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Rx &2 Pfizer

CRESEMBA®

CANH BAO DAC BIET:

Thudc nay chi dung theo don thudc.

DE xa tam tay tré em.

Doc ki hwéng dan sir dung trurére khi diing.

Théng béo ngay cho béc sy hodc duroe s§ nhikng phén ting cé hai gap phai khi sir dung thudc.
1. TENTHUOC

CRESEMBA ¢

2. THANHPHAN CONG THUC

Thanh phén hoat chét:

MGi vién nang c6 chira 100 mg isavuconazole (dudi dang 186,3 mg isavuconazonium sulfate).

Thanh phén té duoc: xemmuc 6.1.

3. DANGBAOCH

Viénnang cling ¥

Than nang mau nau dé cé in “100” bang murc den va nap nang mau trang ¢6 in chir “C” bang murc den.
4. DACTINHLAM SANG

41  Chidinh didu tri .

CRESEMBA duoc chidinh & nguoilon dé diéu tri

*  nhiémn&m Aspergillus xam &n

*  nhiémndm Mucorales & bénh nhan khiing thich hop véi amphotericin B (xem céc muc 4.4 va 5.1)
Cén xem thém huréng dén chinh thire vé viée str dung thich hop cac thude khang nam.

42 Liéu diing vacach diing

Liéu tén céng (lo)

Liéu tan cbng duroc khuyén nghi la mot lo sau khi hoan nguyén va pha lodng (twong durong véi 200 mg
isavuconazole) méi 8 gicr trong 48 gi¢r d&u tién (t6ng cong 6 lan st dung).

Liéu duy tr

Ligu duy tri durore khuyén nghi la mét lo sau khi hoan nguyén va pha lodng (trong durong véi 200 mg isavuconazole)
ngay motlan, bat dau 12 dén 24 gitr sau i8u tén cong cudi cling.

Théi gian diéu tri can duoc quyét dinh theo dap (ng lam sang (xem muc5.1).
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lam bang polyethersulfone (PES) va kich thurére 16 loc tir 0,2 um dén 1,2 um. Chiduroe diing CRESEMBA béng céch
truyén finh mach.

Vién nang CRESEMBA ¢4 thé dung cling hoéic khdng cling véi thire an.

Phai nudt nguyén vién nang CRESEMBA. Khong nhai, nghién, hoa tan hay mérvién thudc.

4.3 Chong chi dinh

Qua man voi hoat chét hoic bét ky thanh phén té duroc nao liét ké & muc6.1.

Dung déng thoi voi ketoconazole (xem muc 4.5).

Diing dong thoi vai ritonavir iu cao (> 200 mg mbi 12 giér) (xem myc 4.5).

Diing dong thoi véi cac thude cam tng CYP3A4/5 manh nhur I rifampicin, rifabutin, carbamazepine, barbiturate téc
dung kéo dai (vi du: phenobarbital), phenytoin va St. John's wart hodc véi cac thude cam (g CYPSA4/5 frung binh
nhur 1 efavirenz, nafcillin va efravirine (xem muc 4.5).

Bénh nhan ¢6 hoi chirng khodng QT ngén c6 tinh gia dinh (xem muc 4.4).

4.4 Canh bao va than trong déc biét khi str dung

Quamén

Can thén trong khi ké don isavuconazole cho bénh nhan qué mén véi cac thudc khéing ndm nhém azole khac. Qué
mén véi isavuconazole co thé dan dén cac phan (mg bt lgi bao gém: ha huyét &p, suy hé hép, khé thé, ban dé nhiém
séc do thudc, ngtrava phét ban.

Cacphanng bét loinang trén da, chang han nhu hdi chirng Stevens-Johnson, d durore bdo céo trong qua trinh didu
tribang thudc khang nédmnhémazole. Néubénh nhangap phéi phan (mg bétloi nang trén da, cén ngung dung CRESEMBA.

Timmach

Rt ngan khodng QT

Chéng ctlidinh diing isavuconazole & bénh nhan c6 hdi chirng khodng QT ngén ¢6 tinh gia dinh (xem muc 4.3).
Trong mt nghién clru QT & ddi twong ngur khde manh, isavuconazole am rit ngdn khoéng Qe ¢6 lién quan

dén nong do. V&i phac do lieu 200 mg, chénh éch gia tri trung binh theo phurong phép binh phirong t6i thiéu (Least
Squares Mean - LSM) so véi gia duoc [a 13,1 ms 2 gier sau khi dung thuée [C190%: 17,1; 9,1 ms]. Tang liéulén 600 mg
cho két qua chénh léch LSM so véigia durge 18 24,6 ms 2 gir sau khi dling thudc [C190%: 28,7; 20,4 m].

Phaithén trong khi ké dom isavuconazole cho bénh nhén dang diing céc thudc khac duoc biét la lam giam khodng
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QT, chang han nhu rufinamide.

Tang transaminase gan d& duoc bao c4o trong cac nghién ciru Iam sang (xem muc 4.8). Géc trudng hop téing
transaminase gan hiém khi can phai ngung duing isavuconazole. Cén can nhac theo doi men gan, khi durgc chi dinh
ldm sang. Viém gan da duorc bao c4o véi cac thude khang ndm nhém azole bao gém ca isavuconazole.,

i véi céc loai Mucorales cu thé, cd rét it dir liéu vé hiéu qua 1am sang, thurémg chi & mét hoéc hai bénh nhan (xem
muc 5.1). D liéu vé 46 nhay clia thudc chicd & mdt nhém nhé cac trudmg hop. Nhig di liéu nay cho biét ring ndng
do cliaisavuconazole can dé trc ché in vitro rét khéc nhau giira cc giéng/loai trong bo Mucorales, va thurémg cao hon
nong d6 can dé trc ché cac loai Aspergillus. Cn luu y rﬁng khéng e nghién ciru do lieu nao cho bénh nhiém nam
Mucorales, va bénh nhan duoc ding isavuconazole véilieu gidng nhur dé diéu tri nhiém nam Aspergillus xam |4n.
4.5 Tuong tac véi cac thudc khéc va cac dang trong tac khéc

A néng nh hurémg clia céc thude khéc dén dirore dong hoc clia isavuconazole
Isavuconazole 1a mét chét nén clia CYP3A4 va CYP3AS (xem muc 5.2). Dfmgdﬁng théi véi céc thudc tre ché
CYP3A4 va/hodc CYP3A5 c6 thé lam tang nbng dd isavuconazole trong huyét trong. Diing ddng thov céc thudic cam
(rng CYP3A4 vé/hogic CYP3AS c6 thé lam gidm nGng dd isavuconazole trong huyéttrong.

Chéng chi dinh diing dong thai isavuconazole vévithudc tre ché CYP3A4/5 manh (4 ketoconazole, vi thudc nay c6 thé
lam tang déng k& ndng d¢ isavuconazole trong huyéttrong (xem c4c muc 4.3va 4.5).

B6ivéithude tre ché CYP3A4 manh [ lopinavir/itonavir, da quan st thdy mire d6 phoi nhidm isavuconazole ting
gap 21an. Bi voi cac thude tre ché CYP3A4 manh khéc, nhu clarithromycin, indinavir va saquinavir, c6 thé xéy ra nh
hudngit rd rang hon, can ci trén hoat ure trong déi ciathude. Khéng can diéu chinh liéu isavuconazole khi dung
dong thori voi thude trc ché CYP3A4/5 manh, tuy nhién, cén phéithan trong vi cac phén (rng bét loi clia thudic o6 thé
tang I&n (xem muc 4.4).

thgng can diéu chinh liéu déi voi céc thudc tre ché CYP3A4/5 nhe.

