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Tai liéu théng tin cho can bd y té&
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Tai liéu théng tin cho can b y té

THONG TIN KE TOA

Tén thudc: VELCADE (bortezomib). Thanh phan: _~vao ngay 1, 4, 8 va 11 ctia chu ky diéu tri 21 ngay.

VELCADE ding dudng tiém 13 thudc khdng ung thu chi
sti dung tiém tinh mach hoic tiém dudi da. Dang bao ghe
bot pha dung dich tiém. Mbi lo thudc don liéu chita 3,5mg
bortezomib & dang bt dong khd vo trung. T4 duge: 35 mg
mannitol. CHI PINH: VELCADE dung don tri liéu hoc
phdi hgp vé6i doxorubicin dang liposom dugc pegylat héa
hodc dexamethason dudc chi dinh diéu tri cho bénh nhan
ngudi 16n bi da u tiy tién trién ma da nhén it nhat mot tri licu
truéc d6 hodc nhiing bénh nhan da dugc hodc khéng phu hgp
v6i ghép t€ bao gbc tao miau. VELCADE két hgp véi
melphalan va prednison dugc chi dinh diéu tri cho bénh nhan
ngudi 16n bi da u tly chua dugc diéu tri truc d6, ma khong dt
diéu kién cho héa tri liéu cao véi ghép t&€ bao gdc tao méu.
VELCADE phéi hop véi dexamethason ho#ic dexamethason
va thalidomid dugc chi dinh diéu tri dAn nhap cho bénh nhan
ngudi 16n bi da u tiy chua dugc diéu tri trudc d6 ma du diéu
kién cho héa tri liéu liéu cao véi ghép t€ bao gdc tao méu.
VELCADE dung dlrdng tiém dugc chi dinh diéu tri bénh
nhan bi u lympho t€ bao mantle da nhin dudc it nhat 1 tri
liéu trude do. LIEUDUNG VA CACHDUNG: VELCADE

c6 thé dugc dung: Tiém tinh mach (v6i ndng @6 1 mg/mL):
tiém tinh mach nhanh 1 1an 3-5 gidy hodc Tiém duéi da
(v6i ndng @6 2,5 mg/mL). B&i vi mdi dudng dung thudc c6
ndng do hoan nguyén khic nhau, nén than trong khi tinh
toan thé tich thudc dugc sit dung. Khodng cdch giita hai lidu
VELCADE lién ti€p nén c4ch nhau it nhat 72 gid. Tiém vao
khoang dudi nhén cla tiy s6ng sé giy tli vong. Pon tri liéu
(Piéu tri bénh da u thy tai phat va u lympho t& bao
mantle,) Liéu khuyen cdo cia VELCADE la 1,3 mg/m?%
mdi liét; mbi tudn 2 14n trong 2 tudn (ngay 1, 4, 8 va 11)
tiép theo m6t dgt nghi 10 ngay (ti ngay 12-21). Vi liéu trinh
diéu tri kéo dai hon 8 chu ky, c6 thé duing VELCADE nhu
lidu trinh chuén hodc, d€ diéu tri da u tiy tdi phat, liéu trinh
duy tri mot 14n mdi tudn trong 4 tudn (Ngay 1, 8, 15 va 22)
ti€p theo mdt dot nghi 13 ngay (ti ngay 23 dén ngay 35).
Khoang cé4ch giita 2 liéu VELCADE lién ti€p nén cdch nhau
it nhat 72 gio. Piéu chinh liu va t4i khoi diu diéu tri: Diéu
tri VELCADE nén dudgc ngiing ngay khi c6 khéi phat bat ky
doc tinh khong thudc hé tao mdu miic d6 3 nao hodc doc tinh
thugc hé tao mau mic d6 4 ngoai tri bénh ly
than kinh. Mt khi céc triéu ching vé doc tinh da dudc
gidi quyét, diéu tri VELCADE c6 thé bét d4u lai 6 lidu gidm 25%
(1,3 mg/m?liéu dudc giam xudng 1,0 mg/m*liéu; 1,0 mg/m?*
lidu gidm xudng 0,7 mg/m*liéu). Nhiing bénh nhén di c6
bénh 1y than kinh niing tridc d6 chi nén dugc diéu tri bing
VELCADE sau khi dugc cin nhic cén than v& nguy co va
10i ich. Liéu phap két hop véi doxorubicin dang liposom
dugc pegylat héa: VELCADE dang bot pha dung dich tiém
dugc dung qua dudng tinh mach & liéu khuyén cdo 1,3 mg/m?
dién tich b mit co thé 2 14n mbi tudn trong hai tuin
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Khoang thoi gian 3 tuin nay dugc xem nhu 1a mot chu ky
diéu tri. Khoang cdch giiia 2 liéu VELCADE lién ti€p nén
cé4ch nhau it nhat 72 gi6. Doxorubicin dang liposom dugc
pegdylat héa dugc st dung véi liéu 30 mg/m? vao ngay 4 cla
chu ky diéu tri VELCADE va truyén tinh mach trong
1 gid sau khi d tiém VELCADE. C6 thé sl dung phic d6

