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THUOC POC

THANH PHAN CONG THU'C THUOC:

MBI 1y chim:

Thimh phin duge chit: Bortezomib 3,5mg

Thinh phn td duge: Mannitol, Tertiary butyl alcahol,

DANG BAO CHE: Bt pha tiém,
M th: Bt hojc banh miu win B dén gﬁn nhir u{‘ing dirgre chira trong 1o thity tinh trong sud,

CHi DINH:

Bnnezﬂm]p den trj lidu hode két hop v dmmml;i::in lipasome pepy lated haa hodic dexamethasone duge
chi dinh d& diéu trj cho binh nhdn ngudi 16m mac bénh da u thy (ién trign d& duge ditu 1 {t nhit 1 Hn
trude dé v 48 trhi qua hofe khéng thich hop dé ghép 1 bio gic tao miu.

Bortezomib két hop vii melphalan va predaisene duge chi dinh dé dilu irj cho bénh nhin ngudr lén mic
bénh da u iy chira duge dige i trude d6, nhimg ngudd khing i didu kign héa tef lidu lidu cao véi ghip
té bao phe tac miu.

Bortezomib két hop vii dexamethasone, hofic vdi dexamethasone v thalidomide, duye chi djnh dé dicu
trf tn edng cho bénh nhén trrong thianh mie bénh da u tiy chua duge didu tri trude do dd, nhilmg ngu
din difu kién hoa tri litu lifn cao vai ghép té bao gic lao méu,

Bortezamib kit hop v vituximah, cyelophosphamide, doxorubicin vé prednisone duge chi dinh dé didu
trj cho béinh nhin nguin [6n bi u lympho té bio vi chia duge digu trj trude d6 mé khong thich hgp dé
ghép té bin g-!?nc o midil,

LIEU DUNG & CACH DUNG:

Piéu tri bertezomib phai dwge bt ddu dudi sy giam sit cia bic ST cd kinh nghiém trong didu trj bénh
nhiin ung thir, tuy nhign thudic nity b thé duge quéin 1§ beési chuyén gia y t8 eb kinh nghigm sir dyng cde
chit hoa trj 1i8u. Bortezomib phai duge hodn nguyén bii cin b v t&. (xem phin Hirdug din hodn
HgrpEn thudc),

i dién tri it nhdt mdt din e
Lherm frf i
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Bortezomib bit pha dung dich tigm duge ding qua dwdng tigm tinh mach hofic tém dudi da v ligu
khuydn cdo 14 1,3 mg/m? dién tich bé mat eo thé, hai ln mdi twdn trong hai tin vio cic ngay 1, 4, 8 va
|1 chia mot chu ki didgu t 21 ngly, Giai doan 3 tulln ndy duge coi 18 mat chu ky didu i Khuyén cdo
benh nhiin nén ding 2 chu ki diéu tf bortezomib sau khi xdc nhin dép dng hodn toan, Khuyén cio bénh
nhiin dang ¢ déap (mg nhung khing dat duge ddp dng hodn todn s& diéu trj bing bortezomib trong long
cing & chu ey, Clin nghi it nhit 72 gitr gitia cde lidu lién tiép cia bortezomib,

Brida chinh liéw trong qued teink didu of ver tchi khat tef dai v dom i liga

Bitu tri bortezomib phai duge tam ngimg ngay khi b bt k¥ dirc tinh khong thude huyét hoe néo & B§
3 hodie bdt kv doe tnh huyét hoe nao & B 4, ngoai teir bénh 1y thiin kinh nhir & bin ludn dudi ddy (cling
sem thém Canl bo va thin trpng ki ding thuie), Khi cde widu chimg die tinh 8 duge gidi quyét,
didu trj bortezomib c6 thé duge bit diu lai voi ligu gidm 25% (1,3 mg/ m? gidm xudng con 1,0 mg/m2;
lidw 1,0 mg/m? gidm xudng 0,7 mg/m®). Néu die tinh khong duge gidi quyét hodc néu dbe tinh tdi phat
& lidu thiip nhit thi phai cén nhie nging sit dung bortezomib trir khi lgi ich cla didu tri 16 ring lon hon
nguy co.