Chdng chi dinh diing dong thér isavuconazole véi cac thude cam (ng CYP3A4/5 manh nhwr rifampicin, rifabutin,
carbamazepine, barbiturate téc dung kéo dai (vi du: phenobarbital), phenytoin va St. John's wort, hodc véri cac thude
cam g CYP3A4/5 trung binh nhur |a efavirenz, nafcillin va etravirine, vi cac thudc nay ¢d thé lam giam dang ké nong
dd isavuconazole trong huyét tirong (xem muc 4.3). 1
Dung déng thdi véi thuée cam timg CYP3A4/5 nhe nhu aprepitant, prednisone, va pioglitazone, ¢é thé lam gidm nhe
dén vira nong d0 isavuconazole trong huyét turong; cén trénh diing dng thévi véi thude cam img CYP3A4/5 nhe trir
khi loi ich tiém nang duore cén nhac 1a 16m hon nguy o (xem muc 4.4).
Chéng chi dinh dling dng thévi véi ritonavir i8u cao (> 200 mg, 21&n mét ngay), vi ritonavir liéu cao 6 thé cam (ing
CYP3A4/5valam giam nong do isavuconazole rong huyét trong (xem muc 4.3).

a ONaZ0e g = il =

conazole la motthudc (rc ché CYP3A4/5 trung binh; diing dbng thévi isavuconazole véi cac thudc & chét nén cla
CYP3A4/5 co thé lam tang ndng dd clia nhirng thudc nay trong huyét trong.
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D@ dibu tri dai han qua 6 théng, can phai can nhéc cén than can béng loich/nguy co (xem cac muc 5.1va 5.3)

Chuyén sang isavuconazole dang uéng

CRESEMBA ciing durgre cung ¢ép duréi dang vién nang ctng chira 100 mg isavuconazole.

Liéu tan cong (vién nang cting) ) .
Ligu tan cong duoc khuyén nghi la 2 vién uéng (trong durong véi 200 mg isavuconazole) moi 8 gidr trong 48 gier dau
tién (tdng cong 6 1n str dung).

Liéu duy tri

Ligu duy tri durg khuyén nghila 2 vién udng (twong durong v6i 200 mg isavuconazole) ngay motlan, bat dau 12 dén
24 gity sau lidu tén cong cudi cung.

Thai gian digu tri can durgrc quyét dinh theo dép tng lam sang (xem muic 5.1).

Dé diu tri dai han qua 6théng, cén phai can nhéc can than can bang loi ich/nguy co (xem cac muc5.1va5.3).
Chuyén sang truyén inh mach

CRESEMBA ciing dugc cung cép dudi dang bdt pha dung dich dam déc dé pha dung dich truyén ¢ chira 200 mg
isavuconazole.

Trén corsé sinh kha dung qua duromg udng cao (98%, xem muc 5.2), chuyén di gitra viéc ding qua finh mach va
ding qua duwéng udng la thich hop khi cd chi dinh lam sang.

Nguror cao tudi

Khéng can digu chinh li&u cho bénh nhan cao tudi; tuy nhién, kinh nghiém lam sang trén bénh nhan cao tudi conhan ché.
Suy gidm chirc ndng than

Khéng can diéu chinh iu &bénh nhansuy giam chirc ndngthén, bao gém bénh nhan suy than thériky cudi (xem muc5.2).
Suy gidam churc néng gan

Khéng cin diéu chinhlidu & bénh nhén suy gidm chirc néing gan nhe hoic vira (Child-Pugh loai A va B) (xem cac muc
44v452).

Isavuconazole chua durorc nghién ciru & bénh nhén suy gidm chire néing gan néng (Child-Pugh loai C). Khéng khuyén
nghi str dung & nhirng bénh nhan nay trir khi loi ich tiém néng durorc can nhac & Ién hon nguy co (xem cac muc 4.4,
4.8vab5.2).

Bénh nhan nhi v i

Tinh hiéu qua v& an toan clia CRESEMBA (& tré em durdi 18 tudi chura durgc thiet Iap. Khong ¢6 thong tin.
Céchdung (o)

Ding duwomg tinh mach.

Céc than trong trudre khixir Iy hodc cho diing thuée

CRESEMBA phai duroc hoan nguyén va sau d6 pha lodng tiép dén nong dé tromg (ing khoang 0,8 mg/mL
isavuconazole trurérc khitruyén tinh mach trong t6ithiéu 1 gitr 48 gidm nguy co gap phai céc phén (g lién quan dén
truyén thuc. Dich truyén phai duroc truyén qua mot bd day truyén dich ¢6 b loc trong duréng truyén véi mang loc

Suy gidm.chire néng gan néng

Isavuconazole chura durgre nghién etru & bénh nhan suy giam chikc néng gan ndng (Child-Pugh loai C). Khdng khuyén
nghi str dung & nhitng bénh nhén nay trir khi li ich fiém néng droc can nhéc 1 1ém hon nguy co:. Phéitheo ddi cén
thén kha néng nhiém ddc thudc & nhirng bénh nhén nay (xem cdc muc 4.2, 4.8 va 5.2).

Céc thude te ché CYP3A4/5

Chéng chidinh duing ketoconazole (xem muc 4.3). B3i vai thudc trc ché CYP3A4 manh i lopinavirfritonavir, dé

quan sét thay mirc do phoi nhiém isavuconazole tng gap 2 [an. B8ivéi cac thudc trc ché CYP3A4 manh khac, ¢6

thé xay radnh hurdmg it 1 rémghofn. Khéng can diéu chinh liéu isavuconazole khi diing déng thévi véi thudc tre ché

CYP3A4/5 manh, tuy nhién, cén phéi thén trong vi céc phan (g batloi ctia thudc cothé ting 18n (xem muc 4.5).

Céc thuéc cam ting CYP3A4/5

Diing dﬁn@ thai véithude cam (ing CYP3A4/5 nhe nhr aprepitant, prednisone, va pioglitazone, ¢6 thé 1am gidm nhe

dénvirandng dd isavuconazole trong huyét trong; cén tranh ding dong thaivdi thudc cam trng CYP3A4/5 nhe trir

khi lgriich tiém néng dugre cén nhac la lém hon nguy ggéxem muc 4.5).

Céc chét nén cua CYP3A4/5 bao gdm céc thube trc ché mién dich

Isavuconazole c6 thé durore xem la mét thudc (rc ché CYP3A4/5 trung binh, va mike dd phoi nhiém toan thén

véri céc thude durge chuyén héa bdi CYP3A4 c6 thé tiing khi diing dbng thr véi isavuconazole. Diing dong thi

isavuconazole voi cac chét nén cia CYP3A4 nhur cac thudc trc ché mién dich tacrolimus, sirolimus hoéc ciclosporin

c6 thé lam tang mikc dé phoi nhiém toan than véi nhimg thudc nay. Cé thé can diéu chinh ligu va theo ddi thudc didu tri-

thich hop trong khi diing déng thdi (xem myc 4.5).

Céc chatnén cla CYP2B6 A

Isavuconazole |amét thude cam (rng CYP2B6. Mitc dd phoi nhiém toan thén véi céc thude durore chuyén hda béi

CYP2B6 c6 thé giam khi dungéﬂang thvi véiisavuconazole. Do d6, phéi than trong khi céc chét nén clia CYP2BS, dic

biét Ia c4c thude c6 khoang diéu tri hep nhur cyclophosphamide, duroc diing dng théri véi isavuconazole. Chdng chi

dinh sir dung chét nén clia CYP2B6 la efavirenz vdi isavuconazole vi efavirenz 1& mt thudc cm tmg CYP3A4/5 trung

binh (xem muc 4.3).

Céc chat nén cia P-gp )

Isavuconazole céthé lam téng mirc 6 phoi nhiém céc thudc | chét nén clia P-gp. C6 thé cén diéu chinh liBu clia

thudc I chét nén ctia P-gp, dac biét a céc thudc c6 khoang diéu tri hep nhur digoxin, colchicine va dabigatran

etexilate, khi diing dong thi v isavuconazole (xem muc4.5).