«phdi hgpnay dén 8 chu ky mién 1a bénh khong tién trién va

dung nap véi diéu tri. Bénh nhan dat d4p ting toan bd c6 thé
ti€p tuc diéu tri it nhat 2 chu k¥ nita sau khi ¢6 béng ching
du tién ctia d4p ting toan bo, du 1a diéu nay doi héi diéu tri
hon 8 chu ky. Nhiing bénh nhin c6 muc paraprotein tiép tuc
giam sau 8 chu ky ciing c6 thé tiép tuc mién 12 ho dung nap
dugc thudc va tiép tuc ddp dng. Liéu phdp két hgp
(Piéu tri bénh da u thy chua duge diéu tri truée do -
Nhiing bénh nhan khong di diéu kién ciy ghép t& bao goc):
Liéu khuyén c4o khi két hgp véi melphalan va prednison:
VELCADE (bortezomib) diing dudng tiém véi udng
melphalan va prednison trong 9 chu ky diéu tri. Mot chu ky
diéu tri kéo dai 6 tuan. Trong c4c chuky 1 -4, dung VELCADE
2 1an méi tuidn (vao ngay 1, 4, 8, 11, 22, 25, 29 va 32).
Trong céc chu ky 5 - 9, ding VELCADE 1 lan mbi tuén
(vao ngay 1, 8, 22 va 29). Melphalan va prednison dugc
udng vao cic ngay 1, 2, 3 va 4 ciia tuan dau tién cia mdi chu ky.
Khoang cich gilta 2 lifu VELCADE lién ti€p nén
cich nhau it nhit 72 gis. Piéu chinh lidu va bit du lai
tri lidu trong liéu phép két hgp VELCADE véi melphalan va
prednison. Trudc khi bit ddu 1 chu k¥ diéu tri méi: S& lugng
tiéu cAu phai > 70 x 10°/L va bach cau trung tinh (ANC) phai
> 1,0 x 10%L. Cic doc tinh khong thudc hé méu cin dugc
gidi quyét vé& @ 1 hodic miic ban dAu. Liéu dung ddi v6i bénh
nhén da u thy da diéu kién ghép t& bao gbc tao mdu va chua
dugc diéu tri truc d6 (diu tri din nhap). Liéu phap
két hop véi dexamethason: VELCADE 3,5 mg dang bot pha
dung dich tiém dugc dung qua dudng tinh mach hodc
tiém dudi da véi liéu khuyén cdo 1,3 mg/m? dién tich bé mit
co thé 2 14n mdi tudn trong hai tuan vao cdc ngay 1, 4, 8 va
11 clia chu ky diéu tri 21 ngay.Khoang thdi gian 3 tudn nay
dugc xem 13 mot chu ky diéu tri. Khodng cdch gitia 2 liéu
VELCADE lién tiép nén cich nhau it nhat 72 gid.
Udng dexamethason vdi liéu 40 mg vao cdc ngay 1, 2, 3, 4,
8,9, 10 va 11 cia chu ky diéu tri VELCADE. Sii dung
4 chu ky diéu tri liéu phap két hop nay. Liéu phap két hop
véi dexamethason va thalidomid: VELCADE 3,5 mg
dang bot pha dung dich tiém dudc dung qua dudng tinh mach
hoic tiém duéi da véi lidu khuyén cdo 1,3 mg/m? dién tich
bé mit co thé 2 14n médi tuin trong hai tuin vao céc ngay 1, 4,
8 va 11 ctia chu ky diéu tri 28 ngay. Khoang thdi gian 4 tuin
ndy dudc xem 12 mot chu ky diéu tri. Khoang cdch gitia 2
lidu VELCADE lién tiép nén cich nhau it nhit 72 gid.
Ubng ég—mg\dexamethason vao cdc ngay 1,2,3,4,8,9, 10
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suy h6 hdp cép trong giai doan sém clia qud trinh didu-tri

bénh ung thu méu dong tity cap tdi phét bing cytarabin liéu cad’

(2g/m* méi ngdy) truyén tinh mach lién ty¢ ‘eting véi
daunorubicin va VELCADE. Cac xét nghiém: Nén’xét nghiém
thudng qui thong s6 huyét @6 (d€m méu toan phan)
trong su6t qud trinh diéu tri VELCADE. Gidm tiéu cay/
Giam bach cau trung tinh: VELCADE c6 lién quan dén
gidm ti€u cAu/gidm bach cdu trung tinh (xem Téc dung

