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THONG TIN THUOC
CRESEMBA (lsavuconazole)
Kinh giri: Giam doc
Truong Phong KHTH
Ban phu trach cac khoa/phong diéu tri
Khoa Dugc kinh gui théng tin thubc CRESEMBA (Isavuconazole) dé cac Béac si va Diéu

dudng xem xét va sir dung trong diéu tri.
Thubc dugc san xuat boi cong ty Baxter Pharmaceutical Solutions, LLC (M3).

Hoat chét: Isavuconazole (du6i isavuconazonium sulfate)

Dang bao ché va ham lwong:

- Vién nang cting: 100 mg

W.0020.99

- Bot pha dung dich truyén: 200 mg

>

Thudéc KHONG duoc huong BHYT.

1. CHIPINH

Chi dinh chinh thec

e Nhiém niam Aspergillus xam lan

e Nhidm nim Mucorales ¢ bénh nhan khéng thich hop véi amphotericin B [1].
Chi dinh off-label:

e Bénh ndm candida thuc quan khang fluconazole
¢ Viém mang ndo do Cryptococcus
e Phong ngira nhiZm ndm xam lan & bénh nhan méc bénh huyét hoc 4c tinh hozc ghép té

bao tao mau [2].



2. LIEU DUNG VA CACH DUNG

Trén co sé sinh kha dung qua duong udng cao (98%), chuyén ddi giira viéc dung qua tinh

mach va dung qua duong udng 1a thich hop khi c¢6 chi dinh 14m sang [1].

Dang tiém Dang udng
ham lwong 200 mg ham lwong 100 mg
Liéu tan cong 200 mg méi 8 gid trong 48 gio (6 lidu)
Liéu duy tri 200 mg ngay 1 lan
(bat dau 12 dén 24 gio sau liéu tan cong cudi cung).
Céch dung Hoan nguyén voi 5 mL nudc cat pha €6 thé dung cling hoac khéng cling
tiém. Véi thire an.

Tiép tuc pha lodng voi 250 mL dung ~ Nudt nguyén vién nang.
dich tiém natri clorid 0,9% hoac dung

dich glucose 5%.

Truyén trong 1 gio.

Str dung bo day truyén dich mang loc

PES va kich thuéc 16 loc tir 0,2 - dén

1,2 um

3. CHONG CHIi PINH

e Qué man véi hoat chat hoac bat ky thanh phan ta dugc nao.

e Dung dong thoi véi ketoconazole.

e Dung dong thoi véi ritonavir liéu cao (> 200 mg mdi 12 gio).

e Dung dong thoi vai céc thudc cam tng CYP3A4/5 manh nhu 1a rifampicin, rifabutin,
carbamazepine, barbiturate tac dung kéo dai (vi du: phenobarbital), phenytoin va St.
John’s wort hoic véi cac thudc cam tmg CYP3A4/5 trung binh nhu 13 efavirenz,
nafcillin va etravirine.

e Bénh nhan co6 hoi chung khoang QT ngén c6 tinh gia dinh [1].
4. PACPIEM DUQC LUC
Nhom dugce ly: Thube khang nam dung toan than, dan xuit triazole.

Isavuconazole thé hién tac dung khang nam bang cach ngin chin su tong hop ergosterol, mot
thanh phan chinh caa mang té bao nam, tir 6 1am suy yéu cau tric va chirc ning caa mang té
bao nim [1].

Isavuconazole 1a thuc khang nim phd rong c6 hoat tinh in vitro twong tu nhu voriconazole ddi
v6i nam men, nam dimorphic va ndm sgi, nhung c6 wu diém 1a c6 hoat tinh chéng Mucorales,

tac nhan gay bénh mucormycosis. [3, 4]



5. DPAC PIEM DUQC PONG

Isavuconazole dugc bao ché dudi dang tién dugc isavuconazonium sulfate va cé san dudi hai

dang: tiém tinh mach (V) va vién nang udng.

Isavuconazole c6 thoi gian béan thai kéo dai (T%) khoang 130 gio, cho phép dung mot 1an mdi

ngay sau hai ngay dung madi 8 gio (tong cong sau lidu nap).

Dang vién nang udng duoc hap thu tt voi sinh kha dung tuyét ddi dat 98%, gan nhu khong bi
anh huong boi thie an [1]. Khi mé vién nang va ding qua 6ng thong nudi dudng, ndng do

thudc dat dugc twong duong véi khi truyén tinh mach [5].

Thudc cé thé tich phan bd 1én (~450 L), cho thiy mirc do thAm nhap mé cao. Lién két protein
huyét twong hon 99%, chil yéu 1a albumin. Piéu ndy c6 thé anh huong dén kha ning phan b
va hiéu qua cua thude, dac biét trong cac tinh trang ¢6 nong do albumin thap (vi du: bénh nhan

suy gan nang) [1].