Draw thén kinh witode bink Iy than kink ngoai bidn

Binh nhin bj dau thin kinh vi/holic bénh 1y thin kinh ngoai bién lign quan dén bortezomib duge quin
1§ nhur irinh bay trong Bang | . Bénh nhiin bj bénh 1§ thin kinh ning tnde dé cd the duge digu tri bang

bortezomib chi sau khi dénh gid :#r: thin nguy cofled ich. )
Being |- Khripén cdo dicu chinh liéa® @60 woi bénk 1y than Kink lign gran dén bortezomib

Mire di cae diin hién vi triéu chimg dau thin | Dicu chinh liéu va phac di
Linh ngoai bién®
Mire di | (khing cb triéu ching: mdt phin xg siu | B sang chi d6 ligw 1.3 mg/m® méi win
hodc di cam) mi khdng dau hodc khing mit chire
vifng

Mire dd 1 kém dau hodic Mie dd 2 {triéu chimg vira | Gidm lite bortezomib dang tiém xudng con
phii; can tri chire ndng nhung khong cin i cde hogt | | mgim®

diing sbng hing ngiy **)
Mirc 6 2 kém dau hode Mire d 3 (trigu chimg nfing; | Ngung lisu bortezomib dgng 1i8m cho deén
cdn trér cde hogt ding sdng hing ngiy *+%) khi die tinh duee gidi quyét. Khi dde tinh da

dwge pidi quyét khoi ddu lai v ligw

bortezomib dang tiém dwge giam xudng 0.7

mg/m® mbi twin 1 Lin,

Mire df 4 (cée hfin qua de doa tinh mang: ¢hi dinh | Npung bortezomib dang tiém

can thigp khén cdp)

*  Pln loai dia irén Tigu chudn dge tink thirdng gip NCTCTCAE i

** Hog dme chire ndng: e Gan, e séint e raapr hidher frogie qliu'ﬂ':n ciea, ;¢ g didn thogl, quar I
ticn bac...
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we% gt dong somg hdng ngay: #am riv, imde quan do, 1 an wing, sidung sk v sinh, wong thide
v ks néon Bt giwdnge,

Dicu tri két hatn viri doxorubicin lipasome pegwlote hoa

Benzom 3,5 mg bt pha dung djch tém duge ding goa dudmg tidgm fnh mach hofic tém dudi da wdi lidu
khuyén chio 14 1,3 mp/m2 dign tich bé miit co thé hab 1dn mBi tuén trong hai tdin vio cic ngay 1, 4, & va
11 cia mdt chu ki didu i 21 ngdy. Glai doan 3 wiln ndy dirge col B mot chu ki dicu tri. Cén [ nhit 72
il itk ede lidas lidn liép cha bortemamib.

Doxorubicin liposome peaylate hoa duge ding vio ngiy 4 cia chu kv didu trj bortezomib véi liéu 30
mg/m2 truyén 1inh mach treng [ gidr sau khi tiém bortezomib,

Ligu phéip kit hgpp ndy cé thit duge didu trj cho dén 8 chu ki midn 13 bénh nhin khéing lién trién bénk vi
dung nap didu trj. Bénh nhin dat duge dip ng hodn todn cd thi liép e didu tr trong It nhdt 13 2 chu ke
sant khi et biing chimg diu tidn ciia ddp dng hodn todin, ngay ¢ khi iéu wnh ndy cdn dvoc didu t dai
hon 8 chu ki, Bé&nh nhin cd ndng 49 paraprotein tp tue gidm sau 8 chu ki cling ¢ thé tiép tie midn 1a
dung nap vii didu Iri va I.IHI::P tue cd dap (mg.

138 hi&t thém théng tin lién quan dén doxorubicin liposome pegylaie hoa, xem tdm (it e tinh sin ph.?lnl
clia thude nay.

Kéi hop véi dexameihasone

Bortezomib 3,5 mg bt pha dung djch tiém duge ding qua dudmg tiém tinh mach hodc tiém dudi da vdi
lidu khuyvén cdo 13 1,3 me'm2 dién tich bé mit co thé hai lin mdi win trong hai tudn vio cfc neay 1, 4,
8 wi 11 cia chu k¥ didu tr| 21 ngdy. Giai dogn 3 tuan ndy dirge coi i mit chu ki didu trj. Cin it nhit 72
gily gitra cic lidu lién tifp cia bortezomib.

Dexamethasone duge ding dwdng ufing v lidu 20 mg vao cac nghy 1, 2,4, 5. 8, 9, 11, v& 12 cia chu
k¥ diéu tr bortezomib.

Bénh nhin dm dap (mg hojic bénh dn dinh sau 4 chu ki digy trj két herp iy o thé tiép wie dimg phic do
ndy cho tdi da thém 4 chu ki nita.

Pé hiét thém thing tin [ién quan én dexamethasone, xem thm tt dic tinh sin phfim ciia thude niy.