khong mong mudn). S8 lugng ti€u cAu gidm thdp nhit

¢ ngay thd 11 & mbi chu ky ding VELCADE va sé& trg vé
mic ban ddu mot cdch dién hinh & chu ky k€ ti€p. M6 hinh
clia gidm s6 lugng ti€u cAu va hdi phuc c6 tinh chu ky va
nhét quén trong cdc nghién citu vé& da u tiy va u lympho
t€ bao mantle, khong c6 bing chiing cho thdy c6 giam
ti€u cdu hay gidm bach cdu trung tinh tich liiy trong bét ky
phdc dd liéu nao dugc nghién ctiu. Nén theo d&i s ludng
ti€u cdu trudc mdi lidu VELCADE. Nén tam ngiing diéu tri
VELCADE khi s6 lugng tiéu cdu < 25.000/uL (xem Liéu diing
va cdch ding va tdc dung khong mong mudn). Di c6 nhiing
bédo cdo vé xudt huyét duong tiéu héa va xuét huyét ndo lién
quan dén VELCADE. C6 thé xem xét dén cic bién phap
truyén mdu va chim séc hd trg. Trong nghién ctiu v& da u tity
ding VELCADE don tri liéu so v6i dexamethason, s6 lugng
ti€u cAu thap nhat (nadir) trung binh dém dugc khoang x4p xi
40% so v6i ldc bit ddu diéu tri. Ty 1& mfc bién c6
chay mau ning (= d6 3) la tuong duong nhau & cd nhém
ding VELCADE (4%) va dexamethason (5%). Bién c6 bat
1¢i dudng tiéu héa: Diéu tri VELCADE c6 thé giy budn non,
tiéu chdy, tdo bén va non (xem Téc dung khdong mong mudn)
d6i khi can diéu tri v6i céc thudc chdng ndn va chong tiéu
chay. Nén bu nudc va dién gidi dé€ phong ngita mat nudc.
Do bénh nhén diéu tri VELCADE c6 thé bi nén v/hoiic
tiéu chdy nén bénh nhan can dugc huéng dan c4c bién phip
thich hgp dé trdnh mét nudc. Nén khuyén bénh nhin hoi
¥ ki€n béc sinéu ho bi céc triéu chiing chodng véang, dau diu
nhe hodc cam gidc ngdt. Hoi ching ly giai khéi u:
Do VELCADE Ia thudc doc t& bao va c6 thé tiéu diét nhanh
chéng cdc € bao dc tinh, nén c6 thé xuat hién bién chiing
hoi chiing ly gii khdi u. Bénh nhan c6 nguy co bi hdi chiing
ly giai kh6i u 1 nhiing ngudi c6 tdng khdi t& bao 4c tinh 16n
tridc diéu tri. Nhiing bénh nhan nay cin dudc theo doi
chit ché va c6 bién phdp phong ngtia thich hgp. Bénh nhan
suy gan: Bortezomib dugc chuyén héa bdi men gan.
Nong do bortezomib ting & bénh nhin suy gan trung binh
hodc ndng. Nhiing bénh nhdn nay nén dugc giam liéu
VELCADE 6 liéu khdi diu va theo doi st doc tinh. Xem
licu dung va cidch dung va DPic tinh dugc dong hoc &
TS Hudng dan st dung. Hoi chiing bénh ndo sau c6 thé
phuc hoi (Posterior Reversible Encephalopathy Syndrome -
PRES). C6 nhiing bdo cdo vé PRES & bénh nhén sii dung

hiém gip, c6 thé bi€u hién bing co giat, ting huyét 4p,
dau dau, ngti lim, 1d 14n, mi va nhiing r6i loan than kinh va
thi gidc khdc. Hinh 4nh ndo, t6t nhit 13 MRI (chup

. cong hudng tir) dugc ding dé chan dodn xé4c dinh. O bénh nhan

c6 phat trién PRES, nén ngling VELCADE. P an toan
cta tdi diéu tri VELCADE & bénh nhéan da tiing bi PRES
chua dugc bi€t. TUONG TAC VOI CAC THUOC KHAC
VA CAC LOAI TUONG TAC KHAC: Nghién ciu
in vitro va nghién ctiu ex vivo trén dong vat cho thdy
bortezomib 12 mdt chit dc ché yéu cytochrome P450 (CYP)
cdc isozym 1A2,2C9, 2C19, 2D6 va 3A4. Dua trén ti 18 thap
(7%) CYP2D6 tham gia trong quéd trinh chuyén héa
bortezomib, kiéu hinh chit chuyén héa yéu CYP2D6
dudc coi nhu khong dnh hudng d&n su chuyén héa chung ctia
bortezomib. Mot nghién citu vé tuong tic thudc - thudc
dénh gid 4nh hudng cta ketoconazol, chit tic ché manh
CYP3A4, trén dugc dong hoc cuia VELCADE dua vao
di liéu td 12 bénh nhan dd cho thdy dién tich duéi
duong cong (AUC) trung binh ctia bortezomib ting 35%.
Do d6, bénh nhan cin dudc theo ddi chit ché khi dugc
chi dinh diing bortezomib phdi hop véi cdc chit dc ché
CYP3A4 manh (nhu ketoconazol, ritonavir). Trong mot
nghién ctiu tuong tac thudc - thudc ddnh gid anh hudng ctia
omeprazol, mot chat ic ché manh CYP2C19 trén dugc
dong hoc cia VELCADE dua vao dit liéu tit 17 bénh nhéan,
khong thdy anh huéng dang ké trén dudc dong hoc cia
bortezomib. Trong mdt nghién ciu tuong tic thudc -
thu6c ddnh gid anh hudng cta rifampicin, 12 mot chat
cam ting manh CYP3A4, trén dugc ddng hoc cia VELCADE
dga vao dif liéu ti 6 bénh nhén, cho thdy dién tich dudi
duong cong (AUC) trung binh cuia bortezomib giam 45%.
Do d6, khong khuyén cdo ding VELCADE cling véi cic
chat cAm ting manh CYP3A4 bdi vi c6 thé 1am giam hiéu qua
VELCADE. Vi du cdc chat cdm ting manh CYP3A4 nhu
rifampicin, carbamazepin, phenytoin, phenobarbital va St.
John’s Wort. Da ddnh gid hiéu qua cta dexamethasone,
mot chét cdm ting CYP3A4 yé&u hon, trong mdt nghién citu
tuong tdc thudc - thudc tuong ty. Khong thdy dnh hudng
d4ng ké trén dugc dong hoc cuia bortezomib, dya vao dit liéu
tif 7 bénh nhan. Mot nghién ciu vé tuong téc thudc dnh gid
tdc dong ctia melphalan-prednison 1én VELCADE da cho
thdy AUC trung binh ctia bortezomib ting 17%, dua theo
di liu tif 21 bénh nhan. Sy gia ting nay dudc xem khong
lién quan dén 14m sang. Trong cdc nghién citu 1am sang,
ha dudng huyét va ting dudng huyét dugc bdo cdo & nhiing
bénh nhin tiéu dudng dugc didu tri bing thudc ha
dudng huyét dang uéng. Bénh nhan dugc didu tri bing
VELCADE khi dang ding thudc diéu trj tiu dudng dang
udng can phai gidm st chit ché ndng d6 glucose trong mau
va diéu chinh liéu thudc diéu tri tiéu dudng. Bénh nhan nén