Céc han ché criadir iéu [Am s2

Dir ligu 1am séng vé isavuconazole trong diéu tri nhiém ndm Mucorales chi giéi han & mat nghién cirulam sang tién

ctru khéng ¢o doi chirng & 37 bénh nhan ¢ béng ching hoac ¢ thé nhigm ndm Mucorales dé diing isavuconazole

@€ digu trj ban du, hodc do cac phuong phap diéu trj khang ndm khéc (chl yéu 1 amphotericin B) khéng thich horp.
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Isavuconazole lamét thuéc cam trng CYP2B6 nhe; duing dong thvi isavuconazole cé thé 1am gidm ndng dé céc thude
| chat nén clia CYP2B6 trong huyét iwong.

Isavuconazole 1a mdt thudc trc ché P-glycoprotein (P-gp) nhe; diing ddng théi véiisavuconazole c6 thé lam téng néng
@6 céc thudc 1a chét ndn clia P-gp trong huyét trong.
ac thud iBCRP

Isavuconazole [ mt thudc trc ché BCRP in vitro, va do d6, nbng d6 céc thudc 14 chét nén clia BCRP trong huyét
trong cé thé tng lén. Phaithan trong khi ding isavuconazole d%ng théi v6i céc chat nén clia BCRP.

e INLICG QLFOC Dal TIEL O (NN INOng Qua Protein van Cnuyern
Isavuconazole la mét thude tre ché nhe chét van chuyén cation hiru co 2 (Organic Cation Transperier 2 - OCT2), Diing
dong thor isavuconazole véi cc thudce 1 cht nén clia OCT2 ¢6 thé 1am tang ndng d clia nhitng thusc nay trong
huysttrong.

Isavuconazole 1a mdt thude trc ché nhe UGT. Dung ddng thv isavuconazole v cac thuée 12 chét nén clia UGT c6 thé
lam ting nhe nding d6 clia nhitng thudc nay trong huyét trong.
Béng turong téc thude

Céc trong téc gilra isavuconazole va thudc diing ddng théi duorc liét ké trong Bang 1 (téng duwrorc biéu thi bang d&u
“t", giam la dau “}"), sép xép theo nhém thudc diéu tri. Trir khi cé ghi cha khac, cac nghién ciru trinh bay trong Bang
1 da duoc tién hanh véiliéu isavuconazole durgre khuyén nghi.

Bang1  Twongtac

Thuéc diing dong thei | Anh hwréng 1en ndng d6 thude/ Khuyén nghi vé viéc diing
theo nhém diéu tri Miic thay ddi trung binh nhan (%) cia AUC, C, ., |dbng thoi

(Co ché twong tac)
Thudc chéng co giat
Carbamazepine, Nbng dé isavuconazole c6 thé giam (Céam Chéng chi dinh dling dong théi
phenobarbital va trng CYP3A béi carbamazepine, phenytoin va isavuconazole va carbamazepine,
phenytoin barbiturate tdc dung kéo dainhu phenabarbital). phenytoin v barbiturate tac dung
(céc thube cam ting kéo dai nhur phenobarbital.
CYP3A4/5 manh)
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Thudc diing dong théi | Anh hwréng 18n nong @6 thuoc/ Khuyén nghi ve viéc ding
theo nhém diéu tri Mirc thay 361 trung binh nhén (%) ctia AUC, C,.,, |dong thoi

(Corché twrong téc)
Thude khéng khuan
Rifampicin Isavuconazole: Chéng chi dinh duing dong théi
(thubc cAm g AUC,.; | 90% isavuconazole va rifampin.
CYP3A4/5 manh) Coas: + 75%

(Cam img CYP3A4/5)
Rifabutin Chura duroc nghién ciru. Chéng chi dinh diing d6ng théi
(thudc cam (mg Nong d6 isavuconazole c6 thé gidm dang ké. isavuconazole va rifabutin.
CYP3A4/5 manh) (Cam irng CYP3A4/5)
Nafcillin Chura duge nghién clru. Chéng chi dinh dung déng thi
(thudc c&m tmg NBng d6 isavuconazole c6 thé gidm dang k. isavuconazole vé nafcillin.
CYP3A4/5trungbinh) | (Cam img CYP3A4/5)
Clarithromycin Chura durorc nghién ciru, Khéng can diéu chinh igu
(thudc (rc ché Nong dd isavuconazole c6 thé tang. isavuconazole; can phéithantrong
CYP3A4/5 manh) (Uc ché CYP3A4/5) vicac phan (g bét loi clia thude

o6 thé tang Ién.

Thuéc khdng ndm
Ketoconazole Isavuconazole: Chdng chi dinh dung dong thai
(thudc (rc ché AUC,: 1422% isavuconazole va ketoconazole.
CYP3A4/5 manh) Crac 19%

(Uc ché CYP3A4/5)
Thube thao duoc
St. John's wort Chua durgc nghién clru. Chéng chi dinh diing d6ng thoi
(thubc cam (rng NBng do isavuconazole co thé giam déng ké. isavuconazole va St. John's wort.
CYP3A4/5 manh) (Cam img CYP3A4).

Thudc ding dong thoi | Anh huréng Ién néng d6 thube/ Khuyén nghi vé viéc diing

theo nhém digu tri Mirc thay doi trung binh nhan (%) cia AUC, C,,,, |dong thoi

(Co ché twrong tac)

Methadone S-methadone (d6ng phan opiate khdng c6 hoat tinh) | Khéng can diéu chinh liéu

(chatnén cia CYP3A4/5, | AUC,,: | 35% isavuconazole.

2B6va 2C9) Cou T 1% Methadone: khéng can diéu

Giam 40% théi gian ban thai cudi chinh ligu,

R-methadone (d6ng phén opiate ¢6 hoat tinh).

AUGC,: | 10%

Coae 14%

(Camrng CYP2B6)

Thuéc chéng ung thu

Vinca alkaloid Chura durge nghién ciiu. Khéng can diéu chinh liéu

(vincristine, vinblastine) | Nong dd cuavinca alkaloid c thétang. isavuconazole.

(ch&t nén ctia P-gp) (Ue ché P-gp) Vinca alkaloid: theo déi cdn than
sty xuét hién cla bt ky tinh tran
nhiém ddc thudc nao, va giam liéu
néu can,

Cyclophosphamide Chura durgr nghién ciru. Khéng cén diéu chinh liéu

(chdtnén cia CYP2B6) | Nbng dd cyclophosphamide cd thé giam. isavuconazole.

(Cam (rng CYP2B8) Cyclophosphamide: theo ddi cdn
than sur xuat hién clia bat ky inh
frang giam hiéu qua ndo, va ting
liéu néu can.

Methotrexate Methotrexate: Khéng can diéu chinh lieu

(ch4tnén clia BCRP, AUC,;: | 3% isavuconazole.

OAT1, OAT3) Con 4 11% Methotrexate: khong can diéu

7-hydroxymetabolite: chinh lidu.

AUC,;: T 29%

G 1 15%

(Chwa ré cor ché)
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Thudc diing déng théi | Anh hudmg Ién nong d6 thude/ Khuyén nghi vé viéc ding

theo nhom diéu tri Mirc thay d6i trung binh nhan (%) clia AUC, C,,,, |dbng thoi

(Cor ché twrong tac)

Warfarin S-warfarin Khéng can digu chinh liéu

(chdtnénclaCYP2C9) [AUC,: 1 11% isavuconazole. .

Crraee + 12% Warfarin: khong can diéu chinh

R-warfarin liéu.

AUC,: 1 20%

Crac + 7%

Céc thuéc khéng retrovirus

Lopinavir 400 mg/ Lopinavir: Khdng cén diéu chinh liéu

Ritonavir 100 mg AUC,; | 27% isavuconazole; can phai thén trong

(Thufic rcché manhva | Cp,: + 23% vi céc phén Umg bét loi cla thuoc

chétnéncliaCYP3A4/5) |C.,ss: | 16%) cdthé tang lén.

