconazole va rifampin.
manh) Crax: | 75%

(Cam ung CYP3A4/5)
Rifabutin Chua dugc nghién cuu. Chong chi dinh ding dong thoi
(thube cam tmg CYP3A4/5 Nong d6 isavuconazole c6 thé giam | isavuconazole va rifabutin.
manh) dang ké.

(Cam iing CYP3A4/5)
Nafcillin Chua dugc nghién cuu. Chéng chi dinh ding dong thoi

isavuconazole va nafcillin.

Clarithromycin
(thudce trc ché CYP3A4/5
manh)

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

(Uc ché CYP3A4/5)

Khéng can diéu chinh liéu
isavuconazole; can phai than
trong vi cac phan tng bat loi ctia
thudc c6 thé ting 1én.
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Thudc diung dong thoi theo
nhém diéu tri

Anh huéng 1én ndng do thudce/
Mikc thay déi trung binh hoc
(%) ctiia AUC, Cmax

(Co ché twong tac)

Khuyén nghi vé viéc ding
dong thoi

Thuéc khdng nim

Ketoconazole Isavuconazole: Chéng chi dinh ding dong thoi
(thudce trc ché CYP3A4/5 AUCuu: T422% isavuconazole va ketoconazole.
manh) Cmax: T 9%

(Uc ché CYP3A4/5)

Thubc théio dwoc

St. John’s wort

Chua dugc nghién cuu.

Chong chi dinh ding dong thoi

AUCis: T 84%

Tacrolimus:
AUCins: T 125%
Crax: T 42%

(Uc ché CYP3A4)

(thubc cam tmg CYP3A4/5 Nbng d6 isavuconazole c6 thé giam | isavuconazole va St. John’s wort.
manh) dang ké.
(Cam tng CYP3A4).
Cic thuéc trc ché mién dich
Ciclosporin, sirolimus, Ciclosporin: Khong can diéu chinh liéu
tacrolimus AUCit: T 29% isavuconazole.
(chét nén cua CYP3A4/5) Crax: T 6% Ciclosporin, sirolimus,
tacrolimus: theo ddi ndng do
Sirolimus: trong huyét tuong va diéu chinh

lidu thich hop néu can.

Mycophenolate mofetil (MMF)

Acid mycophenolic (MPA, chat

Khoéng cén dicu chinh liéu

(chét nén cua UGT) chuyén hoa c6 hoat tinh): isavuconazole.
AUCi: 1 35% MMEF: cin phai theo ddi cac tinh
Crax: | 11% trang nhiém ddc lién quan dén
MPA.
(Uc ché UGT)
Prednisone Prednisolone (chét chuyén hoa ¢ |Can tranh dung dong thoi trir khi
(chat nén ciia CYP3A4) hoat tinh): loi ich tiém nang dugc can nhic
AUCins: 1 8% la 16n hon nguy co.
Conax: l 4%
(Uc ché CYP3A4)
Nong dd isavuconazole co thé
giam.
(Cam ung CYP3A4/5)
Opioid

Opiate tic dung ngin
(alfentanyl, fentanyl)
(chat nén cua CYP3A4/5)

Chua dugc nghién curu.
Nong do opiate tac dung ngan co
thé tang.

(Uc ché CYP3A4/5).

Khéng can diéu chinh liéu
isavuconazole.

Céc opiate tac dung ngan
(alfentanyl, fentanyl): theo doi
cAn than su xuét hién cua bét ky
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Thudc diung dong thoi theo
nhém diéu tri

Anh huéng 1én ndng do thudce/
Mikc thay déi trung binh hoc
(%) ctiia AUC, Cmax

(Co ché twong tac)

Khuyén nghi vé viéc ding
dong thoi

tinh trang nhiem d¢c thudc nao,
va giam lieu néu can.

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

S-methadone (dong phan opiate
khong c6 hoat tinh)

AUCint: | 35%

Conax: i 1%

Giam 40% thoi gian ban thai cubi

R-methadone (d6ng phan opiate c6

hoat tinh).
AUChnr: | 10%
Cmax: T 4%

(Cam ung CYP2B6)

Khong can diéu chinh liéu
isavuconazole.

Methadone: khong can diéu
chinh liéu.

Thudc chéng ung thuw

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

Chua dugc nghién curu.
Nong d¢ cua vinca alkaloid co6 thé
tang.

(Uc ché P-gp)

Khong can diéu chinh liéu
isavuconazole.

Vinca alkaloid: theo ddi can thin
sy xuat hién cta bat ky tinh trang
nhiém doc thude ndo, va giam
lidu néu can.

(chét nén cua BCRP, OATI,
OAT3)

AUCins: | 3%
Crax: | 11%

7-hydroxymetabolite:
AUCinr: T29%
Crmax: T 15%

(Chua rd co ché)

Cyclophosphamide Chua dugc nghién curu. Khéng can diéu chinh liéu
(chét nén cua CYP2B6) Nong dd cyclophosphamide c6 thé |isavuconazole.
giam. Cyclophosphamide: theo ddi can
than su xuat hién cua bat ky tinh
(Cam tng CYP2B6) trang giam hi€u qua nao, va tang
lidu néu can.
Methotrexate Methotrexate: Khéng can diéu chinh liéu

isavuconazole.
Methotrexate: khong can di€u
chinh liéu.

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

Chua dugc nghién curu.

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

(Uc ché BCRP)

Khong can diéu chinh liéu
isavuconazole.

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

Thudc chong non

Aprepitant
(thudc cam tmg CYP3A4/5
nhe)

Chua dugc nghién curu.
Nong do isavuconazole co thé
giam.

(Cam tng CYP3A4/5)

Can tranh dung dong thoi trir khi
lgi ich tiém nang dugc can nhac
la 16n hon nguy co.
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Thudc diung dong thoi theo
nhém diéu tri

Anh huéng 1én ndng do thudce/
Mikc thay déi trung binh hoc
(%) ctiia AUC, Cmax

(Co ché twong tac)

Khuyén nghi vé viéc ding
dong thoi

Thudc chéng ddi thdo dwong

(chat nén cia CYP2CS va
OATPIBI)

AUCne: | 8%
Crax: | 14%

Metformin Metformin: Khéng can diéu chinh liéu

(chat nén cua OCT1, OCT2 va |AUCis 1 52% isavuconazole. .