VELCADE. PRES la r8i loan than kinh c6 thé hdi phuc, <tu‘n~y than trong st dung céc thudc phdi hop c6 lién quan dén
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bénh than kinh ngoai bién (nhu 1a amiodaron, khéng vi tdt, | trung tinh c6 s6t. RGi loan tim: Loan nhip tim, Nhip tim

isoniazid, nitrofurantoin hodc statin) hodc véi tinh trang
ha huyét 4p. Cic tuong tic vé& xét nghiém ciia”thuéc:
Chua dugc biét. PHU NU CO THAI VA CHO CON BU:
Phu nit ¢6 thai. Phu nit c¢6 kha ndng mang thai nén tranh
c6 thai trong lic didu tri bing VELCADE. Bortezomib
khong giy qudi thai trong cdc nghién cdu cin 1Am'sang vé

tién trién cla doc tinh trén chudt va thd véi lidu cao nhét -

dugdc tht nghiém {0,075 mg/kg (0,5 mg/m?) & chudt va
0,05 mg/kg (0,6 mg/m?) & thd} khi dudc dung trong giai
doan phét trién co quan. Céc liéu diing nay x4p xi khodng
ntia lidu 1am sang 1,3 mg/m? dya trén dién tich bé mit co thé.
Khi ding bortezomib véi liu 0,05 mg/kg (0,6 mg/m?)
cho thé dang mang thai trong giai doan phit trién co quan,
cho thdy c6 mit dang ké su l1am t8 cha tring va gidm
s6 lugng bao thai séng. Bao thai song tii nhiing Iia ndy cling
cho thdy trong lugng gidm dang ké. Liéu ding nay xap xi
khoang ntia liéu 1am sang 1,3 mg/m? dya trén dién tich bé
miit co thé. Chua cé nghién citu bortezomib c¢6 qua nhau thai
hay khong. Khong c6 nghién ciu ddy di va kiém ching t6t
6 phu nii ¢6 thai. Néu VELCADE dugc ding trong sudt
thai k¥, ho#ic néu bénh nhan mang thai trong lic ding thuéc
nay, bénh nhan nén dudc bdo trudc nhiing rii ro/nguy hai
c6 thé c6 trén bao thai. Nén khuyén bénh nhan st dung
bién phdp tranh thai hiéu qua d€ nglia thai va tranh cho con
bi trong lic diéu tri VELCADE. Khong nén st dung
VELCADE trong thai k¥ trti khi tinh trang 1&m sang cua
ngudi me cin thi€t phai chi dinh ding VELCADE.
Thalidomid 12 mot thudc dugc biét c6 hoat tinh gay quéi thai
trén ngudi ma c6 thé giy ra nhiing khiém khuyét cho thai nhi
de doa nghiém trong cudc sdéng. Choéng chi dinh dung
thalidomid trong thai ky va trén phu nii c6 kha ndng mang
thai trli khi thda mén céc yéu cu clia ctia chuong trinh ngtia
thai khi dang dung thalidomid. Bénh nhan duing VELCADE
phéi hgp véi thalidomid cin tuén thii chuong trinh ngiia thai
khi dang dung thalidomid. Tham khao thong tin ké toa cta
thalidomid @ biét thém thong tin. Phu nit cho con bi:
Chua biét bortezomib c¢6 bai tiét qua sita me hay khong.
Vi nhiéu thudc dugc bai ti€t qua sita me va do nguy co
tiém tang céc phan ting bat 1gi nghiém trong tt VELCADE
cho tré bi me, nén ba me nén dudc khuyén tranh cho con bu
trong lic diéu trj véi VELCADE. ANH HUONG TREN
KHA NANG LAI XE VA VAN HANH MAY MOC: Do
VELCADE c6 thé gy mét mdi, chodng véng, 13, nhin md.
Bénh nhan dugc khuyen khong nén 14i xe hodc van hanh
may méc néu ho xuét hién céc trigu ching nay. TAC DUNG
KHONG MONG MUON: Tic dung ngoai y trong

thit nghiém lam sang & bénh nhan da u thy tai phat/ khiang
 tri: R&i loan hé théng tao mé4u va bach huyét: Gidm tiéu cau,
Thi€u mdu, Gidm bach ciu trung tinh, Gidm bach ciu,
Giam lympho bao, Gidm toan bd huyét cau, Giam bach ciu

i%})‘}m"frda. R&i loan hé mau va bach huyét: Thi€u méu,
.