Ritonavir: Lopinavir/ritonavir: khng can diéu

AUC,.; | 31% chinh liéu dbi véilopinavir 400 mg/

G § 33% ritonavir 100 mg moi 12 gid, ma

(Chward co ché) can theo ddi canthén sy xuét hién

Isavuconazole: clia bét ky tinh trang gidm hiéu qua

AUC,,; 1 96% khéng virus nao.

Cput 1 74%

(Ut ché CYP3A4/5)

Ritonavir (tailiéu> 200 mg | Chua durge nghignciru. Chéng chi dinh dung dong thoi

mbi 12 gioY) Ritonavir tai li8u cao c6 thé [am giam déng kéndng | isavuconazole va ritonavir fiéu cao

(thudic cam trng ddisavuconazole. {> 200 mg moi 12 gidy).

CYP3A4/5 manh) (Cammg CYP3A4/5)

Efavirenz Chura durore nghién ciru. Chéng chi dinh dung dong thoi

(thudccamimgtrung | NOng 80 efavirenz c6 thé giam. isavuconazole va efavirenz.

binh CYP3A4/5vachat | (Cam img CYP2B6)

nén clia CYP2B6) Nbng d6 thudc isavuconazole ¢ thé giam déng ké.

{Cam tng CYP3A4/5)

Thu@c dung déng thei [Anh hwdng 1én ndng dd thude/ Khuyén nghi vé viéc dung

theo nhém diéu tri Mirc thay d6i trung binh nhan (%) ciia AUC, C.,,, |d6ng thei

(Cor ché twong tac)

Céc thuéc tre ché mién dich

Ciclosporin, sirolimus, | Giclosporin: Khéng can diéu chinh liéu

tacrolimus AUC.,; 129% isavuconazole.

(ch&tnén clia CYP3A4/5) | C,..c 16% Ciclosporin, sirolimus, tacrolimus:

Sirolimus: theo déi ndng a6 tmng huyét

AUC, . 1 84% twong va diéu chinh liéu thich hop

Coe T 65% néucan.

Tacrolimus:

AUC,; 1125%

Cmi T42%

{Ucché CYP3A4)

Mycophenolate mofeti | Acidmycophenolic (MPA, chétchuyén hoa cé hoattinh) | Khéng cn diu chinh iéu

(MMF) AUC: 1t 35% isavuconazole.

(chdtnéncla UGT) Cra 4 11% MMPF: cin phaitheo ddi cac tinh

(Uc ché UGT) trang nhiém ddclién quan dén MPA.

Prednisone Prednisolone (chét chuyén hod cé hoat tinh): Can tranh diing déing thi trir khi

(chdtnénclaCYP3A4) |AUC,: 1 8% loiich ti&m nang dwoc can nhacla

G 4 4% Iém hem nguy co.

(Uc ché CYP3A4) 4

Nong d6 isavuconazole c6 thé giam.

(Cam g CYP3A4/5)

Opioid

Opiatetacdungngan  |Chuadugcnghién . A Khéng can diéu chinh liéu

{alfentanyl, fentanyf) Nong do opiate tac dung ngan cd thé tang. isavuconazole.

(chat nén cla CYP3A4/5) | (U ché CYP3A4/5). Cécopiateticdungngdn
{alfentanyl, fentanyl): theo déican
than str xudt hién cua bétky tinh
trang nhiém doc thudc nao, va
giam liBu néu can.

15

Thude diing dong théi | Anh huéng 1én néng dé thuéc/ Khuyén nghi vé viéc dung -

theo nhém diéu tri Mre thay d6i trung binh nhén (%) ciia AUC, C,,,, |d6ng thoi

(Co ché twrong tac)

Cacthuécchéngung  |Chwadugc nghién clru. Khdng can diéu chinh liéu

thur khéc (daunorubicin, | Nong dd daunorubicin, doxorubicin, imatinib, isavuconazole.

doxorubicin, imatinib, irinotecan, lapatinib, mitoxantrane, topotecan cd Daunorubicin, doxorubicin,

irinotecan, lapatinib, thé téng. imatinib, irnotecan, lapatinib,

mitoxantrone, topotecan) |(Uc ché BCRP) mitoxantrone hodc topotecan: theo

(cht nén clia BCRP) ddi can than su xust hién clia bét
ky tinh trang nhiém ddc thudc nao,
vagidm liéu néu can.

Thuéc chéng nén

Aprepitant Chura dugc nghién ciu. Can tranh dung dong thei trir khi

(thuéc cam tmg Nong dé isavuconazole c6 thé giam. lovifich iém néng dwoc can nhac la

CYP3A4/5nhe) (Cam img CYP3A4/5) I6m hon nguy co.

Thuéc chéng dai théo dudmg

Metformin Metformin; Khéng cén diéu chinh liéu

(chatnénclia OCTY, AUC,: 1 52% isavuconazole.

OCT2va MATE1) Crue: 1 23% Metformin: c6 thé can giam liu.

(Ucché OCT2)

Repaglinide Repaglinide: Khéng can diéu chinh liéu

(chat nén clia CYP2C8 va|AUC,: | 8% isavuconazole.

OATP1B1) G Repaglinide: khong can diéu
chinh ligu.

Thuéc chong déng méu

Dabigatran etexilate Chura duge nghién ctru. Khéng c&n diéu chinh liéu

(ch&t nén cua P-gp) Nong df dabigatran etexilate c6 thé tang. isavuconazole.

(Ueché P-gp). ' Dabigatran etexilate cé khodng
diéu tri hep va can duorc theo doi
va giam lieu néu can.

ThuBc diing dong théi |Anh huéng Ién nong do thude/ Khuyén nghi vé viéc diing

theo nhom diéu tri Mtrc thay di trung binh nhan (%) clia AUC, C,,,, [dong thoi

(Co ché tirong tac)

Etravirine Chura duoc nghién ctiu. Chéng chi dinh diing déng tho1

(thudc cam trng NBng db isavuconazole cé thé giam déng ké. isavuconazole va efravirine.

CYP3A4/5trungbinh)  |(Cam Ung CYP3A4/5)

Indinavir Indinavir?) Knhdng can diéu chinh liéu

(Thudcircchémanhva  [AUC,: § 36% isavuconazole; can phai than trong

chétnéncla CYP3A4/5) |G, | 52% vi cac phén Umg bét g clia thude

(Chuard co ché) c6thé tang Ién.

Nong do isavuconazole cothé tang. Indinavir: theo dbi ¢an thén su xuét

(Ucché CYP3A4/5) hién clia bét ki finh trang gidm
hiéu quéa khang virus nao, vatang
li&u néu can.

Saquinavir Chura duwgc nghiénclu. Khong can diéu chinh liéu

(thudc tre ché NBng 6 saquinavir c6 thé giam (nhu quan sétthdy  [isavuconazole; can phai than trong

CYP3A4 manh) v lopinavir/ritonavir) hodc tang ((rc ché CYP3A4).  |vicdcphanimg bét loi clia thude

Nong do isavuconazole co thé tang. cothétang tén. i

(U ché CYP3A4/5). Saquinavir: theo ddi cn thén siy
xudt hién clia bét ki tinh trang
nhiém dée thudic va/hoac giam
hiéu qué khang virus nao, va diéu
chinh ligu néu can

NNRTI khéc (vi du: Chura duroc nghién clru. Khéng can diéu chinh liéu

nevirapine) Nong dé NNRTI ¢6 thé giam (cam ting CYP2BE bdi |isavuconazole.

(thudc cam mg vachét  |isavucanazole) hodc tang. NNRTI: theo ddi ¢én than sr xuét

nénclaCYP3A4/5va  |(Ucché CYP3A4/S) hién clia bét ky finh rang nhiém

2B6) doc thude va/hodc giam higu qua
khdng virus nao, va diéu chinh figu
néu can.
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Thudc diing déng théi | Anh huréng 1én nong @6 thude/ Khuyén nghij vé viéc dung

theo nhom diéu tri Mtre thay doi trung binh nhén (%) ciia AUC, C., |dong thoi

(Co ché twong téc)
Thuée khéng acid
Esomeprazole Isavuconazole: Khéng can diéu chinh liéu
(chat nén clia AUC,: 1 8% isavuconazole.
CYP2C19vapHda Cre: 15% Esomeprazole: khdng can diéu
day 1) chinh liéu.
Omeprazole Omeprazole: Khéng can diéu chinh liéu
(ch&t nén clia AUC,; | 11% isavuconazole.
CYP2C19vapHda (GEr Daey, Omeprazole; khdng c&n diéu
day 1) chinh liu.
Thuéc ha lipid
Atorvastatin va céc Atorvastatin: Khéing cén diéu chinh liéu
statin khéc (chét nén AUC,.: 1 37% isavuconazole.