MATE]) Cmax: T23% Metformin: c6 thé can giam liéu.
(Uc ché OCT?2) L ‘

Repaglinide Repaglinide: Khong can dicu chinh liéu

isavuconazole.
Repaglinide: khong can dicu
chinh liéu.

Thudc chéng dong mdu

Dabigatran etexilate
(chat nén cua P-gp)

Chua dugc nghién cuu.
Nong do dabigatran etexilate co the
tang.

(Uc ché P-gp).

Khong can diéu chinh liéu
isavuconazole.

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

100mg ,
(Thudce tre ché manh va chat
nén cia CYP3A4/5)

AUCquu: | 27%
Crax: | 23%
Cuin, 58: | 16%?
Ritonavir:
AUCquu: | 31%
Cax: | 33%

(Chua 13 co ché)
Isavuconazole:
AUCuu: T 96%
Crax: T 74%

(Uc ché CYP3A4/5)

Warfarin S-warfarin Khéng can diéu chinh liéu
(chat nén ciia CYP2C9) AUCins: 1 11% isavuconazole.
Crax: | 12% Warfarin: khong can diéu chinh
R-warfarin liéu.
AUCint: 1 20%
Cimax: | 7%
Cic thuéc khdng retrovirus
Lopinavir 400 mg/Ritonavir Lopinavir: Khong can diéu chinh liu

isavuconazole; can phai than
trong vi cac phan ung bat lgi cla
thuoc c6 thé tang lén.

Lopinavir/ritonavir: khong can
diéu chinh lidu ddi voi lopinavir
400 mg/ritonavir 100 mg mdi 12
gio, ma can theo ddi can théan sy
xuét hién ciia bat ky tinh trang
giam hi¢u qua khang virus nao.

Ritonavir (tai liéu > 200 mg
moi 12 gio)

(thubc cam tng CYP3A4/5
manh)

Chua dugc nghién cuu.
Ritonavir tai liéu cao c6 thé lam
giam dang ké ndng do
isavuconazole.

(Cam ung CYP3A4/5)

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

Efavirenz
(thubc cam g trung binh
CYP3A4/5 va chét nén cta
CYP2B6)

Chua dugc nghién cuu.
Nong d¢ efavirenz c6 thé giam.

(Cam ung CYP2B6)

Chong chi dinh ding dong thoi
isavuconazole va efavirenz.
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Thudc diung dong thoi theo
nhém diéu tri

Anh huéng 1én ndng do thudce/
Mikc thay déi trung binh hoc
(%) ctiia AUC, Cmax

(Co ché twong tac)

Khuyén nghi vé viéc ding
dong thoi

Nong do thudc isavuconazole co
the giam dang ke.

(Cam tng CYP3A4/5)

Etravirine
(thudc cam ting CYP3A4/5
trung binh)

Chua dugc nghién cuu.
Nong d¢ isavuconazole c6 thé giam
dang ke.

Chong chi dinh dung dong thoi
isavuconazole va etravirine.

(thudc trc ché CYP3A4 manh)

Nong do saquinavir co thé giam
(nhu quan sat thay voi
lopinavir/ritonavir) hodc tang.
(Uc ché CYP3A4)

Nong dd isavuconazole co thé tang.

(Uc ché CYP3A4/5)

(Cam tng CYP3A4/5)
Indinavir Indinavir:® Khéng can diéu chinh liéu
(Thudc e ché manh va chat  |AUCis | 36% isavuconazole; can phai than
nén ciia CYP3A4/5) Cmax: | 52% trong vi cac phan tng bat lgi ctia
thudc c6 thé tang 1én.
(Chua 15 co ché) Indinavir: theo d&i can than sy
xuét hién ciia bat ky tinh trang
Nong d6 isavuconazole c6 thé tang. | giam hiéu qua khang virus nao,
va tiang liéu néu can.
(Uc ché CYP3A4/5)
Saquinavir Chua dugc nghién cuu. Khong can diéu chinh liéu

isavuconazole; can phai than
trong vi cac phan tng bét lgi cua
thudc co thé ting Ién.

Saquinavir: theo doi can than sy
xudt hién cta bat ky tinh trang
nhiém doc thudc va/hodc giam
hiéu qua khang virus nao, va diéu
chinh liéu néu can.

Céc thudc trc ché protease khac
(vi dy: fosamprenavir)

(thudc e ché CYP3A4/5 manh
hodc trung binh va chét nén

Chua dugc nghién cuu.

Nong d6 thude trc ché protease co
thé giam (nhu quan sat thiy véi
lopinavir/ritonavir) hodc tang.

Khong can diéu chinh liéu
isavuconazole.

Thudc trc ché protease: theo ddi
cAn than su xuét hién cua bét ky

cua CYP3A4/5) tinh trang nhiém doc thude
(Uc ché CYP3A4) va/hodc giam hiéu qua khang
virus ndo, va diéu chinh liéu néu
Nong d6 isavuconazole c6 thé tang. | can.
(Uc ché CYP3A4/5)
NNRTI khéac (vi du: Chua dugc nghién curu. Khéng can diéu chinh liéu
nevirapine) Nong d6 NNRTI c6 thé giam (cam |isavuconazole.
(thubc cam tng va chit nén g CYP2B6 boi isavuconazole) | NNRTI: theo ddi can than sy
ctia CYP3A4/5 va 2B6) hoic tang. xuét hién ciia bat ky tinh trang
nhiém ddc thude va/hodc giam
(Uc ché CYP3A4/5) hiéu qua khang virus nao, va diéu
chinh liéu néu can.
Thubc khing acid
Esomeprazole Isavuconazole: Khong can diéu chinh liu
(chét nén cia CYP2C19 va pH |AUCqu: 1 8% isavuconazole.
da day T) Crmax: T 5% Esomeprazole: khong can diéu

chinh liéu.
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Thudc diung dong thoi theo
nhém diéu tri

Anh huéng 1én ndng do thudce/
Mikc thay déi trung binh hoc
(%) ctiia AUC, Cmax

(Co ché twong tac)

Khuyén nghi vé viéc ding
dong thoi

Omeprazole
(chat nén cua CYP2C19 va pH
da day T)

Omeprazole:
AUCins: | 11%
Crax: | 23%

Khong can diéu chinh liéu
isavuconazole.