Digu chink licw cho irj ligu két hap trén bénti nhdn da w tiy tidn trién
Bé diku chinh lidu bortezomib cho trj liéu két hop, thye hign theo lnsdng diin digu chinh liga duge mé @
tromg mye don trj lidae & trdn,

Bénh nhin da o tiv chua dwoe didu tri trnke div ma khing di diéu lién dé ghép 1€ bao pde 1m0

mas - ) 1
Liéu phip phai hop voi melphalan v prednisone

Borlezomib 3,5 mg bt pha dung dich igm dugie ding gua duong tigm finh mach hodc tigm dudi da Ph-ﬁ-i
hogp vii melphalan diing dudmg udng va prednisone ding duéng LHf}ng nhi trong Bang 2, Giai doan 6
tdin duge coi ld mdt chu ky didu ted. Trong ede chu kv 1- 4, bortezomib duge ding hai l3n moi tuin vio
efic ngdy 1, 4, 8, 11,22, 25, 29 vil 32, Trong cde chu ki § - 9, bortezomib duoe dimg mdi todn mét 1in
vio cfie ngay |, 8, 22 va 29, Can it nhiit 72 giér gitra cde ligu lién tép ela bortezomib, Cn vong ca
melphalan vi prednisone vio che ngdy |, 2, 3 via 4 cia tufin diu tién trong mdi chu kv dicu tri cia
hortezomib,
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Chin (0%} chu k¥ ditu tri cha lida phip phﬂfﬁ horp ity dirge sir dung,

- xem bang 2.

Beimg 2 Lidu g khvdn edo ctier boriezonith ki ket hap véi melphalan v preduisone
Bortezomib dang tiém 2 ln/tuin (Chu ki 1-4)

Tuén | 2 3 'l 5 i
BD-I‘TEEE_I‘JHI!J dang Ngdy Mgiy[Mady|Nedy I'!lm Negdy | Nety| Nedy| Nady "I."?u'.'u
ticm — - glan gian
1 4 5 11 22 25 29 32
(1.3 mH,.'mi'} nghi nghi
Thii Thivi
Melphalan (9 mg/m®){MNghy Ngdy [Npay Ngdy| | E;ﬂﬂl = | w | | =8 ml
ead’ 2 4
[Prednison (60 mg/m?)| | 4. |3 it ngh
Bortezomib dgng tiém 1 Hin/tudn (Chu ky 5-9 khi diing kit hyp vii Melphalan vi Prednison)
Tuin I 2 R 4 5 6
Bortezamib dang Thii " Thiri
fifin Nedy| | Ny . [Ngiy Ngiy .
I : gian |, 21 gian
(1.3 mg/m?) nghi nghi
Melphalan (9 mgim®)| | Thei ' Thiri
Prednisone (60 Nﬁajl Hgﬂ}' Ni’ﬁj‘ Niﬂ}r - | - gian | -- - - - gian
mg/m?) nghi nghi

Bicu chinl liéy trong thai gian digu irj va (@i khai tf ki phoi hop vdi melphalan va prednisone
Trwére khi bat du mét chu ki digu tr mai:
= S0 lugng tidu clu cln = 70 5 10%L vl 56 lugng bgeh cdu trung tinh tuyét dbi (ANC) phéi = 1,0 x
1L
» Ciic dic tinh khing thude huyét hoc cin duge dice tri vé D6 1 hodc nhu thivi diém trude khi didu ti
- xem Bang 3.
Bang 3: Diéu chink liéu trong ede chu ki tiép theo et gy phdp Bortezomib kbt hop v melphalon v
prednivone
Bie tinh Bitu chinh lidu hodic ngimg thube
e fink huyét hoe trong mt el ki
* Néu gidgm bach chu hode giam tidu ciu : ) )
B4 4 kéo dai, hodie gidm tidu chu ob xuft | Cin nhiic gidm lidu melphalan xudng 25% trong chu ki
huyét di duge quan sat thiy & chu ky tiép then
e
» Néu s6 [ liéu cau <30x 1041
hode ANC 0,75 & 10%L vo ngdy tiém | Cln tam ngimg didu 1 bortezomib
bertezomib (b ngiy 1)
= Neu m 56 liéu bortezomib trong mot | Cn gidm | mie ity bortezomib dang tiém (tir 1.3 mg/
chu k} bj tam ding (=3 liéu trong khi m* :'Iil.illElr'IE__ | mg/ m?, hode tir 1 mg/m2 xuding 0,7 mg/ m?)
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diing 2 1an mdi twin hode = 2 ligu trong
lchi ding | Hin mi tudn

Ciin tgm ngimg digu trf bortezomib dang tiém cho dén
khi cde tridu chimg cia ddc tink & droc didu t ve 4o |
hode mire ban ddu trude khi dify . Khi dé, 6 thé i
diéu trf lai bortezomib & lidy gigm di | mire (tr 1,3 mg/
Béc tinh khiing phai huyét hoe do = 3 m® xuong | mg/m?, hodic tir | mg/m?® xubng 0,7 me/ m?),
Cée tnaimg hop dau do bénh [¥ thin kinh v&/ hojie dau
thiin kinh ngogi bién lién quan dén tiém boertezomib, gilr
nguyén holic diéu chinh Ii'zu bortezamib nhir chi diin
trong E.::mg I