Dura trén két qua véi atorvastatin,

cla CYP3A4, vidu: Cree 13%
khéng can digu chinh liéu statin.

simvastatin, lovastatin, | Cac statin khac khﬁlég duec nghién clru.

rosuvastatin) NAng d¢ statin c4thé tang. Can phai theo doi céc phan img
(ch&tnén cla (Ut ché CYP3A4/5 hodc BCRP) bétloi dién hinh cla statin.
CYP3A4/5vahodc
BCRP)
Pioglitazone Chura durore nghién ctru. Cén trénh dling dong théi trir khi
(thudc cam lng Nong dd isavuconazole ¢6 thé giam. |t ich tiém nang durore cén nhéc la
CYP3A4/5nhe) (Cam (g CYP3A4/S) |ém hon nguy co.
Thuée chéng loan nhip tim
Digoxin Digoxin: Khéng can diéu chinh lidu
(chét nén clia P-gp) AUC,;: t 25% isavuconazole.
Cpt 133% Digoxin: cAn theo ddi ndng do
(Ut ché P-gp) digoxin trong huyét thanh va sir
dyng két qua thu dugc dé chuén
do liu digoxin.
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Thudc diing dong thei |Anh huéng 1én néng 6 thudc/ Khuyén nghi vé viéc diing
theo nhom diéu tri Mtke thay d6i trung binh nhén (%) clia AUC, C,,, |dong thri
(Co ché twrong téc)
Céc san pham tu nhién
Caffeine Caffeine: Khong can diéu chinh liéu
(chétnénciaCYP1A2) |AUC,.: t 4% isavuconazole. 3
Crer 4 1% %aﬂeine: khéng can diéu chinh
liéu.
Thuée ho trer cai thuée ld
Bupropion Bupropion: Khéng can didu chinh liéu
(chétn&ncliaCYP2B6) |AUC,: 1 42% isavuconazole,
Crat 4 31% Bupropion: tang liéu néu can.
(Cam g CYP2B8)

NNRTI, thudc trc ché enzym phién ma nguroc khéng nucleoside; P-gp, P-glycoprotein.

# 9% giam clia cac gid tri mirc day trung binh

o Indinavir chi dwroe nghién clru sau khi diing liBu dom 400 mg isavuconazole. :

AUC,, = dién tich duéi durbmg cong nong do-thivi gian durore ngoai suy dén vo cue; AUC,, = diéntich durdi duéng
cong ndng d6-thoi gian trong khoang thér gian 24 gity & trang thai n dinh; €., = ndng d6 dinh trong huyéttuong; o,
ss = mirc ddy & trang thi 6n dinh.

46 Khaning sinh san, thaiky va cho con bd

Khéng co di liéu tir viéc sir dung CRESEMBA & phu nir mang thai. . i
Céc nghién clru & dong vat da cho thay doctinh Ién sy sinh san (xem muc 5.3). Chura xae dinh duroc nguy co tiem an
trén nguréi. i

Khéng duroc st dung CRESEMBA trong khi mang thai ngoai trir & bénh nhan nhiem ndm néng hodc c6 kha nang de
doa tinh mang mé cd thé str dung isavuconazole & ngurdi dé néu loi ich du kién 1ém hon nguy cor ¢6 thé xay ra cho
thai nhi.

Phyni cd kha ndng sinh.con :
Khéng khuyén nghi st dung CRESEMBA cho phu ni¥ cd kha néing sinh con khong st dung bién phap tranh thai.

‘ &
D liéu durorc Iwe hoc/dde tinh hién ¢ & ddng vét da cho théy hién trong tiét isavuconazole/chat chuyén hod vao sira

(xemmuyc5.3). ) h
Nguy co cho tré so sinh va tré nho khong thé duorc loai trik.

Phén loai hé co quan |Phan tmg bt loi cla thude
Rai loan tam than
Thudmng gap Mé sang"*

It gap Trém cam; mét ngi
Roi loan hé than kinh
Thuong gap Pau dau; ngli ga

it gap Co giét"; ngét; chdng mat; dicam’;
Bénh nao; tién ngét xiu; bé&nh than kinh ngoai bién; rdi loan vi giac;

Réi loan tai va mé 16

It gdp | Chong mt
Roi loan tim
It gép Rung nhii; nhip tim nhanh; nhip tim cham?; dénh tréng ngure
Cubng dong nhi; rt ngén khoang QT trén dién tam dd; nhip tim nhanh trén thét; ngoai tam
thu that; ngoai tam thu trén that
Réi loan mach mau
Thuong gap Viém tac finh mach”
ltgdp Truy U hoan; ha huyétap
R6i loan hé hap, ngurc va trung that
Thuwéng gap Khé thd;" suy ho hap caph
It gép Cothat phé quén; thé nhanh; ho ra mau; chay méu cam
Roi loan tiéu hoa
Thudng gdp Nén; tiéu chéy; budn ndn; dau bung”
ltgap Khd tiéu; tdo bon; churéing bung
Réi loan gan méat
Thuéng gap | Téing két qua chi s6 xét nghiém hoa hoc vé gan™*
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Thudc dung déng théri | Anh huéng Jén nong d6 thude/ Khuyén nghivé viéc diing
theo nhém diéu tri Mrc thay doi trung binh nhan (%) clia AUC, C,,, |d6ng thér
(Co ché twrong téc)
Céc thudc trénh thai dudmg uéng
Ethinyl oestradiol va Ethinyl oestradiol Khéng c&n digu chinh liéu
norethindrone AUC,: 1 8% isavuconazole.
(ch4tnBncla CYP3A4/S) |G, T 14% Ethinyl oestradiol va
Norethindrone norethindrone: khéng can digu
AUC,,: 1 16% chinh liéu.
Cmu: t 6%
Thuée chdng ho
Dextromethorphan Dextromethorphan: Khéng can diéu chinh ligu
(ch&tnénclaCYP2D6) |AUC,: 1 18% isavuconazole.
[Coi T s Dextromethorphan: khéng can
Dextrorphan (chét chuyén hod c6 hoat tinh); diéu chinh lidu.
AUC,: 1 4%
Crae + 2%
Benzodiazepine :
Midazolam Midazolam diing qua dudng udng: Khong can diéu chinh liéu
(chat nén clia CYP3A4/5) | AUC,: 1 103% isavuconazole.
Crac 1 72% Midazolam: khuyén nghi theo dbi
(Ucché CYP3A4) c4n than c4c dAu hiéu va trigu
chl.'mgrllam sang, va giam liéu
néu can.
Thuée chdng gut
Colchicine Chua durgcnghién ciru. Khéng can diéu chinh ligu
(chétnén clia P-gp) Nong dd colchicine c6 thé téing. isavuconazole.
(Uc ché P-gp) Colchicine c6
chisé diéutri hep va can dugc
theo ddi, giam liéu néu can.

Uan ngung cho con bu frong KNl dieu i1 Dang UHESENIBA,

Khong c6 di liéu v& anh hurdmg clia isavuconazole In kha nang sinh san & nguoi. Cac nghién clru & ddng vét khdng
cd th% suy giam kha néng sinh san & chudt cong durc hodic céi (xem myc 5.3).