Sy thai trir caa isavuconazole phu thudc nhiéu vao chuyén hoéa qua enzym gan CYP3A4, do d6

dé bi anh huong bai twong tac thudc (Xem muc 7. Tuong tac thude) [1].
6. TAC DUNG PHU VA THAN TRONG

Céc tac dung phu thudng gap nhét cua isavuconazole bao gdm budn ndn, nén, tiéu chay, dau
dau, ting men gan, ha kali mau va phi ngoai bién. Isavuconazole ciing c0 thé gay ra cac tac
dung phu nghiém trong nhu doc tinh trén gan va phan tng truyén dich (on lanh, kho tho, ha
huyét &p) [1]. Ty Ié xuat hién cac tac dung khdng mong mudn nay chwa duge xac dinh rd, nhung

c6 vé khong cao hon so vai cac thudc azole khéc va it gap hon so véi voriconazole [3].

Trong mét thir nghiém 14m sang pha II so sanh isavuconazole va voriconazole trong diéu tri
nhidm nam soi (mold infections), ty 1¢ tac dung phu lién quan dén thudc thap hon & nhém
isavuconazole so vai voriconazole (42% so véi 60%) [6]. Bénh nhan dung isavuconazole co ty
I& thiap hon cac tac dung phu lién quan dén gan-mat, mit, da va mo dudi da. Ngoai ra,

isavuconazole da duoc sir dung thanh cong & bénh nhan khong dung nap thudc azole khéc [7].

Phan ng truyén dich hiém gap, dudng nhu dic trung cho isavuconazole va co thé lién quan
dén céc hat vi lugng trong ché pham tiém tinh mach [3]. Phai cho dung dung dich truyén biang
mét bo day truyén dich c6 bo loc trong duong truyén (kich thudc 15 loc tir 0,2 pm dén 1,2 pum)
lam bang polyether sulfone (PES) [1].

Khéc véi hau hét cac azole khac (thuong kéo dai khoang QT), isavuconazole c6 lién quan dén
viéc rat ngan khoang QT. Y nghia 1am sang cua tac dung nay van chua rd rang, nhung

isavuconazole chéng chi dinh ¢ bénh nhan ¢ hoi chang QT ngan bam sinh [1, 3].



Khong giéng nhu voriconazole va posaconazole, dang tiém tinh mach caa isavuconazole khdng

chira ta dugc cyclodextrin (SBECD), giup tranh nguy co tich lity & bénh nhén suy than [3].

7. TUONG TAC THUOC

Isavuconazole 1a mot chat e ché trung binh CYP3A4/5 va isavuconazole ciing 13 co chét caa
CYP3A4/5. Isavuconazole 1a mot thude irc ché nhe P-glycoprotein (P-gp), uridine diphosphate-
glucuronosyltransferase (UGT) va BCRP; dung déng thoi véi isavuconazole c6 thé 1am ting

nong d6 cac thudc trong huyét twong.

Anh hwéng lén nong @9 | Khuyén nghi vé viéc dung

Thuéc dung déng thai ) .
thuoc dong thoi

Céac thudc cam @ng Nong d¢ isavuconazole c6 | CHONG CHI DINH
CYP3A4/5 manh thé giam dang ké DUNG DONG THOI
(rifampicin, rifabutin,
carbamazepine, barbiturate
tac dung kéo dai
(phenobarbital), phenytoin
va St. John’s wort)
Thuédc e ché CYP3A4/5 Isavuconazole CHONG CHI PINH
manh (ketoconazole, (khi ditng dong thoi véi DUNG PONG THOI VOI
ritonavir) ketoconazole): KETOCONAZOLE.

AUCrau: 1 422%

Cmax: T 9%

Ritonavir tai lidu cao c6 thé | Chéng chi dinh ding dong
lam giam dang k& ndng do | thoi vei ritonavir liéu cao (>
isavuconazole 200 mg mdi 12 gio).

Chit nén cia CYP3A4/5 | Ciclosporin: Theo dai nong do
(Ciclosporin, sirolimus, AUCint: 1 29% trong huyét twong va diéu
tacrolimus) Crmax: T 6% chinh liéu thich hop néu can
Sirolimus:
AUCint: 1 84%
Crnaxc 1 65%
Tacrolimus:
AUCins: 1 125%
Crnax: T 42%




Chat nén caa UGT
(Mycophenolate mofetil)

AUCint: 135%
Cmax: l 11%

Khéng can diéu chinh liéu
isavuconazole.
MMF: can phai theo ddi cac

tinh trang nhiém doc.

Chat nén cia P-gp

(vincristine, vinblastine)

Chua dugc nghién ctu.
Nong d6 cua vinca alkaloid

c6 thé tang.

Vinca alkaloid: theo d6i can
than sy xuat hién cua bat ky
tinh trang nhiém doc thuée

nao, va giam liéu néu can

Chat nén ciia BCRP
(daunorubicin, doxorubicin,

imatinib, mitoxantrone)

Chua dugc nghién ctu.
Nong d6 daunorubicin,
doxorubicin, imatinib,

mitoxantrone c6 thé ting.

Theo ddi can than sy xuat
hién cua bat ky tinh trang
nhidm doc thudc nao, va

giam liéu néu can

8. BAO QUAN
Thudc chwa pha: Bao quan trong ta lanh (2°C dén 8°C)

Thudc di pha lodng: trong 24 gio & 2°C dén 8°C, hoic 6 gio & nhiét do phong
Thudc nay chi ding mét lan. Loai bo céc lo da sir dung mot phan [1].
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