E'Ié higt thém rhﬂng tin wé mulphalan Wil prﬂdnlmm: xﬁn T:!lm it cﬁl: rIa:: Emh S&N pham tl.rl::rng ung.

lau mﬂll [méu IrE rﬁu ﬁﬁngl

Phol lgp veii dexamethasone

Benzom 3.5 bt pha dung djeh tiém duge dimg qua dudng tiém finh mach hoje tiém dudi da voi ligu
khuyén cfo 1 1,3 mp/m2 dign tich bé mat co thé hai 1in m&i tudn trong hai tudn vio cée ngiy 1, 4, Bva
I ciachu ki didu i 21 ngay. Giai doan 3 tudn duge col 1 mit chu ki didu tri, Nén nghi it nhit 72 gié
gitta 2 [idu didu trj [ién ticp.

Dexamethasone dugpe ding dwing uong vii lite 40 mg vio cée ngay 1,2, 3,4, 89, 10va 1] efia chuky
didu trj bortezomils.

Sir dung bin chu ki didy 1 voi liga phip phii hop iy,

Plidt hap veril dexamethasane vi thalldomide

Borteromib 3,5 mg bit pha dung dich tiém dwoe dimg qua dwdng tigm tinh mach hodic tifm dudi da voi
ity khuyén céo 14 1,3 mg/m2 dién tich bé mat eo thé hai lin m&i min trong hai twén vio ede ngay 1, 4,
8 vi 11 cia chu ki diéu tri 28 ngay, Giai dopn 4 tdn ndy duwge coi 13 mt chu ky digu trj. Cian it nhat 72
gitv githa cde ligu lién tiép cia bortezomib.

Dexamethasone duge ding dibing ubng véi litu 40 mg vao ngdy 1,2, 3,4, 8,9, 104 11 cia chy kp
digu tr] bortezomib.

Thalidomide duoe ding dwéng uong vii lida 50 mg mbi ngiy vio cie ngay 1-14 v néu dung g dugre,
tang licu dén 100 mg vio cde ngdy 15-28, vi sau dé cd thé ting dén 200 mg mbi nglhy tir chu ky 2
(xem bang 4).

Sir dyng bin chu ki didu e coa phai hop sdy. Khuyén cdo nhimg bénh nhin dgt it nhdt dip tmg mit
phiin, cén didu trj thém 2 chu ki.- xem bing 4.

Bang 4: Lidu luong digu llgcphﬁi hgp Bortezomib cho bénh nhdn da u 0y ehwa duge didu 1 trude dé

di didu kién phép i¢ bie £ic lgo mau
RBortezomib + Chu ki 1 din d em—
Dexamethason | Tudin 1 2 ) '

Bortezomib (1.3 mg/m?*) | Ngay 1, 4 | Ngiy 8, 11 | Thivi gian nghi

dexamethason 40 mg HEAY L, DRERESE |

2.9.4 10, 11
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Borlezomib 4 Chu kv 1
Dexamethasone | Todn I 2 3 Il
+ Thalidomid Thin gi Thiri gi
FHEOMITE | Bortezomib (L3I mg/m’) | Ngdy 1,4 | Ngiy 8, 1 L gigm 111E11| oo
nehi ‘nghi
: ; Hang i
Thalidomide 50 mg ngdy Hang ngay | - - |
| Thalidomide 100 mg? |- = | Hangngdy | Hang ngy
Mgay 1, | Ngay 8,9, 7
_Dﬁmmmhusnne: 40 mg 2,3.4 0, 11 - -
Chu ky 2 ilén 4"
] 3 Thiri gian Thii gian
Rortezomib (1.3 mg/m2) | Ngay 1,4 [ Ngiy 8, 11 oghi |nghi
Thalidomide 200 mg :[:a“rg Hep iy | Maognmey. | Hbng gy
Ngiy [, | Nedy 8.9, =l
| Dexamethasone 40 mg 2.3, 4 10, 11 - -
“ ligw Thalidonside chi tdng lém 100 mg tiv tudn that 3 cda Chu & 1 néu dung nap dige e 30 me va
iy [én 200 mg i e by 2 ero di métr dung nap dirge ficu 100 g,
b thé dimg t6i da 6 chu by cho nhitng bénk nhidn dar it miwdt mor phin ddp tmg sav 4 ol k.