4.7 Anh huéng 1én kha nang 14 xe va van hanh may méc 3 :
|savuconazole ¢6 kha néng anh huémng trung binh 18n khé ndng I4i xe va st dung méy moc. Bénh nhan can tranh léi xe
ho&c van hanh may méc ngu gép phéi céc triéu chimg clatinh trang It an, ngl ga, ngét, va/hodc chng mét.

4.8 Tacdung khéng mong mudn

Céc phan tmg béit o lién quan dén didu tri thuromg g&p nhéit 14 téing két qua chi s6 xét nghiém vé gan (7,9%), budn nén
(74%), ndn (5,5%), kho thér (3,2%), dau bung (2,7%), fieu chay (2,7%), phén tmg tai ch tiém (2,2%), dau dau (2,0%),
giam kali mau (1,7%) va phatban (1,7%). T ; - e

Cc phén g bét \oi thrdng gap nhét dAn dén phai ngung vinh vién diéu tri bang isavuconazole la tinh trang i ian
(0.7°%), suy thén c&p tinh (0,7%), ting bilirubin trong mau (0,5%), co giat (0,5%), kho thd (0,5%), dong kinh (0,5%), suy
hé hép (0,5%) vandn {G,qS%:].

Bang 2 trinh bay cac phan tmg bét loi khi st dung isavuconazole trong diéu tr nhiém ndm xam [4n, theo phén loai hé
corquan va tan suat, . ]
Tan sudit clia céc phén ng bét ioi durgre dinh nghia nhur sau: rét thurdmg gdp (2 1/10); thudng gap (2 1100 dén < 1/10);
véft gap (> 1/1000 dén < 1/100). 4 s diipboni: :
Trong mdi nhém tin sudt, cc phan (mg bt loi durge trinh bay theo thir tur mire d6 nghiém trong giam dan.
Bang 2 Tém tt céc phan ing bét loi theo Phan loai hé co quan clia MedDRA va tan suat
Phén loai hé co quan | Phan irng bét loi cua thudc
R6i loan méu va hé bach huyét

It gap Giam bach cau trung tinh; giam tiéu cau; gidm ba ddng t8 bao mau; giam bach cau?; thiéu
maut

Réi loan hé& mién dich
Itgap [ Qua man
R6i loan chuyén héa va dinh duéng
Thuéng gap Giam kali mau; chan an
tgdp Giam magnesi méu; ha durong huyét, giam albumin mau; suy dinh dudng?;
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Phén loal hé co quan | Phan Umg bét loi cuia thude

ltgap Gan lach phi dai; viém gan
Roi loan da vamd dwéi da

Thuéng gép Phat ban’; nglra

ltgap B6m xuat huyét; rung téc; ban do nhiém s&c do thudc; viém dar
R6i loan co xwong va ma lién két

tgap |Paulung

Roi loan thén va tiét niéu
Thudmg gép | Suy than
Rai loan chung va finh trang tai noi str dung thudc
Thudrng gép Daunguc®; mét méi
ltgap kh chiu; suy nhuoc
A Bidu thi réing d nhom céc thuat ngir duorc wu tién thich hop vao mét khai niém y khoa duy nhat.
# Xem muc M6 1a cac phan (g bét loi chon loc dudi day.

P

M& séing bao gbm céc phén (g cuia tinh frang I lan.

Téng két qué chisd xét nghiém hoa hoc vé gan bao gbm cAc bién cd tang alanine aminotransferase, tang aspartate
aminotransferase, tang phosphatase kigm frong méu, tAng bilirubin trong mau, tang lactate dehydrogenase trong
mau, tang gamma-glutamyltransterase, ting men gan, chirc néing gan bt thudmg, tang bilirubin trong méu, ket qua
xét nghiém chic nang gan bét thuromg, va tang transaminase.

Trong mot nghién ctru lam sang mi di, chon ngAu nhién, c6 adi chirmg véi thudc that & 516 bénh nhan bj bénh ndm
xam [4n do céc loai Aspergillus hodc nam soi khac gay ra, tang transaminase gan (alanine aminotransferase hodc
aspartate aminotransferase) > 3 x Gidi han trén clia tri s6 binh thuromng (Upper Limit of Normal, ULN) 44 durgrc bao
céo & cudi qua trinh diéu tri nghién ctiu & 4,4% bénh nhan diing isavuconazole. Ba gép phéi hién twong tang ro rét
transaminase gan > 10 x ULN & 1,2% bénh nhén dung isavuconazole.



& at I nghi ngey sau khi thudc ducre phé dugefﬂa rét quan trong. Bigu nay cho phép tiép tuc
theoddi s can bang loi ich/nguy corcliathude. Nhanviény1é dugc yéu caubéo caobétky phan g bétloinghingd néo.
4.9 Qualiéuva cach xir iri

Céc tridu chitng durore bao céo thiéng xuyén hon & cac lidu isavuconazole cao hon ligu diéu tri (trong dirong vai
isavuconazole 600 mg/ngay) duoc danh gid trong mét nghién ciru QT 0 véi & nhom liéu didu tri (trong duong véi
ligu isavuconazole 200 mg/ngay) bao gém: dau dau; chong mét, di cam, ngli g&, rdiloan chi , rdiloan vi gidc, khd
miéng, tiéu chay, gidm xdc gidc miéng, non 6i, ndng blmg mét, lo 4u, bdn chén, danh trang ngure, nhip tim nhanh, sgr
anhsang vg dau khérp.

Isavuconazole khong biloai bd béng cach thAm tach méu. Khéng cd thudc gidi doc déc hiéu choisavuconazole.
Trong truéng hop ding qué liéu, nén tién hanh diéu tri ho tro.

5. DACTINHDUQC LY

51 Pactinhduwoelwe hoc i

Nhém durgie ly: Thudie khang ndm diing toan than, dan xuét triazole, ma ATC: JO2AC05

Cochétacdyng

Isavuconazole a phén phén tir ¢6 hoat tinh durge hinh thanh sau khi diing isavuconazonium sulfate qua dwéng udng
ho&c qua tinh mach (xem muc 5.2).

Isavuconazole thé hién tac dung khang ndm béing cach ngén chén sur tong hop ergosterol, mét thanh phan chinh clia
mang 1€ bao nam, thong qua trc ché enzym phu thudc cytochrome P-450 lanosterol 14-alpha-demethylase, chiu trach
nhigm chuyén déi lanoserol thanh ergosterol. Biéu nay dan dén sirtich iy c4c tién chét sterol & methyl hoa va can
kiét ergosterol bén trong mang té bao, tir d6 lam suy yéu cdu tric va chirc néng clia mang t€ bao nam.

Visinh

Trong cac md hinh déng vat bi nhiém ndm Aspergillus lan tda va & phdi, thong s durre Iue hoc (Pharmacodynamic,
PD) quan trong trong tinh hiéu qua Ia mirc 6 phoi nhigm chia cho ndng d6 tre ché tdi thiu (Minimum Inhibitory
Concentration - MIC) éﬁucmu:).

Khéng thé thiét lap mdi twong quan rd rang gitra MIC in vitro va dap (ng 1am sang d6i v céc loai khac nhau
(Aspergillus va Mucorales).

Nong d clia isavuconazole can dé (rc ché cAc loal Aspergillus va céc gifng/loai trong b Mucorales in vitro rét khac
nhau. Néi chung, néng d6 isavuconazole can dé (rc ché Mucorales cao hon ndng d6 cin dé trc ché phin Ién cac lodi
Aspergillus.