Omeprazole: khong can diéu
chinh liéu.

Thudc ha lipid

Atorvastatin va cac statin khac
(chat nén cua CYP3A4, vi du:
simvastatin, lovastatin,

Atorvastatin:
AUCins: 1 37%
Cimax: T 3%

Khoéng can diu chinh liéu
isavuconazole.
Dua trén két qua voi atorvastatin,

(thubc cam tng CYP3A4/5
nhe)

Nong do isavuconazole co6 thé
giam.

rosuvastatin) Cac statin khac khong duge nghién | khong can diéu chinh liéu statin.
(chat nén cua CYP3A4/5 clru. i Can phai theo doi cac phan tng
va/hoac BCRP) Nong d¢ statin c6 theé tang. bat lgi dién hinh cua statin.

(Uc ché CYP3A4/5 hoic BCRP)
Pioglitazone Chua dugc nghién cuu. Can tranh dung dong thoi trur khi

loi ich tiém nang duwoc can nhac
la 16n hon nguy co.

(chat nén caa P-gp)

AUCinr: T 25%
Crax: T 33%

(Uc ché P-gp)

(Cam tng CYP3A4/5)
Thudc chéng loan nhip tim
Digoxin Digoxin: Khong can dicu chinh liéu

isavuconazole.

Digoxin: can theo ddi ndng do
digoxin trong huyét thanh va six
dung két qua thu duoc dé chuan
do liéu digoxin.

Cic thuéc tranh thai dwong uong

(chét nén cua CYP3A4/5)

AUCin: 1 103%
Crax: T 72%

(Uc ché CYP3A4)

Ethinyl oestradiol va Ethinyl oestradiol Khong can diéu chinh liéu
norethindrone AUCi: T 8% isavuconazole.
(chat nén cia CYP3A4/5) Cmax: T 14% Ethinyl oestradiol va
Norethindrone norethindrone: khong can diéu
AUCing: 1 16% chinh liéu.
Cmax: T 6%
Thudc chéng ho
Dextromethorphan Dextromethorphan: Khong can diéu chinh liéu
(chat nén ciia CYP2D6) AUCins: 1 18% isavuconazole.
Crax: T 17% Dextromethorphan: khong can
Dextrorphan (chat chuyén hoa ¢c6 | diéu chinh lidu.
hoat tinh):
AUCinr: T 4%
Cmax: | 2%
Benzodiazepine
Midazolam Midazolam ding qua dudng uéng: |Khong can diéu chinh liéu

isavuconazole.

Midazolam: khuyén nghi theo
doi can than cac dau higu va tridu
ching lam sang, va giam liéu néu
can.

Thudc chéng git

Page 12 of 23




LPD Title: Cresemba/200 mg/Powder for concentrate for solution for infusion (Pl update post NDA approval)

LPD date: Jul 18, 2023
Country: Vietnam

Reference EU CP SPC date: Dec 19, 2022

Thudc diung dong thoi theo
nhém diéu tri

Anh huéng 1én ndng do thudce/
Mikc thay déi trung binh hoc
(%) ctiia AUC, Cmax

(Co ché twong tac)

Khuyén nghi vé viéc ding
dong thoi

Colchicine
(chat nén cua P-gp)

Chua duoc nghién cuu.
Nong do colchicine co6 thé tang.

(Uc ché P-gp)

Khong can diéu chinh liéu
isavuconazole.

Colchicine c6

chi sb diéu tri hep va can duogc
theo ddi, giam liéu néu can.

Cdc sdn pham ty nhién

(chét nén cua CYP2B6)

AUCing: | 42%
Conax: | 31%

Caffeine Caffeine: Khéng can diéu chinh liéu
(chét nén cua CYP1A2) AUCius: 1 4% isavuconazole.
Coax: | 1% Caffeine: khong can didu chinh
liéu.
Thudc hé tro cai thuéc ld
Bupropion Bupropion: Khong can diéu chinh liéu

isavuconazole.
Bupropion: tang liéu néu can.

(Cam tng CYP2B6)

NNRTI, thudc tre ché enzym phién ma nguoc khong nucleoside; P-gp, P-glycoprotein.

3 % gidm cua céac gia tri mirc ddy trung binh

® Indinavir chi dugc nghién ciru sau khi ding liéu don 400 mg isavuconazole.

AUCin = dién tich dudi duong cong néng do-thoi gian dugc ngoai suy dén v6 cuc; AUCuu = dién tich du6i duong cong ndng
d6-thoi gian trong khoang thoi gian 24 gi ¢ trang thai én dinh; Cmax = ndng do dinh trong huyét twong; Cmin, ss = mirc day &
trang thai 4n dinh.

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

Mang thai

Khong c6 dir liéu tir viéc sit dung CRESEMBA ¢ phu nit mang thai.
Cac nghién ctru 6 dong vat da cho thay doc tinh Ién sy sinh san (xem muc 5.3). Chua xac dinh dugc
nguy co tiém an trén nguoi.

Khong duoc sir dung CRESEMBA trong khi mang thai ngoai trir & bénh nhan nhiém nim ning hodc
c6 kha nang de doa tinh mang ma c6 thé st dung isavuconazole ¢ nguoi do néu lgi ich du kién 16n hon

nguy co ¢ thé xay ra cho thai nhi.

Phu ntr ¢6 kha ndng sinh con

Khong khuyén nghi sir dung CRESEMBA cho phu nit ¢6 kha ning sinh con khong st dung bién phap
tranh thai.

Cho con bu

Dir liéu duoc lyc hoc/ddce tinh hién c6 ¢ dong vat da cho théy hién tugng tiét isavuconazole/chat chuyén
hoéa vao sira (xem muc 5.3).

Nguy co cho tré so sinh va tré nho khéng thé dwoc loai trir.
Cén ngung cho con bu trong khi diéu trj bing CRESEMBA.