nhanh, Rung nhi, Hoi hop (d4nh tréng nguc), Xuit hién

cp tlnh\ ho#ic dot kich phdt suy tim, ké cid suy tim

xXung huyét, Phil phdi, S6c tim, Khéi phat méi gidm phan sudt

| tong mAu that trdi, Cudng nhi, Nhip tim chim. R&i loan tai

va tai trong: Gidm thinh Iyc; R6i loan mit: Nhin md, Viém
va kich thich k&t mac. R&i loan tiéu héa: T4o bén, Tiéu chay,

-Budn n6n, Non, Pau da day-rudt va dau bung, ngoai trit

dau miéng va dau hong, Ching khé tiéu, Pau hong
thanh quan, Trao ngudc da day - thuc quan, Q hai,
Chudng bung, Viém va loét miéng, Khé nudt, Xuat huyét
tiéu héa (dudng tiéu héa trén va duéi), Xuat huyét tryc trang
(gdm tiéu chdy c6 mdu), Loét 1udi, Non khan, Xuét huyét
tiéu héa trén, Non ra mau, DSm xuit huyét § niém mac miéng,
Liét tic rudt. RSi loan toan than va tinh trang noi tiém:
Tinh trang suy nhugc, Y&u stic, Mét méi, Nga lim, Kho chiu,
S&t, Rét run, Phu chi du6i, Pau diy than kinh, Pau nguc,
Pau va kich ting ndi tiém, Viém tinh mach noi tiém. Réi loan
gan mat: Ting bilirubin m4u, Két qua xét nghiém chiic ning
gan bat thudng, Viém gan. R3i loan hé mién dich: Phan dng
qud min do thudc. Nhiém trung va nhiém ky sinh trung:
Viém dudng hd hap trén, Viém mii - hong, Viém dudng
h6 hap dudi va nhiém trung phdi, Viém phdi, Bénh Zona
Herpes zoster, (bao gdm cic ton thuong da hach than kinh
hoic lan téa), Herpes simplex, Viém phé& quén, Pau diy
than kinh sau khi bi zona, Viém xoang, Viémghong, Nim
candida miéng, Viém dudng tiét niéu, Nhiém tring do
dit ong thong, Nhiém khudn va nhiém khudn huygt, Viém
da day - rudt. Chén thuong, nhi€m doc va céc bién chifig do
th thuat: Bién ching do dit Ong thong. Xet nghiém:
Tadng ALT, Tang AST, Ting alkalin phosphatase, Eang GGT.
R&i loan chuyén héa va dinh dudng: Gidm ggtm miéng va
biéng in, Mit nudc, Ting dudng mdu, Ha dudng mdu,
Ha natri m4u, Hoi chiing ly gidi khdi u. R&i loan hé co xuong
va md lién két: Pau c4c chi, Pau cd, Pau khdp. Rai loan
hé than kinh: Bénh thin kinh ngoai bién, Di cdm va loan
cam gidc, Chodng vdng ngoai trii chéng mit, Pau dau,
Loan vi gidc, Bénh da ddy thin kinh, Ngat, Co giat,
Mat y thiic, M4t vi gidc. R&i loan tAm thin: Lo 1ing. R&i loan
thin va dudng ti€t niéu: Gidm chdc ning va suy than,
Tiéu khé, Tiéu méu. Ri loan hd hép, réi loan & 1dng nguc
va trung that: Chdy mau miii, Ho, Khé thd, Khé thé géng stc,
Tran dich mang phdi, S6 miii, Ho ra m4u. R&i loan & da va
mo dudi da: Phat ban & da, c6 thé ngtia, hdng ban va c6 thé
bao gdm ca bing ching viém mach quid min trén da,
N&i may day. R&i loan mach mé4u: Ha huyét 4p, Ha huyét 4p
- tu thé/ ha huyét 4p tu th& ddng, P6m xuit huyét,
Xuét huyét ndo. Tdc dung ngoai ¥ lién quan dén VELCADE
trong > 10% bénh nhén ctia nghién ctu pha 3 trén bénh
da u tdy tdi phat so sinh VELCADE tiém tinh mach va
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va 11 cta chu ky diéu tri VELCADE. Uéng thahdomld véi
liéu 50 mg mbi ngay vio cic ngay tit 1-14 va néu diing nap
dugc c6 thé ting liéu d@&n 100 mg vao cdc ngay 15-28, yva
sau d6 c6 thé ting thém dé&n 200 mg hang ngay tif chu k¥ 2.