Diéu chinh li¢u lwgng cho bénh nhin di diéu kién ciy ghép

D vai vige didu chinh liéy Bortezomib, nén twin theo cée hudng din diéu chinh lidu dwge mé ti cha
dom tr Ligu,

Mgodi ra, khi Bortezomib duge sir dung két hop vii cde sin phim thude héa tf lide khic, nén xem xét
gidm ligu thich bop cha nhitng sén pham niy trong trrimg hop xdy ra die tinh theo cde khuydn nghi
trong Tom tit Bic tinh $an phim

Lidu diing cho binh nhin u lympho t& bio vi chirw duire didu tef tricke 46

Diéw trf phoi hop vat rituximab, eyelophasphanide, doxorubicin vé preduisone (VeR-CAP)
Bortezomib 3,5 mg bit pha dung dich tidém dwge diing qua didng tiém tinh mach hodc tigm dwdi da vdi
liéu khuyén cdo 14 1,3 mg/m2 dign tich bé milt co thd hai ln mBi tedn trong hai tudn vie cée ngly 1, 4,
B vt 11, tiép theo 18 khodng thi gian nghi 10 ngdy vio cic ngay 12-21, Giai dogn 3 tudn niy duge coi
la mit chu ky diéu tri. Sau chu ki bortezomib duge khuyén cio, mic di ddi véi ahitng bénh nhin cd
dip tmg diu tién dugre ghi nhin & chu ki 6, cd thé dicu tef thém hai chu ky bortezomib niia. Cén it nhét
72 gitr gitra cic Jidu lidn tidp cda bortezomib,

Cde thute sau duge dimg theo diiimg truyén finh mach vio ngly | cda m3i chu ky dida 1] 3 win cda
bortezomib: rituximab lidu 375 mg/m?, cyclophosphamide lidu 750 mp/m? vii doxorubicin lidu 50
mg/m2. Prednisone duge ding dwimg uwing & lidu 100 mg/m? vio cde ngdy 1, 2, 3, 4 vd 5 clia mbi chu
ky digis tr] bortezomils,

Bidu chinh ligi trong gud trink diéu trj cho bink nhdn bj u lympho 6 béo vé chia dige didn i) e
do

Trwde khi bit diu mdt chu ki didu tri méi:
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« 56 lugng tidu cdu cin = 100.000 1€ bao/ul vi sb lugng bach cdu trung tinh tuy@t déi (ANC) cin =
1.500 & baaul.

o 56 lwgmg tidy cliu cdn = 75.000 18 bao/pl. & nhime bénh nhin bj thim ahifm iy xwong hode teh w
tiéu cdu tai Mich (splenic sequestration)

* Hemoglobin > 8 g/dL

« Cée de tinh khing phai huyét hoe cin duge didu 1 vé DG 1 hofie mie di ban dédu tnrde khi diéu i,
Phéi tam ngimg didu trj borezomib khi xudit hién hél k3 dde tinh khing phii hu:,'él hpe: B30 = 3 1idn quan
dén bortezomib (ngogi trir bénh 1y thin kinh) ho@e dic tinh huyvét hoc DG = 3 (xem thém Cednh bdo wi
thn trpng), BE didu chinh lidy, xem Bdng 3

Cée yiu 16 kich thich bach cdu hyt co thé duge sir dyng dii vii de tinh huyét hoe theo thye hinh chudn
i e sir ditu trifdia phuomg. Sir dyng dy phing cde yéu 16 kich thich hach ¢du hat clin duge xem xét
trong tristmg hap lip la vige i hodin didu (e trong chi ky siv dyng, Nén xem & truyén tido cu 6 didu
tri gidm ticu cdu khi thich hop vé mil lém sang.

Bing 5: Bién chinh lieu trong quéi trinh diéu trj cho bénh nhim méic u lymphe 16 bao vo chra dwge
didu trj trooe da

Bije tinh Diéu chinh lidu hoje tri hodn
Die tinh huyét hoe

Mén tam ngimg diéu trj biing bortezomib trong thi
da 2 tudn eho dén khi bénh nhiin cd ANC = 750 té
baoul. v sb legng tidu cdu = 25.000 1 baofl..

» Néu, sou khi tam ngumg diing bortezomib, dée

gt 1 o ¢ | tinh khiing bién mit, nhnr dinh nghis & teén, thi
Gidgm bach ciu trang tinh d§ = 3 kem theo sof, SR nel dtne hokteorib:

gldm bysh eiu trung ‘ﬁ’"" 94 e g e 7 » Néu 80¢ linh cb thé gidi quyét dwye tir 14 bénk
ngay, so lugng tiew cay < 10.000 16 baorp.. nhin cé ANC = 750 1 bdo/uL vi 50 luong tidu
ciiu = 25.000 té bin/uL, Bortezomib b thé dirge
hilt dﬂu fai & lidu thip hon | mic voi lidgu trnde
khi démg (o 1.3 mg-fml xubng | mg/m2, hofic tir

= || mg/m2 dén 0,7 mg/m2).
« Néu st lugng tidu chu < 25.000 té bao/ul. hojic

ANC < 750 1é bdo/ul vio ngiy ding thude | Nén tam ngimg didu tri bing bortezomib
bortezomib (trir Ngay | cia mi chu ki)

Nén ngimg didu tr biing hortezomib cho dén khi
che trigu chimg ngd dic di c:l':u_',.léusang ﬂ'j-i hodge
tit hon, Sau 46, Bortezomib co thé dupe hit dau
lai & lidu thiip hom 1 v v6i lidu trudi keki dirng
(i 1,3 mg/m2 dén | mg/ m?, hojie vir 1 mg/m® dén
0,7 mg/ m?). Bi vdi dau thén kinh lign quan dén
bortezomib vivhodc bénh Iy thiin kinh ngoai bigén,
gilt vivhodie didu chinh lidu bortezomib nhir dirge
néu trong Béang 1.