Kha nang sinh san
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Khong c6 dir liéu vé anh hudng cua isavuconazole 1én kha nang sinh san & nguoi. Cac nghién clru &
dong vat khong c6 thay suy giam kha ning sinh san & chudt duc hodc cai (xem muc 5.3).

4.7 Anh huéng Ién kha ning 14i xe va van hanh may méc

Isavuconazole c6 kha niang anh hudng trung binh 1én kha nang 14i xe va sit dung may moc. Bénh nhan
can tranh lai xe hoac van hanh may méc néu gap phai cac tri€u ching cua tinh trang 1a 1an, ngt ga, ngat,
va/hoac chong mat.

4.8

Tac dung khong mong mudn

Tém tit tinh an toan

Céc phan (mg bat 1oi lién quan dén diéu tri thuong gap nhat 1a ting két qua chi s6 xét nghiém vé gan
(7,?%), budn nén (7,40/9), ndn (5,5%), khoé tho (3,2%), dau bung (2,7%), ti€u chay (2,7%), phan tng tai
cho tiém (2,2%), dau dau (2,0%), giam kali mau (1,7%) va phat ban (1,7%).

Céc phan tng bét loi thudng gip nhit dan dén phai ngung vinh vién diéu trj bang isavuconazole 1a tinh
trang 10 lan (0,7%), suy than cap tinh (0,7%), tang bilirubin trong mau (0,5%), co giat (0,5%), kho thd
(0,5%), dong kinh (0,5%), suy ho hap (0,5%) va noén (0,5%).

Béng danh sich cic phan tng bt loi

Bang 2 trinh bay cac phan ng bat loi khi str dung isavuconazole trong diéu tri nhiém ndm xam l4n,
theo phan loai hé co quan va tan sut.

Tan suét cta cac phan tng bat lgi dugc dinh nghia nhu sau: rat thudng gap (= 1/10); thuong gap (= 1/100
dén < 1/10); it gdp (> 1/1000 dén < 1/100); va khong 15 (khong thé wdc tinh tin suat tir dit liéu c6 sin).

Trong mdi nhom tan sut, cac phan tng bét loi dugc trinh bay theo thir tw mirc d6 nghiém trong giam
dan.

Bing 2 Tom tit cac phan g bét loi theo Phin loai hé co quan ciia MedDRA va tin suit

Phén loai hé co

quan

Phén éng bt lgi ciia thudc

Roi loan méu va hé bach huyét

It gap Giam bach cau trung tinh; giam tiéu cau”; giam ba dong té bao mau; giam bach
cau’; thiéu mau”
Roi loan hé mién dich
it gap Qué man”
Khoéng 1o Phén ung phén vé*

Roi loan chuyén héa va dinh duéng

Thuong gip Giam kali mau; chan an

It gap Giam magnesi mau; ha duong huyét; giam albumin mau; suy dinh dudng”®
Roi loan tAm than

Thuong gap Mé sang™

It gap Tram cdm; mat ngi”
Roi loan h¢ than kinh

Thuong gap Dau dau; ngu ga

It gap Co giat”™; ngat chong mat; di cam”

Bénh nio; tién ngét xiu; bénh than klnh ngoai bién; rdi loan vi giac
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Bang 2 Tém tit cac phan ing bt lgi theo Phan loai hé co quan ciia MedDRA va tin suét

Phan loai hé co

quan Phin ting bt lgi ciia thudc
Roi loan tai va tai trong
It gap | Chéng mat
Roi loan tim
It gap Rung nhi; nhip tim nhanh; nhip tim cham”; danh trong nguc;

Cudng nhi; rit ngin khoang QT trén dién tAm dd; nhip nhanh kich phat trén thit;
ngoai tdm thu that; ngoai tdm thu trén that

Roi loan mach mau

Thuong gép Viém tic tinh mach”

It gap Tryy tuan hoan; ha huyét ap

Roi loan hd hip, ngue va trung that

Thuong gap Kho thd™; suy ho hp cap”

it gap Co thit phé quan; tho nhanh; ho ra méu; chiay mau cam
Roi loan tiéu héa

Thuong gép Nén; tiéu chay; budn non; dau bung”

It gap Kho ti€u; tdo bon; chudng bung
Roi loan gan mat

Thuong gép Tang két qua chi s0 xét nghiém héa hoc vé gan™*

It gap Gan lach phi dai; viém gan

Roi loan da va mé dwéi da

Thuong gap Phat ban”; ngira

It gap Pém xuit huyét; rung toc; ban do nhiém sdc do thude; viem da’
Roi loan co xwong va mo lién ket
It gdp | Pau lung

Roi loan than va ti€t niéu

Thuong gip | Suy thén

Roi loan chung va tinh trang tai noi sit dung thudc

Thuong ga Pau nguc”; mét moi; phan ung tai chd tiem”
g gap g p g

It gap Phu ngoai bién”; kho chiu; suy nhugc

A Biéu thi ring d3 nhom cac thuat ngit dwoc uu tién thich hop vao mot khai niém y khoa duy nhét.
* Phan tmg bt loi ghi nhan sau khi thudc Iuu hanh trén thi truong.

# Xem muc Mo ta cac phan ung bét loi chon loc duéi day.

MO té cac phan rng bt lgi chon loc

Mé sang bao gdbm cac phan ng cua tinh trang 14 13n.

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

Anh huéng 1én két qué xét nghiém

Trong mdt nghién ciru 14m sang mu d6i, chon ngau nhién, c6 dbi ching véi thude that & 516 bénh nhan
bi bénh ndm xam 14n do cac loai Aspergillus hoic nam soi khac giy ra, ting transaminase gan (alanine
aminotransferase hodc aspartate aminotransferase) > 3 1an Gi6i han trén cua tri s binh thudong (Upper
Limit of Normal, ULN) d3 duoc bao cdo & cudi qué trinh didu tri nghién ciru & 4,4% bénh nhan ding
isavuconazole. D3 gip phai hién twong tang rd rét transaminase gan > 10 lan ULN & 1,2% bénh nhan
dung isavuconazole.
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B4o cdo cac phan ing bat loi nghi ngd

Viéc bao cao cac phan Gmg bat loi nghi ngo sau khi thudc dugc phé duyét 1a rat quan trong. Diédu nay
cho phép tiép tuc theo ddi su can bang loi ich/nguy co cia thude. Nhan vién y té duge yéu cau bao cdo
bét ky phan tng bt loi nghi ngd nao.