Bénh nhan dudc didu tri véi bon chu ky diéu tri két hop nay..|
Bénh nhén c6 it nhat ddp dng mdt phin nén dugc diu tril

thém 2 chu ky b sung. Piéu chinh li¢u trén bénh nhin

du diéu kién @€ ghép: Diéu chinh liéu dugc khuyén cdo.cho

trudng hgp dau than kinh va/hodc bénh 1y than kinh cim gidc
hoic van dong ngoai bién lién quan dén VELCADE:
Miic @ 1 (khong triéu chiing, mét phan xa gin siu hodc
di cdm) ma khoéng dau hoic khong mait chic ning thi
khong can diéu chinh liéu. Miic d6 1 véi dau hodc Miic d6 2
(triéu chiing trung binh, gidi han cic hoat dong sdng hing
ngay) thi gidm liéu VELCADE xuéng con 1,0mg/m? ho#c
thay ddi lich diéu tri VELCADE 1,3mg/m? tuAn mot 1an.
Miic d6 2 véi dau hodc Miic d6 3 (triéu chiing nang: gidi han
cdc hoat dong song ty chim séc hing ngay) thi ngiing
VELCADE cho dn khi doc tinh dugc gidi quyét. Khi
gidi quyét xong doc tinh khdi ddu lai didu tri bing
lidu VELCADE dugc gidm d&n 0,7mg/m? mdi tuin 1 1an.
Miic @6 4 (hau qua giy de doa tinh mang, c6 chi dinh can
thiép khin cép) thi ngiing VELCADE. Mic dd dva vao
Tiéu chudn ddc tinh thudng gip theo NCI CTCAE v 4.0..
Khi phdi hop VELCADE véi céc thudc héa tri khéc,
cin xem xét gidm liéu c4c thudc nay khi c6 bién c6 doc tinh
theo khuyén cdo trong T8 Hudéng din sii dung thudc.
Bénh nhéan suy than: Dudc dong hoc cia VELCADE
khong bi anh huéng bdi mic d6 suy than. Vi vy, khong can
chinh liéu VELCADE cho bénh nhén suy than. B&i vi loc mau
c6 thé 1am giam ndng d6 VELCADE, nén can dung thudc
sau khi tién hanh loc mdu. Bénh nhan suy gan: Véi bénh nhan
suy gan nhe khong cin diéu chinh liéu khéi dau va nén dugc
diéu tri VELCADE theo c4c liéu khuyén céo. D8i v6i nhiing
bénh nhan suy gan trung binh hozc niing, xem thong tin diy da
trong TS Hudéng din st dung. Cach dung: VELCADE
dugc dung tiém tinh mach hodc ti€ém dudi da. Khi tiém
tinh mach, VELCADE dugc tiém nhanh trong 3-5 gidy
qua Ong thdng tinh mach ngoai bién hogc trung uong va sau d6
lo thudc dudc tring bing dung dich NaCl 0,9% dé tiém hét.
Khi tiém dudi da, dung dich hoan nguyén dugc tiém vao dui
(bén phai hodc trai) hodc bung (bén phai hodc trdi). Nén thay
d6i vi trf tiém d€ viéc tiém thudc dat hiéu qua. Néu c6 phén tGing
tai chd sau khi tiém VELCADE dudi da, c6 thé diing dung dich
VELCADE néng d6 thffp (1 mg/mL thay cho 2,5 mg/mL)
aé tiém dudi da ho#ic ddi sang ding dudng tiém tinh mach.
CHONG CHi PINH: VELCADE dugc chong chi dinh
& bénh nhan: MAn cdm véi bortezomib, boron hodc mannitol.
ba c6 nhiing trudng hgp tii vong khi v y tiém VELCADE
vao khoang dudi nhén cta tiy s6ng. VELCADE
chi dung duong tiém tinh mach va tiém duéi da