Hiéu qua |am sang da durgre chirg minh dGi v cac loi Aspergillus sau: Aspergillus fumigatus, A. flavus, A. niger, va
A. terreus (xem thém durdi déy).

ty & icr vong do tét ca cac nguyén nhan tai Ngay 84 1a 43,2% (16/37) vditoan thé quén t{mé bénh rhén, 42,9% (921)
véi nhirg b&nh nhan nhiém ndm Mucorales dung isavuconazole lam bién phap diéu tri ban dau, va 43,8% (7/16) véi
nhimg bénh nhan nhiém ndm Mucorales ding isavuconazole 1& ngui da bi khang thgéc, khéng dung nap ligu phap
khang nam trurére do (chi yéu la céc phurong phap diéu tri sir dung amphotericin B). Tyléthanh cong tong thé theo
danh gid clia DRC vao EOT 1 11/35 (31,4%), v6i 5 bénh nhén durgc xem 1 khoi hoan toanva 6 bénh nhén khéi mét
phan. D4 quan st thdy dap tmg 6n dinh & thém 10/35 bénh nhén (28,6%). & 9bénh nhan nhiém ném Mucorales do
céc loai Rhizopus, 4 bénh nhn biéu hién dép tmg thuan loi cho isavuconazole. O'5 bénh nhén nhiém ném Mucorales
do cac loai Rhizomucor, khdng quan st théy dap ting thuan lgi. Co rét it kinh nghiém lam sang & céc loai khéc (cac
loai Lichtheimia n = 2, céc lo&i Cunninghamella n = 1, Actinomucor elegans n=1).

5.2 Péctinh dugc dong hoe . 2
Isavuconazonium suifate [a mét tién dugetan trong nurée ¢6 thé ding dudi dang fruyén tinh mach hodc ubng dudi
dang vién nang ctrng, Sau khi diing thudc, isavuconazenium sulfate nhanh chéng bithiy phan boi cac esterase trong
huyét twong thanh phan phan tlr 6 hoat tinh 14 isavuconazole; nbng d6 trong huyét trong clia tién durge rat thép, va
chi phét hién duoc trong mét thdr gian ngén sau khi diing thude qua tinh mach.

Sau khi diing CRESEMBA qua durémg udng & di tuong khoé manh, phén phan tir c6 hoat tinh [a isavuconazole
durc hép thu va dat nbng d6 18i da trong huyét trong (C..) khoang 2-3 gior sau khi ding ligu don va da (xem Bang 3).
Bang 3 C4c théng s durge dong hoc & trang thai on dinh clia isavuconazole sau khi ding CRESEMBA qua
dwéng udng

Thong s6 Isavuconazole 200 mg Isavuconazole 600 mg
Thong ké (n=37) (n=32)
Cou: (ng/mL)

Trung binh 7499 20028
sD 1893,3 3584,3
CV % 25,2 17.9

tou ()

Trung vi 30 40
Khoang 20-4,0 20-40
AUC (heng/mL)

Trung binh 121402 352805
sSD 35768,8 72018,5
CV% 295 204
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Suy gidm chure ndng thén

Khéng quan sét thay thay déi lién quan 14m sang nao vé téng C..., va AUC cliaisavuconazole & cac dbi tugng suy
giém chirc ndng than nhe, vira hoac nang so véi cac ddi turmg ¢6 chire nang than binh thurdng. Trong $0 403 bénh
nhéan ding isavucenazole trong cac nghién cltu Pha 3, 79 (20%) bénh nhan co toc do loc cau than (Glomerular
Filtration Rate - GFR) uéc tinh thap hon 60 mL/phiit/1,73 m?. Khéng cén diéu chinh ligu & bénh nhan suy gidm chirc
ndngthan, bao gém ca bénh nhan suy than thai ky cudi. Isavuconazole khdng dé tham tach (xem muc 4.2).

Suy giam chure ndng gan

Sau khi diing ligu dom 100 mg isavuconazole cho 32 bénh nhan suy gan nhe (Child-Pugh loai A) va 32 bénh nhan

suy gan vira (Child-Pugh loal B) (16 bénh nhén diing duéng finh mach va 16 bénh nhan diing durdng ung & méi

loai Child-Pugh), mtc dd phoi nhiém toan thén (AUC) trung binh theo phurong phép binh phurong t6i thiéu tang 64%
trong nhém Child-Pugh loai A, va 84% trong nhém Child-Pugh loai B, so véi 32 d6i turong khoé manh ciing d6 tudi

vé ¢dn néing cé chirc néing gan binh thudng. Néng dd trung binh trong huyét tirong (C,,,,) thdp hon 2% trong nhom
Child-Pugh loai A va th&p hon 30% trong nhém Child-Pugh loai B. anh gié durgrc dong hoc nhém dditrgng clia
isavuconazole & céc déi trong khoé manh va bénh nhan réi loan chirc néng gan nhe hodc vira cho théy ring céc
nhém déi turomg suy gidm chire ndng gan nhe va vira cd gia tri d6 thanh thai (Clearance - CL) isavuconazole thép hom
[&n lrort 12 40% va 48% so véri nhdm doi tirong khoé manh.

Khéng cén diéu chinh li&u & b&nh nhan suy giam chirc nang gan nhe dén vira. *
Isavuconazole chura durgrc nghién ciru & bénh nhén suy giam chirc nding gan nang (Child-Pugh loai C). Khéng khuyén
nghi strdung & nhirng bénh nhén nay trir khiliich tiém nang durorc can nhaclalén hon nguy co (xem cac muc 4.2va 4.4).
5.3 Dirliéuantoan tiénlam sang

O chudt cBng va thd, isavuconazole tai cac mirc phoi nhiém toan than dudi muke digu tr c6 ién quan dén hiéntuong
tang ty 1& méac méi céc bt thuromg vé xuong ién quan dén ligu (cac xurang sutm non dur) & con non. O chubt cdng,
cling ghi nhan hién twong tangty 18 méc méitinh trang g4n li&n cung go ma lién quan dén ligu & con non (xem muc 4.6).
Cho chudt cdng dung isavuconazonium sulfate & iéu 90 mg/kg/ngay (gép 2,3 1&n lieu duy tri & ngui (200 mg] tinh
theo mg/m?2/ngay) trong théxi ki mang thai cho dén thoi ki cai sika da cho thay tang ty 1€ tir vong chu sinh ctia chudt
con. Mire d6 phoi nhiém trong tt cung véi phén phén tir o6 hoat tinh 14 isavuconazole khéng co dnh hurémg 1én kha
n&ng sinh san cla chubt con con song.

Pa théy tim théy thuéc durgc danh ddu phdng xa trong sia ctia chugt cdng cho con b diing qua tinh mach
isavuconazonium sulfate duge danh dau “C.

Isavuconazole khéng anh huréng dén kha ndng sinh san clia chut cdng dure hodic céi duge didutri bang liéu ding
qua duwérng udng cho dén 90 mg/kg/ngay (gép 2,3 [&n liéu duy tri ldm sang dura trén céc so sanh mg/m?/ngay).
Isavuconazole khdng co kha nang gy dot bién hoéc doc tinh trén gen co thé théy r. Isavuconazole m tinh trong thir
nghiém dét bién nguroc trén vi khuan, gay dét bién yéu tai néng 46 gay ddc & bao trong thir nghiém sai hinh nhiém séc
thé ulympho & chudt L5178Y tie+/-va khong thé hién tinh trang tang tAn sudt gp vi nhan cé y nghia thdng k& hoéc cé
lién quan vé& mét sinh hoe trong mét thir nghiém vi nhén in vivo & chubt cong.