4.9 Qua liéu va cach xir tri

Triéu chung

Céc tridu chimg dugc bao cdo thudng xuyén hon & cac lidu isavuconazole cao hon liéu diéu tri (twong
du’ong véi isavuconazole 600 mg/ngay) dugc danh gia trong mot nghién ctru QT so v&i ¢ nhém lidu
didu tr1 (tuong duong v6i liéu isavuconazole 200 mg/ngdy) bao gdm: dau diu; chong mit, di cam, ngi
ga, 10i loan cha y, réi loan vi giac, kho miéng, tiéu chay, giam xuc giac miéng, non 6i, néng bing mit,
lo 4u, bon chdn, danh tréng nguc, nhip tim nhanh, s¢ anh sang va dau khop.

Xu tri qua liéu

Isavuconazole khong bi loai bo bé“mg cach thdm tach mau. Khong co thude giai doc dac hiéu cho
isavuconazole. Trong truong hop dung qua li€u, nén tién hanh dicu tri ho trg.

5.  PAC TINHDUQCLY
5.1 Dac tinh dwgec lyc hge

Nhom dugc 1y: Thube khéang nam dung toan than, dan xuét triazole va tetrazole, ma ATC: JO2ACO5.

Co ché tac dung

Isavuconazole 1a phan phén tir ¢6 hoat tinh duoc hinh thanh sau khi ding isavuconazonium sulfate qua
duong udng hodc qua tinh mach (xem muc 5.2).

Isavuconazole thé hién tac dung khang ndm bang cich ngin chin su tong hop ergosterol, mot thanh
phan chinh ctia mang té bao nam, thong qua trc ché enzym phy thudc cytochrome P-450 lanosterol 14-
alpha-demethylase, chiu trach nhiém chuyén ddi lanosterol thanh ergosterol. Diéu nay dan dén sy tich
lity cac tién chit sterol dd methyl hoa va can kiét ergosterol bén trong mang té bao, tir d6 1am suy yéu
cAu trac va chirc ning clia mang té bao niam.

Vi sinh

Trong cac md hinh dong vat bj nhidm nim Aspergillus lan téa va & phdi, thong s6 dugc luc hoc
(Pharmacodynamic, PD) quan trong trong tinh hiéu qué la mtrc d6 phoi nhidm chia cho ndng do trc ché
t6i thiéu (Minimum Inhibitory Concentration - MIC) (AUC/MIC).

Khong thé thiét 1ap mdi twong quan rd rang giita MIC in vitro va dap tng 1am sang ddi véi cac loai
khéc nhau (Aspergillus va Mucorales).

NoOng do cuia isavuconazole can dé e ché cac loai Aspergillus va cac giong/loai trong bd Mucorales in
vitro rat khac nhau. Noi chung, nong d6 isavuconazole can dé urc ché Mucorales cao hon nong d can
de wrc ché phan 16n cac loai Aspergillus.

Hiéu qua 1am sang da dugc ching minh d6i voi 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 do nhay voi cac thudc khang ndm triazole da thiy c6 lién quan dén cac dot bién trong
cac gen cypSI1A va cyp51B clia nAm ma hoa protein dich 1a lanosterol 14-alpha-demethylase tham gia
vao qué trinh sinh téng hop ergosterol. Cac chung ndm giam d6 nhay in vitro v6i isavuconazole da dugc
béo cdo, va khong thé loai trir kha ning khang chéo véi voriconazole va cac thudc khang nAm nhom
triazole khac.

Diém gdy EUCAST
Loai Aspergillus Piém giy ndng dd we ché tbi 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 dir lidu dé thiét 1ap diém giy 1am sang cho cac loai Aspergillus.

Tinh hiéu qua va tinh an toan 14m sang

Diéu tri nhiem nam Aspergillus xam lan

Tinh an toan va hiéu qua cia isavuconazole trong diéu tri bénh nhan bi nhiém ndm xam lan da duoc
danh gia trong mot nghién ctru 1am sang mu d6i, c¢6 d6i ching véi thude that & 516 bénh nhan bi bénh
niam xam lan do céc loai Aspergillus hodc nim soi khac gdy ra. Trong nhom phan tich theo phan bd
ngau nhién ban dau (ITT), 258 bénh nhan ding isavuconazole va 258 bénh nhan ding voriconazole.
Isavuconazole dugc dung qua tinh mach (twong duong véi 200 mg isavuconazole) mdi 8 gio trong 48
gior dau tién, sau d6 1a mot lidu mdi ngay qua tinh mach hoac qua duong uong (twong duong vdi 200 mg
isavuconazole). Thoi gian diéu tri tdi da dugc xac dinh theo phac d6 1a 84 ngay. Thoi gian diéu tri trung
vi 1a 45 ngay.

Dap ung tong thé & cudi qua trinh dleu tri (End-Of-Treatment - EOT) trong quan the myITT (cac bénh
nhan c6 bang chimg va co thé nhiém nam Aspergillus xAm lan dya trén xét nghiém té bao, mo, nudi cay
hoidc xét nghiém galactomannan) da dugc danh gia boi mot Uy ban dénh gia dit liéu doc 1ap khong biét
vé nghién ctru. Quan thé myITT bao gdm 123 bénh nhan ding isavuconazole va 108 bénh nhan ding
voriconazole. Dap g tong thé trong quan thé nay 1a n =43 (35%) dbi véi isavuconazole va n =42
(38,9%) ddi v6i voriconazole. Chénh 1éch diéu tri da diéu chinh (voriconazole—isavuconazole) 1a 4,0%
(khoang tin cdy 95%: -7,9; 15,9).