y laizu.g* c6 hai bénh nhan da t& vong vi hdi ching

-CHONG CHI DINH TIEM VELCADE VAO KHOANG DUOI
"NHEN CUA TUY SONG. CANH BAO VA THAN TRONG:
VELCADE nén dudc st dung dudi sy gidm sét ctia bac si c6
k1nh nghlem trong diéu tri thuéc khdng ung thu. N6i chung,
hd sd an toan ctia bénh nhian dung VELCADE don tri liéu
tuong tui nhu & bénh nhan ding VELCADE két hgp véi
melphalan va prednison. Bénh than kinh ngoai bién:
_Diéu tri VELCADE géy ra bénh ly than kinh ngoai bién
(PN) ma chil y&u 12 bénh 1y than kinh cdm gidc. Tuy nhién,
mot vai trudng hop bénh 1y thin kinh van dong trAm trong c6
hoiic khong kém theo bénh 1y than kinh cdm gidc ngoai bién
da dugc bdo cdo. Bénh nhan da c6 trudc nhiing tri€u chiing
(té, dau hodc cam gidc néng bong tay hodc chan) va/hodc
céc ddu hiéu bénh ly thin kinh ngoai bién trudc d6 c6 thé
bénh 1y nay s€ bi nang thém (bao gdm cé > mic do 3) trong
khi diéu tri bing VELCADE. Bénh nhan nén dugc gidm sat
c4c triéu chiing bénh 1y than kinh, nhu 1a cdm gidc néng bong,
ting cam, gidm cdm gidc, di cam, khé chiu, dau than kinh
hoic suy nhugc. Bénh nhan véi bénh 1y than kinh ngoai bién
md&i xuét hién hodic ning 1&n c6 thé cin thay ddi liéu ding,
lidu trinh diing thudc hay dudng tiém thudc sang tiém dudi da
(xem Liéu ding va cich diing). Ha huyét 4p: Trong céc
nghién citu don trj liéu pha 2 va 3 vé da u tly, ty 1€ ha huyét ap
(tu thé, thé ding va nhiing trudng hgp ha huyét dp khac
khong dudc néu 1) 1a 11%-12%. Céc bién c8 nay dugc quan sét
thiy trong sudt dot diéu tri. Nén than trong khi diéu tri nhiing
bénh nhan c6 tién st ngit, bénh nhan dung céc thudc duge
bi€t c6 lién quan véi ha huyét 4p, va nhiing bénh nhan bi
mat nuéc. R6i loan trén tim: Sy xudt hién cép tinh hodc dot
kich phét suy tim xung huyét, vd/hodc dgt mdi gidm
phan suét tdng mdu that tr4i da dugc bdo cdo, ké ca cdc bdo cdo
& nhiing bénh nhan c6 it hodc khdng c6 cic yéu t& nguy co
1am gidm phan suit tong mdu that trdi. Nén theo ddi chit ché
bénh nhan c6 yéu t6 nguy co cao hodc dang c6 bénh tim.
Bién c6 ¢ gan: Hiém c6 bdo c4o vé c4c trudng hop suy gan cap
& bénh nhan ding ciing lic nhiéu loai thudc va dang c6
nhiing bénh 1y nghiém trong khéc. Nhiing bién cd khdc tai
gan dugc bdo cdo la tdng cdc men gan, ting bilirubin mdu va
viém gan. Nhiing thay d8i nay c6 thé hdi phuc khi ngung
sit dung VELCADE. R&i loan & phoi: Hiém c6 bdo cdo vé
viém phdi thim nhiém lan téa cip tinh do céc tdc nhan gly
bénh khéng xac dinh, nhu 12 viém nhu mo phdi, viém phdi
md k&, thim nhiém phdi va Hdi ching Suy hd hip cép
(Acute Respiratory Distress Syndrome: ARDS) 6 bénh nhén
ding VELCADE. Mot s6 bién c6 ndy gdy tii vong.
Chup X-quang phdi ban du dugc khuyén cdo. Nén chan dodn
xédc dinh nhanh chéng va tién hanh diéu tri phit hgp néu
bénh nhéin cé céc triéu chiing & phdi méi xuét hién hodc
trd nén xau hon. Nén cin nhic ty s6 1gi ich/nguy co trudc khi
ti€p tuc diéu tri v6i VELCADE. Trong 1 thii nghiém
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Giam bach cAu, Gidm bach ciu trung tinh, Gidm tiéu ciu.
R6i loan hé tiéu héa: Pau bung, Pau bung trén, Tdo bén,
Tiéu chdy, Budn noén, Non. Réi loan toan than va tinh trang
tai vi trf tiém: Suy nhugc, Mét mdi, S6t. Bénh nhiém khuin
va ky sinh tring: Bénh Zona (Herpes zoster). R&i loan
chuyén héa va dinh dudng: Giam ngon miéng. R&i loan
co xuong khép va md lién két: Pau & chi. R6i loan hé
than kinh: Dau diu, Dau day thin kinh, Bénh 1y than kinh
cadm gidc ngoai bién. R6i loan tim than: M4t ngl. R4i loan
h6 hip, 10ng nguc va trung that: Khé ths. Tdc dung ngoai y véi
khdc biét > 10% trén ty 1€ toan bd gitta cdc nhém diéu tri &
nghién ctu pha 3 trén bénh nhan da u thy tdi phat so sanh
VELCADE tiém tinh mach va ti€ém dudi da, theo @6 doc tinh
va su ngiing diéu tri. R6i loan hé tiéu héa: Tiéu chay (loai trit
nhiém tring), Pau bung va dudng ti€u hoéa (loai trii mi€ng va
hong). R&i loan toan than va tinh trang tai chd tiém:
Tinh trang suy nhugc. Nhiém khuin va ky sinh trling:
Nhiém tring dudng hd hdp trén. R&i loan hé thdn kinh:
Bénh ly than kinh ngoai bién. Tdc dung ngoai y xay ra
6 210% bénh nhan trong thi nghiém 1am sang trén
bénh nhan da u tiy chua diéu tri ding phic d6 VELCADE
TTM két hgp Melphalan va Prednisone. R&i loan mdu va
hé bach huyét: Gidm tiéu cAu, Gidm bach cAu trung tinh,
Thigu m4u, Gidm bach cau, Gidm t&€ bao lymphd. R6i loan
tiéu héa: Budn non, Tiéu chay, Non, T4o bén, Pau bung trén.
R&i loan hé thin kinh: Bénh than kinh ngoai bién, Pau
day than kinh, Di cdm. R&i loan toan than va tinh trang
tai chd tiém: Mét moi, Suy nhudc, S6t. Nhiém khuin va
ky sinh tring: Bénh Zona Herpes zoster. R&i loan chuyén héa
va dinh dudng: Chén in. R6i loan da va md dudi da: Phét ban.
RGi loan tim thdn: Mt ngd. Tic dung ngoai ¥ trong
thit nghiém 14m sang & bénh nhan u lympho t&€ bao mantle
tdi phat: Giam bach cu trung tinh, Thi€u mau, Gidm tiéu cau,
S&t, Non, Budn non, Than kinh ngoai bién, Phét ban, Ngia.
Kinh nghiém hau mai: it gip: T4c rut; Hi€m gip: Pong méu
ndi mach rai rdc, Nghén nhi - thit hoan toan, chén ép tim,
Diéc hai tai, Herpes & mit, bénh 1y than kinh thi gidc, mi,
Viém dai trang do thi€u mau cuc bd, viém tuy cp, Viém ndo
- mang ndo do herpes, s6c nhiém tring, Phii mach,
Bénh 1y ndo, Bénh ly than kinh thuc vat, hdi chiing bénh ndo
sau c6 thé phuc hdi, Bénh phdi thAm nhiém lan téa cap tinh,
Téng 4p lyc dong mach phdi, Hoi chiing Sweet. Rat hiém
giip: Phan ting phan vé; Bénh nio chat tring da & tién trién;
Hdi ching Steven-Johnson va hoai tif biéu bi nhiém doc.
Théng béo cho bac si nhiing tédc dung khong mong mudn gip
phéi khi sti dung thudc. Théng tin tién 1am sang: VELCADE
c6 thé c6 kha ning 4nh hudng trén sy sinh san & ca nam va ni.
Tinh tuong ky: Sin phim ndy khong dugc tron véi cic
thudc khdc ngoai trii nhiing thudc dudc ké ra trong phin
Huéng din st dung. HAN DUNG: 36 thing k& ti ngdy