« Dige tinh khing phii 1a huyét hoe d§ = 3 duge
coi 14 cb lién quan dén bortezomib
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Npodi ra, khi sir dung bortezomib phéi hop vai cae thude héa te 1igu khie, cin xem xét gidm liéu thich
hop che efe thude ndy trong trrtmg hep eb dic tink, thea khuyén cio trong Téam 6t dac tinh san phim
furrmig (i,

Bai twpng die hiét

Mo ean tadi

Khing co bang chimg cho thiy ¢in diéu chinh liée & bénh nhin tén 65 tudi bi da v tiy hodic bj u lympho
L& by Wi

Khéng eo nghién e vé vide sirdung bottezomib & bénh nhin cao tudi da tiy chura dwge didu trj trede
dis mé e di didu kign dé duge héa tr liéu lidu cao véi ghép 1 bao gde tao méu. Do d6 khdng ob khuyén
cdo liéu trong quén thé nay.

Trong mét nghién ciru trén bénh nhén u lympho 1€ bde va chua duge didu trf tude dé, 42,9% bénh nhin
dimg bortezomib & trong khoding 65-74 1ol va 10,4% bénh nhin ding bortezomib = 75 tudi. O bénh
nhin ¢6 di wéi = 75, ca hai phic b didu tr, VeR-CAP va R-CHOP, déu it dung nap (xem Tde dumg
fhdng mong nmden).,

TR

Bénh nhén suy gan nhe khing cin dilu chinh lidu vi nén diu tri theo lidu khuyén cdo. Bénh nhén suy
gan trung binh hode ndng nén it dau ding bortezomib vii lidu gidm con 0,7 mg/m2 mdi e Gém trong
chu ky diéu tri diu tién, va tang licu sau da lén dén 1,0 mg/m2 hodic cb thé xem xot !iﬁ} tye gigm lieu toi
0,5 mgfm?® dya teén kha nang dung nap cia bénh nhin (xem Bdee 6 v Cdnh hdo v thin trong v Dinge
ding hpc),

Xem biang 6. Bidu chinh liéu khuyén cio khéi ddu voi bortezomib dang tiém & bénh nhén suy gan

Mikc Bilirubin Mire Bitu chinh lien khivi ddu
) SGOT (AST)
Nhe <IxULN > ULN Khéng chn diku ehinh lién
> | x=1,5% ULN Biit ki Khing cin didu chinh lidy
Vira = 1,5%3x ULN Bit ky Giam lidu bortezomib dang tiém xubng cdn
Ming = 3x ULN Bét ky 0,7 mpim® & chu ki du tign, Xem xét ting
lidu lén | mg/m® holic tidp tue piam lidu
xufing 0,5 mg/mPtrong cie chu k¥ tiép theo
durs trén kha nding dung nap thude cia bénh
nhiin

Tir vidt tit: SGOT = serum glutamic oxaloacetic transaminasze;

AST = aspartale aminotransferase; ULN = trén mire gidi han binh thudng.

Sty thiin

Dhurgre digng hoe cla bortezomib khing bi dnh huwdmg & b&nh ahédn suy thin nhe dén wrung Binh (48 thanh

thai Elt?.lil.‘lim: [Creatinine Clearance - CrCL> 20 mL/phdi/1,73 m®); do db, khing cdn thid phai didu

chinh ligu cho nhimg bénh nhin ndy. Khéng rd duge ding hoe ela borlezomib b bi anh bardmg & bénh

nhén suy thin niing khing duge thiim phin miu hay khéng (CeCl <20 mL/phit'1,73 m?). Do thiim phin
8/29
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mifu ¢ the lam gidgm nbng dd bodezomib, nén dimg BORTEZOMIB san khi thilm phin méu (xem Diree
diinig hoc),

Tre em

An todn va higu qua coa borteromib & e em dudi 18 wdi chua duge thiél 1Gp (xem Dwge fie
fipe v Dhpgre digng fipe). DE ligu higén co duge md t trong phin Darere fiee ipe nhung khng cd I-:hu:.-‘én
cio nan vé liéu ding.