Ty 18 tir vong do tt ca cac nguyén nhan & Ngay 42 trong quan thé nay 1a 18,7% dbi véi isavuconazole
va 22,2% doi véi voriconazole. Chénh 1éch diéu tri da diéu chinh (isavuconazole—voriconazole) 1a -
2,7% (khoang tin cay 95%: -12,9; 7.5).

biéu tri nhiem nam Mucorales

Trong mdt nghién ctru nhan mo, khong c6 dbi chimg, 37 bénh nhan ¢ bang chimg hodc c6 thé nhidm
nam Mucorales di dung isavuconazole v&i ciing phac d6 liéu giéng nhu phac d6 dung dé diéu tri nhidm
nam Aspergillus xAm lan. Thoi gian diéu tri trung vi 13 84 ngay cho toan bd quan thé bénh nhan nhidm
nam Mucorales, va 102 ngay cho 21 bénh nhan chua timg dugc diéu tri nhiém nam Mucorales trudc

Page 17 of 23



LPD Title: Cresemba/200 mg/Powder for concentrate for solution for infusion (Pl update post NDA approval)
LPD date: Jul 18, 2023

Country: Vietnam

Reference EU CP SPC date: Dec 19, 2022

d6. Déi v6i cac bénh nhan ¢ bang chimg hoic c6 thé nhidm ndm Mucorales nhu duge xac dinh boi Uy
ban danh gia dir liéu (Data Review Committee - DRC) ddc lap, ty 1é tir vong do tt ca cac nguyén nhin
tai Ngay 84 1a 43,2% (16/37) véi toan thé quan thé bénh nhén, 42,9% (9/21) vdi nhitng bénh nhan
nhiém ndm Mucorales ding isavuconazole 1am bién phap diéu tri ban dau, va 43,8% (7/16) véi nhiing
bénh nhan nhiém ndm Mucorales ding isavuconazole 1a nguoi da bi khang thudc, khong dung nap liéu
phap khang ndm trude d6 (chu yéu 1a cac phuong phéap diéu trj sir dung amphotericin B). Ty 1é thanh
cong tong thé theo danh gia cia DRC vao EOT 1a 11/35 (31,4%), v6i 5 bénh nhan dugc xem 1a khoi
hoan toan va 6 bénh nhan khoi mot phan. Pa quan sat thdy dap tmg 6n dinh & thém 10/35 bénh nhan
(28,6%). O 9 bénh nhan nhidm ndm Mucorales do cac loai Rhizopus, 4 bénh nhan biéu hién dap ung
thuén loi cho isavuconazole. 05 bénh nhan nhiém nam Mucorales do cac loai Rhizomucor, khong quan
sat thdy dap Gng thuan loi. C6 rat it kinh nghiém 1am sang & cac loai khac (cac loai Lichtheimia n =2,
cac loai Cunninghamella n = 1, Actinomucor elegans n=1).

5.2 Dac tinh dwgc dong hoc

Isavuconazonium sulfate 1a mot tién dugc tan trong nudc c6 thé dung dudi dang truyén tinh mach hoic
ubng dudi dang vién nang cimg. Sau khi dung thudc, isavuconazonium sulfate nhanh chéng bi thily
phan bi cac esterase trong huyét tuong thanh phan phén tir c6 hoat tinh 14 isavuconazole; ndng do trong
huyét trong cua tién dugc rit thap, va chi phat hién dugc trong mét thoi gian ngin sau khi ding thube
qua tinh mach.

,
A

Hap thu

Sau khi dung CRESEMBA qua dudng udng & dbi tugng khoé manh, phan phan tir c6 hoat tinh 1a
isavuconazole dugc hap thu va dat nong do toi da trong huyét trong (Cmax) khoang 2—3 gid sau khi dung
liéu don va da (xem Bang 3).

Bing 3 Cac thong s6 dwge dong hoc & trang thai 6n dinh cia isavuconazole sau khi ding
CRESEMBA qua duwdng uong

Théng sb Isavuconazole 200 mg Isavuconazole 600 mg
Théng ké (n=37) (n=32)
Cumax (ng/mL)

Trung binh 7499 20028
SD 1893,3 35843
CV % 25,2 17,9
tmax (h)

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 day, sinh kha dung tuyét d6i clia isavuconazole sau khi udng liéu don
CRESEMBA 1a 98%. Can ct trén nhitng phat hién nay, c¢6 thé hoan doi giira cach dung thudc qua tinh
mach va qua duong uong.

Bing 4 So sanh dwgc dong hoc cho lidu ding qua tinh mach va qua dwong uong (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 193906,8
CV % 36,5 37,2
Thoi gian ban théi (gio) 110 115

Anh hiong ciia thire an 1én sy hdp thu

Ubng CRESEMBA twong dwong véi 400 mg isavuconazole cling voi bita in nhidu chét béo lam giam
9% Crmax va tang 9% AUC cua isavuconazole. CRESEMBA c6 thé dung cung hoac khong cuing véi thie
an.

Phan b

Isavuconazole dugc phan bd rong khap, v6i thé tich phan bd trung binh ¢ trang thai 6n dinh (V) 1a
khoang 450 L. Isavuconazole lién két manh (> 99%) vdi cac protein huyét twong ngudi, chu yéu 1a

albumin.

Chuyén hoa sinh hoc

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

Sau khi dung liéu don [cyano-“‘C] isavuconazonium va [pyridinylmethyl-'*C] isavuconazonium sulfate
o ngu0’1 ngoa1 phan phan tir ¢6 hoat tinh (isavuconazole) va san pham phan huy khong c6 hoat tinh ra,
mdt sb chat chuyen hoa phu dd duogc phat hién. Ngoai trir phan phan tr 6 hoat tinh 1a isavuconazole,
khong quan sat thiy chét chuyén hoa riéng 1é nao c6 AUC > 10% tong luong thudc duoc danh dau
phong xa.

Thai trir

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

Duéi 1% liéu da ding dugc bai tiét qua than dudi dang isavuconazole nguyén ven.

San pham phan hity khong c6 hoat tinh dugc thai trir chit yéu béi qua trinh chuyén hoa va sau d6 bai
tiét chat chuyén hoa qua than.

Tinh tuyén tinh/phi tuyén tinh

Cac nghién ctru ¢ dbi tuong khoé manh da cho théy dugc dong hoc cua isavuconazole tuyén tinh to1
muc lieu 600 mg/ngay.