{ﬁa ] o I , I A :

Hién trong gidm d6 nhay véi céc thuic khang ndm triazole da thay ¢6 lién quan dén cac dot bién trong céc gen
cyp51A va cyp51B clia nam ma héa protein dich I lanosterol 14-alpha-demethylase tham gia vao qué trinh sinh 1ng
hop ergosterol. Cac chiing ndm giam d6 nhay in vitro voi isavuconazole da durge béo céo, va khong thé loai trir kha
nang khang chéo i voriconazole va cac thude khang nAm nhom triazole khac.

y

Diém gay MIC EUCAST da durgre xac dinh cho céc loai sau (S nhay: R khang):

o Aspergillus fumigatus: S<1mg/L,R>1mg/L

. Aspergillus nidulans:  $<0,25mg/L, R>0,25 mg/L

s Aspergillustereus:  S<1mg/L,R>1mg/L
Hién khdng du dit liéu déthiét lap diém g&y 1am sang cho céc loai Aspergillus.
Tinh hidy QUA VA g
Piéu trinhiém ndm Aspergillus x&m lan 1
Tinh an toan va hiéu qua cua isavuconazole trong diéu tri bénh nhén bj nhiém ndm xam In da duroc danh gia trong
mdt nghién ctru 1am sang mi d6i, c6 ddi chirng véi thudc that ¢ 516 bénh nhén bj b&nh ndm xam Ian do cacloai
Aspergillus hodc nédm sori khéc gay ra. Trong nhém phén tich theo phan ba ngau nhién ban d&u (ITT), 258 bénh
nhan diing isavuconazole vé 258 bénh nhéan diing voriconazole. Isavuconazole duoe dung qua finh mach (tueng
dlrong véi 200 mg isavuconazole) méi 8 giér trong 48 giéy dau tién, sau d6 [a mot liéu mdi ngay qua finh mach hoéc
qua duémng udng (tromg durong wéi 200 mg isavuconazole), Théi gian diéu trj toi da duroe xac dinh theo phac dola
84 ngay. Thi gian didu tri trung vi 12 45 ngay. 1
PAp g téng thé & cudi qua trinh didu tri (End-Of-Treatment - EOT) trong quan thé myITT (céc bénh nhén c6 béng
chimng vacd thé nhiém ngm Aspergillus xam Ian dua trén nghién ctru 1€ bao, nghién ciru ma, nudi cay hodc xét
nghiém galactomannan) da dwoc danh gid béi mot Uy ban dénh gié dir liéu ddc 1ap khong biét vé nghién ciru. Quén
thé myITT bao gdm 123 bénh nhan ding isavuconazole va 108 bénh nhan dung voriconazole. Bap g téng thérong,
quan thé nay 1 n = 43 (35%) d8i véi isavuconazole va n = 42 (38,9%) di v voriconazole. Chénh léch diéu tri da dieu
chinh (voriconazole-isavuconazole) 1.4,0% (khoang tin cay 95%: -7,9; 15.9). ;
Ty Ié tir vong do it ca cac nguyén nhan & Ngay 42 trong quan thé nay 1a 18,7% déi véi isavuconazole va 22,2% dbi
voivericonazole. Chénhléchdiéu tri da digu chinh (isavuconazole-voriconazole) 14 -2,7% (khodng tin cdy 95%: -12,9; 7.5).
Biéu trinhiém ndm Mucorales
Trong mét nghién ctru nhdn mé, khéing cé @81 chiing, 37 bénh nhan c6 béng chikng hodc ¢d thé nhiém ndm
Mucorales da dung isavuconazole véi ciing phac d6 liéu gidng nhur phéc do dung dé diéu tri nhiém ném Aspergillus
xam l&n. Thei gian digu tritrung vila 84 ngay chotoan bd quén thé bénh nhan nhiém ndm Mucorales, vé 102 ngay cho
21 bénh nhén chua tirng duwgc diéu tri nhiém ndm Mucorales truéc do. DGi v cac bénh nhan ¢d bang chiing hodc co
thé nhiém nam Mucorales nhu durore Xac dinh bdi Uy ban danh gia dir liéu (Data Review Committee - DRC) doc 1ap,
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Nhrtrinh bay trong bang 4 duGi day, sinh khé dung tuyét ddi clia isavuconazole sau khi uéng igu don CRESEMBA la
98%. Can cir trén nhirg phét hién nay, eﬂthé_ﬂhoén déi gilra cach dung thudc qua finh mach va qua duéng uong.
Bang4  Sosanhduwoc ddng hoc cho liéu ding quatinh mach va qua dudng udng (Gi tri trung binh)

1SA 400 mg qua dudrng udng ISA 400 mg qua tinh mach
AUC (heng/mL) 1894628 193906,8
CV% 36,5 372
Thioi gian ban tha (gio) 110 115

Anh huéng cia thike &n lén su hép thu e o obd
Uting CRESEMBA tuong dirong véi 400 mg isavuconazole cing voibiradn nh iu chat béo lam giam 9% C., va
ting 9% AUC cliaisavuconazole. CRESEMBA c6 thé dling cing hodc khong cng vaithire an.

Isavuconazole durgc phan bd réng khép, véi thé tich phén bd trung binh & trang théi n dinh (V,) la khoang 450 L.
Isavuconazole lién k&t manh (> 99%) v6i cac protein huyét tueng ngurdi, chd yeu faalbumin.

Cac nghién ciru in vitro/in vivo cho théy réng CYP3Ad, CYP3AS, va sau do 3 uridine diphosphate-
glucuronosyltransferase (UGT), tham gia vao qué trinh chuyén héa isavuconazole. ; B0 AN
Sau khi dung liBu domn [cyano-*C] isavuconazonium va [pyridinylmethyl- 1|sauugonazon|um‘suﬂate & ngurdi, ngoai
phén phén tir ¢6 hoat tinh (isavuconazole) va san phém phén hly khdng co hoat tfnh ra, mdt s chat chuyén hod phu
da duroc phat hién. Ngoai trir phin phan tir ¢6 hoat tin 4 isavuconazole, khong quan sét iy chét chuyén hodriéng
I& nao c6 AUC > 10% tong lrong thudc durgre danh déu phéng xa.

Thaitrir g . .

Sau khi cho d6i tugmg khoé manh udng isavuconazonium sulfate duroc dénh déu phéng xa, trung binh 46,1% lieu
phéng xa duroc tim théy trong phan va45,5% dugc tim théy trong nude tiéu. _

Duri 1% liBu dé diing duroc bai tiét qua than duréi dang isavuconazole nguyén ven. L A G
San phdm phan hiy khdng ¢t hoattinh dwroc théi trir chu yéu b qué trinh chuyén hda va sau do bai tiét chat chuyén
hod quathan.

I i . » ) ] o
Céc nghién ctru & ddi turong khoé manh dé cho théy duore dong hoc cliaisavuconazole tuyén tinh 61 mirc lieu

600 mg/ngay. (i g y

Dur nhdm di trgng dac bigt

Bénh nihéan nhi _ 0 ¢ _
Duroc déng hoc & bénh nhan nhi (< 18 udi) chura durgre danh gié. Khéng cd théng tin.

Chura ¢6 nghién ciru ndo vé khé ning gay ung thu duror tién hanh.

Isavuconazole (rc ché kénh kali hERG va kénh calci loai L véi IC., lan lirgt 14 5,82 M va 6,57 UM (1an Iwot gép

34 va 381&n C,,,, khdng lién k&t véi protein & ngui tai ndng d6 6i da dwoe khuyén nghi cho ngurdi [Maximum
Recommended Human Dose - MRHDY). Céc nghién ctru doc tinh liéu 14p lai trong 39 tuéin in vivo & khi khéng cho théy
kéo dai QTcF tai cac lidu cho dén 40 ma/kg/ngay (gap 2,1 &n liéu duy tri lam sang dugre khuyén nghi, duatrén cée so
sanh mg/méngay).

Danh gid nguy co lén mdi trurdmg dé cho théy ring CRESEMBA c6 thé c6 nguy cor i véi mé tnrémg thly sinh,

6. DACTINHDUQCHOC

6.1 Danhmuctaduoc

Thanh g vié

magnesi citrate (khan)

cellulose vitinh the

bt talc

silica, keo khan

acid stearic

hypromellose

nuére tinh khiét

oxid sat db (chi & than vién nang)

titan dioxid

gém gellan

kali acefate

dinatri edetate

natri laurilsulfate

Mucin (10A2 Black) chira: shellac, propylene glycol, dung dich ammoniac Gam déc, kali hydroxid, oxid sét den
6.2 Tuwongky '
Khéngap dung.

6.3 Handing

30 thang ké tir ngay san xuét.

6.4 Than trong dac biét khi bao quan ¢

Bao quan & nhiét dé khdng quéa 30°C, trong bao bi gdc dé tranh am.

6.5 Quycéch déng goi

Hép 2 vix 7 vién nang cing.