Lién hé: /P HCM:
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san xudt. VELCADE khong chia chit bdo quén khdng
khu#n. Khi dugc hoan nguyén nhu huéng din, VELCADE
¢6 thé Iuu giit 6 25°C (77°F). VELCADE sau khi hoan nguyén
nén dudc dung trong vong 8§ gid. Dung dich dugc hoan nguyén
c6 thé dugc bao quan cho dén 8 gid trong lo gdc hoic trong
ong tiém. Téng thdi gian bdo quin dung dich dugc
hoan nguyén khong qué 8 gid khi d€ ngoai 4nh sdng trong
nha binh thudng. BAO QUAN: khong béo quan thudc
& nhiét d6 trén 30°C. Giti thudc trong hop dé tranh 4nh séng.
Dé€ xa tim tay tré em. Hudng din st dung va xt ly va
loai bé: Than trong st dung: VELCADE 1a chét chéng
ung thu. Thén trong trong sudt qud trinh bdo quén va pha ché.
Nén st dung ky thudt tiét trung thich hgp. Nén st dung
ging tay va d6 bao ho dé ngiin chin ti€p xdc truc ti€p véi da.
Trén 1am sang, kich tng da tai chd dugc bdo cdo khoang 5%
bénh nhan, nhung su thodt mach cia VELCADE khong lién
quan dén ton thuong mao quan. Khi tiém dudi da, thay doi
vi trf tiém cho mdi 14n tiém (bip dui hodc bung). Vi trf tiém
mdi nén céch it nhat mot inch (2,54 cm) tif vi tri cfi va
khong bao gid tiém vao cdc khu vuc dau, tham tim, do, hodc
ctiing. Pd c6 nhiing truong hgp ti vong khi v y tiém
VELCADE vio khoang dudi nhén cta tity song. VELCADE
chi dung dudng tiém tinh mach va tiém dudi da. KHONG
TIEM VELCADE VAO KHOANG DUGI NHEN CUA
TUY SONG. Hoan nguyén/ Pha ché d€ tiém tinh mach va
tiém dudi da: Nén s dung ky thudt v trung thich hop.
Chi hoan nguyén thuéc véi véi dung dich natri clorid 0,9%.
Ché phim hoan nguyén phéi trong sudt, khong mau.
Nén kiém tra bing mit xem ch& phdm dé tiém c6 c4c phan ti
bt thudng va su d6i mau trude khi st dung lo thudc va
dung dich tiém. Néu c6 bat ky sy d6i mau va phan ti
bat thudng, ché phim di hoan nguyén khong nén dugc
st dung. Hoan nguyén thudc véi cic thé tich dung dich
natri clorid 0,9% khdc nhau tly theo dudng tiém thudc.
Nong @ cudi cing sau khi hoan nguyén
bortezomibVELCADE® cho tiém duéi da (2,5mg/mL)
16n hon ndng @ cudi cing sau khi hoan nguyén cia
bortezomib d€ tiém tinh mach (1mg/mL).

Bdi vi mdi dudng dung thudc ¢6 ndng dd hoan nguyén khic
nhau nén cin than trong khi tinh todn thé tich thudc dugc dung.
San xuét béi: Pierre Fabre Medicament Production (PFMP),
Aquitaine Pharm International, Avenue du Bearn, F- 64320
Idron, Phép.

Xuétxudngtai: Janssen PharmaceuticaN.V., Turnhoutseweg
30, B-2340, Beerse, Bi.

Doéng géi thit cap tai: Zuellig Pharma Specialty Solutions
Group Pte. Ltd; dia chi: 15 Changi North way #01-02,#02-
02,#02-10 Singapore 498770.

Nha nhép khiu: Vimedimex Binh Ducng, s& 18L1-2 VSIP
2, gaéngs6 3, KCN VSIP 2, Thi Dau Mét, Binh Duong.
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VP Ha Noi:
Tang 18, Capital Tower, 109 Tran Hung Dao
DT: (024)3936 3323- Fax : (024) 3936 3326