Duogc dong hoc & cac nhém ddi tuong dic biét

Bénh nhan nhi

Dugc dong hoc ¢ bénh nhan nhi (< 18 tuéi) chua dugc danh gia. Khong cé thong tin.
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Suy giam churc nang than

Khong quan sat thiy thay ddi lién quan 14m sang nao vé tong Cumax va AUC ctia isavuconazole & cac ddi
tugng suy giam chirc nang thin nhe, vira hodc nang so véi cac dbi tuong co6 chirc nang than binh thuong.
Trong s6 403 bénh nhan dung isavuconazole trong cac nghién ciru Pha 3, 79 (20%) bénh nhan c6 toc
d6 loc cau than (Glomerular Filtration Rate - GFR) udc tinh thdp hon 60 mL/phiit/1,73 m2 Khong can
diéu chinh lidu & bénh nhén suy giam chic ning than, bao gdm ca bénh nhan suy than thoi ky cudi.
Isavuconazole khong d& tham tach (xem muc 4.2).

Suy giam chirc 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 dung duong tinh mach va 16 bénh nhan dung
duong udng & moi loai Child-Pugh), mirc d6 phoi nhiém toan than (AUC) trung binh theo phuwong phap
binh phuong t6i thiéu tang 64% trong nhém Child-Pugh loai A, va 84% trong nhom Child-Pugh loai B,

s0 v6i 32 dbi tugng khoé manh cling d6 tudi va can ning cé chirc nang gan binh thudng. Nong do trung
binh trong huyét tuong (Cumax) thdp hon 2% trong nhém Child-Pugh loai A va thap hon 30% trong nhém
Child-Pugh loai B. Panh gia dugc dong hoc nhom déi tuong cua isavuconazole & cac dbi tuong khoé
manh va bénh nhan rdi loan chirc ning gan nhe hoic vira cho thiy ring cac nhom ddi twong suy giam
chirc ning gan nhe va vira c6 gia tri do thanh thai (Clearance - CL) isavuconazole thdp hon lan luot 1a
40% va 48% so voi nhom ddi tuong khoé manh.

Khong can diéu chinh liéu & bénh nhéan suy giam chiurc ndng gan nhe dén vira.

Isavuconazole chua duoc nghién ctru ¢ bénh nhan suy giam chirc nang gan nang (Child-Pugh loai C).
Khong khuyén nghi str dung & nhiing bénh nhén nay trir khi 191 ich tiém nang duoc can nhac 1a 16n hon
nguy co (xem cac muc 4.2 va 4.4).

5.3  Dirliéu an toan tién 1am sang

O chudt va tho, isavuconazole tai cac mirc phoi nhiém toan than dudi mirc diéu trj ¢ lién quan dén hién
tuong ting ty 16 mic méi cac bat thudng vé xwong llen quan dén liéu (cac xuong sudn non du) 6 con
non. O chudt, ciing ghi nhan hién twong ting ty 1¢ mic mai tinh trang gan lién cung go ma lién quan
dén liéu & con non (xem muc 4.6).

Cho chudt dung isavuconazonium sulfate & lidu 90 mg/kg/ngay (twong dwong khoang 1,0 1in mirc do
phoi nhiém toan than khi ding liéu duy tri 200 mg isavuconazole & ngudi) trong thoi ky mang thai cho
dén thoi ky cai sita da cho thdy tang ty 18 tir vong chu sinh cta chudt con. Mirc d6 phoi nhiém trong nir
cung voi phan phan tir ¢o hoat tinh 1a isavuconazole khong anh huong 1én kha nang sinh san ciia chudt
con con song.

D3 thiy tim thiy isavuconazonium sulfate dugc danh dau phong xa 'C trong sita ctia chudt cho con bu
khi dung qua tinh mach.

Isavuconazole khong anh hudng dén kha nang sinh san cua chudt dyc hoég cai dugc diéu tri b%lng lidu
dung qua duong uong cho dén 90 mg/kg/ngay (twong duwong khoang 1,0 lan mic d¢ phoi nhiém toan
than khi dung licu duy tri 200 mg isavuconazole & nguoi).

Isavuconazole khong c6 kha niang gy dot bién hodc doc tinh trén gen c6 thé thiy rd. Isavuconazole 4m
tinh trong thir nghiém dot bién nguoc trén vi khuan, gay dot bién yéu tai ndng 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
sudt gdp vi nhén c6 y nghia théng ké hoac c¢o lién quan vé mit sinh hoc trong mot thir nghiém vi nhan
in vivo & chuot.
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Isavuconazole di dwoc chimg minh 1 c¢6 kha ning giy ung thu trong mot nghién ctru vé kha ning gay
ung thu tién hanh trén loai ggm nham trong 2 nam. Cac khéi u & gan va tuyén giap c6 thé do co ché dac
hiéu & loai gam nhim gy ra va khong lién quan dén con nguoi. D quan sat thiy u soi trén da (skin
fibroma) va u nguyén bao sgi (fibrosarcoma) ¢ chudt duc. Chua 6 co ché gdy ra hi¢n tuong nay. ba
ghi nhan ung thu ndi mac tir cung va ung thu biéu mé ¢ tir cung trén chudt cai, c6 thé do réi loan noi
tiét t& gy ra. Khong c6 gidi han an toan cho nhitng anh huéng nay. Khong thé loai trir mdi lién quan
dén cac khéi u trén da va tir cung & nguoi.

Isavuconazole wrc ché kénh kali hERG va kénh calci loai L v&i ICso 1an luot 12 5,82 pM va 6,57 pM (lan
luot gép 34 va 38 14n Cuax khong lién két v6i protein & nguoi tai ndng d6 tdi da duge khuyén nghi cho
nguoi [Maximum Recommended Human Dose - MRHDY]). Céac nghién ctru doc tinh lidu lap lai trong
39 tuan in vivo & khi khong cho thay kéo dai QTCF tai cac liéu cho dén 40 mg/kg/ngay (twong duong
khoang 1,0 1an murc do phoi nhidm toan than khi ding lidu duy tri 200 mg isavuconazole & ngudi).

Danh gia nguy co 1én moi truong d cho thdy ring CRESEMBA c6 thé ¢6 nguy co ddi voi méi truong
thuy sinh.