CACH DUNG

Bortezomib 3,5 mg bt dé pha dung dich tigm cd thé ding then dutmg finh mach hodc dudi da.
Bortezomib | mg bit dé pha dung dich 1iém chi 3 diing theo dwéng finh mach,

Khing diing bortezomib thee cic dutmg dimg khic, Ding theo duéng tiém tdy sing d din dén ur vong,
Tiém fimh mach

Borezomib 3,5 mg dung dich sau khi hoan nguyén duge tiém tinh mach nhanh trong 3 - 5 gidy thing
qua catheter tinh mach ngogi vi hodc trung tim, sau dd i bing dung dich tiém nati chlorid 9 mgfml
(0,9%). Cén nghi [t nhiit 72 giér gitta céc lidu lign tiép cia bortezomib,

Tiéme chreri der

Bortezomib 3,5 mg dung dich sau khi hodn nguyén duge tiém dudi da doi (phii hode (i) hojc byng
{phii hodc trdi). Dung dich nén duoc tiém dudi da voi gée nghiéng 45-90° Nén thay dbi i tri tiém cho
1én tigm ké tidp,

Néu xudt hign phin img toi ¢hd tiégm dudi da bortezomib thi nén tiém dudi da vai dung dich bortezomib
pha loaing hon (Bortezomib 3,5 mg duge pha loding thanh | mg/mL thay vi 2,5 mg/mL) hodic d6i sang
tiém tinh mach.

Khi sir dyng bortezomib phii hop vii cde thube khic, hily them khio Tom tat Bac tinh san phim coa
céc thube ndy vé hudng din siv dyng.

Litu khivi ddu dwge khuyén edo cho bortezomib ding dwing tiém 14 1,3 me/m?. Bortezomib c6 thé duge
tiém véo tinh mach & némg 43 | mg/mL, hoge tiém dndi da & nﬁng di 2,5 mg/mL. Bortezomib duge
tiém nhanh {inh mgch trong 3 din 5 giily, Bortezomib ding duiéng tiém chi duge st dyng cho tiém tinh
mach hofic tiém dudi da. Bortezomib ding dutmg tiém khong duge siv dyng cho bit ky dudmg nio khic,
Do mbi dudng ding thude ¢ nén}_; % hodn nguyén khde nhaw, can thin trong khi tinh liéu dong.

Thiin dc bitt vé hiry thube vi hoin é

Thiin treng chung

Bortezomib la mdt téo nhin gay dic t& bao, Do d6, nén théiin trong trong qud teinh xir ¥ vi chudn b
hortezomib, Nén st dung ging tay v quin do bio hi khéc dé tranh tiép xtc véi da,

Phai tuin thd nghigm ngat k¥ thudt v trmg trong sudt gud trinh pha borezomib v thude nity khiing
chiva chdt bdo quén.

B cé nhimg trudmy hop tir vong do vo tinh tiém bortezomib vio khoang dwdi nhén cla iy sing.
Bortezomib 1 mg bt pha dung dich tiém ¢hi diag cho dudng tinh mach, wong khi Bortezomib 3,5 mg
bit pha dung dich tiém ding cho sk dung titm tinh mach hofe tiém dudi da. Borezomib khing nén
durere tidm vio khoang dudi nhén eda thy ﬁﬁng.

Hirdmg din hodn nguyén thude

Bortezomib phii duwge hodn nguyén bdi chn bhd v té,
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Tréane ttnh mach

Mo In Benzom 3.5 phai duge hodn nguyén mit cich cdn thin vai 3.5 mL dung dich natri chloride 9
mgiml. (0,9%) d& tigm, bing edeh s dyng mdt Gng tiém cb dung tich phi hop, ma khéng mé nip Iy
thude, Bét trong lo duge hia tan trong ving chia dén 2 phit.

Sau khi hodn nguyén, mdbi mL du g dich chia | mg bortezomib. Dung dich 4 duge hodn nguyén trong
suit vi khong maw, cd pll tir 4 dén 7.

Pliiti kiém tra biing méat dung dich 08 hodn nguyén vé ede téu phdn v sy bign mau trude khi =i dung.
Méwu quan it thiy sy bién mau hode tiéu phiin, phai logi bo dung dich da hodn nguyén.

Tiém daeeri dar

Mii lp Benzom 3.5 phai duge hoan nguyén miit cach cin thin viéi 1.4 mL dung dich natri chloride 9
mg/mL (0,9%) d& tiém, bing cach =i dyng mot bom tiém véi dung tich phi hop ma khing md hip Iy
thudic. Bot trang lp dwoc hia tan trong vong chun dén 2 phit.,

Sau khi hoin nguyén, moi mL dung dich chim 2,5 mg boriezomib, Dung dich di duge hodn nguyén
trong sudt va khbng miu, cé pH tir 4 dén 7. Phai kiém tra bing mat dung dich d& hodn nguyén vé cic
tidu phiin vii sy bién mau trude khi sit dung. Néu quan sat thiy sy bign méu hodc ticu phin, phai logi bo
dung dich di hodn nguyen.