6. PAC TINH DUQC HQC
6.1 Danh muc ta duwoc

Mannitol )
Acid sulfuric (d€ diéu chinh pH)

6.2 Tuwong ky,

Vi khong c6 nghién ciru vé tinh trong hop, khong dugce tron 1an thude nay véi cac thude khac ngoai trir
cac dugc pham duoc dé cap trong muc 6.6.

6.3 Han dung
48 thang ké tir ngay san xuat.

D6 6n dinh hoa hoc va vat 1y sau khi hoan nguyén va pha lodng di dugc ching minh 1 trong 24 gid &
2°C dén 8°C, hodc 6 gio & nhiét do phong.

Theo quan diém vi sinh, thudc can duge dung ngay lap tic.
6.4 Than trong dic biét khi bdo quan

Béo quan trong ti lanh (2°C dén 8°C).
bé biét dicu kién bao quan sau khi hoan nguyén va pha loang thude, (xem muc 6.3).

6.5 Quy cich déng géi
Hop 1 1o 10 mL.
6.6 Luwuy dac biét khi loai b6 va cac xir ly khac

Pha thudc
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Cén hoan nguyén mot lo bot pha dung dich dam dic dé pha dung dich truyén bang cach thém 5 mL
nudce cht pha tiém vao lo thudc. Léc lo thudc dé hoa tan hoan toan bot thude. Phai dung mit thuong
kiém tra dung dich d4 hoan nguyén dé xem c6 tiéu phan va bi d6i mau hay khong. Dung dich dam dac
da hoan nguyén phai trong va khong c6 tiéu phan la. Dung dich nay phai dugc pha loang tiép trudc khi
st dung.

Pha loang va cach dung

Sau khi hoan nguyén, phai liy toan bo phan dung dich ¢am dic da hoan nguyén ra khoi lo thude va cho
vao mot tai truyén dich ¢ chira it nhat 250 mL dung dich tiém natri clorid 9 mg/mL (0,9%) hodc dung
dich dextrose 50 mg/mL (5%). Dung dich truyén c6 chira khoang 0,8 mg isavuconazole/mL. Sau khi
dung dich dam dac da hoan nguyén duoc pha 10ang tiép, dung dich da pha lodng c6 thé c6 cac hat
isavuconazole min mau tring dén trong md, khong ling xudng (nhung sé bi loai bo boi bo loc trong
dudng truyén). Can tron nhe nhang dung dich da pha lodng, hodc lan ti dich truyén dé giam thiéu su
hinh thanh hat. Can tranh rung khong can thiét hodc lic manh dung dich. Phai cho ding dung dich
truyén bé’lng mot b day truyén dich c6 bo loc trong duong truyén (kich thuée 16 loc tir 0,2 um dén
1,2 um) 1am bang polyether sulfone (PES).

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

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

Néu c6 thé, can hoan thanh viéc truyén tinh mach isavuconazole trong vong 6 gio sau khi hoan nguyén
va pha lodng ¢ nhiét d6 phong. Néu viéc nay 1a khong the phai ngay lap tirc dé dung dich truyen vao
tu lanh sau khi pha lodng, va phai hoan thanh viéc truyen trong vong 24 gid. Thong tin thém vé diéu
kién bao quan sau khi hoan nguyén va pha loang thudc duoc néu trong muc 6.3.

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

Thube nay chi dung mot 14n. Loai bo céac lo da st dung mot phf?ln.
Thube nay co thé gay doc hai voi moi truong (xem muyc 5.3).

Bét ky phan thudc khong st dung hodc chit thai nao ciing phai duoc thai bo theo quy dinh cua dia
phuong.

6.7. Tiéu chuin chit luong

Tiéu chuén co s6.

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

Baxter Pharmaceutical Solutions, LLC

927 S. Curry Pike, 47403 Bloomington, Indiana (IN), M¥.
Co s& dong goi cap 2 va xuit xudng:

Almac Pharma Services Limited

Seagoe Industrial Estate, BT63 SUA Craigavon, Anh.
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LPD Title: Cresemba/200 mg/Powder for concentrate for solution for infusion (Pl update post NDA approval)
LPD date: Jul 18, 2023

Country: Vietnam

Reference EU CP SPC date: Dec 19, 2022

® Nhan hiéu da dang ky

Néu ban c6 cau héi y khoa vé cac san pham dugc pham ciia Pfizer Viét Nam, vui 1ong truy cap trang
web www.pfizermedicalinformation.vn cia B phan Thong tin Y khoa Pfizer, hodc glri qua trang web
https:/pmiform.com/HCP/VN-V.

LPD date: Jul 18, 2023
Reference EU CP SPC date: Dec 19, 2022

Page 23 of 23


https://pmiform.com/HCP/VN-V
http://www.pfizermedicalinformation.vn/

	1. TÊN THUỐC
	2. THÀNH PHẦN CÔNG THỨC
	3. DẠNG BÀO CHẾ
	4. ĐẶC TÍNH LÂM SÀNG
	4.1 Chỉ định điều trị
	4.2 Liều dùng và cách dùng
	4.3 Chống chỉ định
	4.4 Cảnh báo và thận trọng đặc biệt khi sử dụng
	4.5 Tương tác với các thuốc khác và các dạng tương tác khác
	4.6 Khả năng sinh sản, thai kỳ và cho con bú
	4.7 Ảnh hưởng lên khả năng lái xe và vận hành máy móc
	4.8 Tác dụng không mong muốn
	4.9 Quá liều và cách xử trí

	5. ĐẶC TÍNH DƯỢC LÝ
	5.1 Đặc tính dược lực học
	5.2 Đặc tính dược động học
	5.3 Dữ liệu an toàn tiền lâm sàng

	6. ĐẶC TÍNH DƯỢC HỌC
	6.1 Danh mục tá dược
	6.2 Tương kỵ
	6.3 Hạn dùng
	6.4 Thận trọng đặc biệt khi bảo quản
	6.5 Quy cách đóng gói
	6.6 Lưu ý đặc biệt khi loại bỏ và các xử lý khác
	6.7. Tiêu chuẩn chất lượng

	7. TÊN, ĐỊA CHỈ CỦA CƠ SỞ SẢN XUẤT THUỐC