Huy thuie

Chi diing Benzom 3.5 cho mdt ln tiém.

Phii xi1 19 bilt ky lugmg thude ndo chua sir dung hofic vt liéu phé thai theo yéu ciu coa din phuong,

CHONG CHi BINH

f.hc‘rng chi dinh véi nhimg bénh nhin qué mén vii bortezomib, boron hodic mannitol

Qué mifin cdm vai hoat chifit, boron hofic v bt k¥ td duge ndo ciia thude.

Bénh phdi v mang ngoai tim thim nhifm lan ton chp tinh.

Chdng chi dinh tiém thy !‘iﬁle'lg. B of mi i) Irrdmg hop U vong xidy ra saw khi GEm 1wy ﬁﬁng vii
bortezomib.

CANH BAO YA THAN TRONG KHI DUNG THUOC

Khi st dung bortezomib két hop vii cic thube ke, phéi tham khéo Tém tdt Bic tinh san pham cla céc
thude ndy trude khi bt ddu didu tri bing bortezomib. Khi sir dyng thalidomide, ciin diic biét chi ¥ toi
x68t nphidm cd thai va ¢din st dyng cde bign phip neda thei {xem S elang o phy riv ed thai va che cor
).

Tiém vio khoang dudi nhén cua tiy song

B ob cae truding hyp W vong do ¥0 ¥ s dung bortezomib tém vio kheang dudi nhén cla thy sbng,
bortezomib 1 mg hjt pha dung dich tiém chi ding cho dutmg tnh mach, tong khi bortezomib 3,5 mg
bt pha dung dich tigm ding che tiém tinh mach hode tiém dudi da. Khong tiém bortezomib vao kheang
durdri nhén eda Wy ﬁﬂng.

Dic tinh trén duimg tica hia
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B tinh trén dudng tigu hda, bao ghm budn ndn, tiéu chay, nén vi tho bon mit phi bidn khi didu irj bing
berlezomib, Cde trirng hop gt rudt 33 dwoe bio cdo vir thn sudt il gdip (xem Tde dung kiving mong
srwan}, Do da, nhimg bénh nhin bi tde bon cin duge theo 45 chiit chE,

e tinh huyét hpe

Diéu trj bortezomib rit thudmg gip cic die tinh huyd hoe (giam Géu ciu, gigm bach cdu trung tinh va
thitu mau). Trong nhiing nghién ciu trén bénh nhin da u Wy @i phit dwge didu i hfmg koreromib vi
& bénh nhiin ¢6 u lympho 1 bdo vo (MCL) chwa dupe didu tri tede do khi duge didu 1§ bing phic di
phili hop bortezomib véi rituximab, cyelophosphamide, doxerubicin va prednisone (VeR-CAP), mit
treng nhitng die tinh huyet hpc pho bién nhét 1 gidm tidu chu thodng qua. Tidu ciu & mire thip nhit vio
ngdy thir 11 ciia méi chu k¥ digu tr bortczomib v thutmg hi phyuc dén nguting ban diu twde didu tr
vio chu ki ké tiép. Khong eb bing chimg vé gidm tice cfu tch lidy. 50 lwone tiéu cdu trung binh lde
thiip nhiat do dupe 1 khodng 40% so voi trude didu tr trong ¢e nghién etru da u tiy st dung dom trj lidgy
vit biing 50% trong nghién ctu MCL, O bénh nhin da u thy tién trién, mirc db niing cia tinh trang gidm
tiéu cdu b lign quan dén s legng tidu clu trude khi didu tri; v s6 lugng téu cdu ban ddu <75.000/L,
90% Lrong 50 21 bénh nhin ¢d s lugng <25.000/ul trong thisi gian nghién olm, bao ghm 14%
<10.000/uL; ngwroe lai, voi 50 lugng tiéu céu ban déu =735 .000/uL, chi cb 14% trong s 309 bénh nhén
el sb lugng =25.000/ul. trong théi gian nghién cir,

O nhitng bénh nhin MCL (nghién eiu LYM-3002), tin sudt gidm tidu cdu B3 = 3 & nhom didu i
bortezomib (VeR-CAP} cae hon so w6l nhom dice trj khéng o6 bortezomib  (rituximah,
eyelophosphamide, doxerubicin, vineristing, vi predaisone [R-CHOP]) (56,7% so vii 5,8%). Hai nham
didu 1 trong W nhaw & tin sudt chung bidn of xudt huvdt & it ca cac mie db (6,3% & nhom VeR-CAP
vil 5,024 & nhém R-CHOP) cfing nhur cée bien o6 xuiit huyst P63 va cao hon (VeR-CAP; 4 béah nhén i
,79], R-CHOP: 3 bénh nhin [1,2%]). Trong nhém VeR-CAP, 22,5% bénh nhiin due truyén tidu ciu
50 viri 2,9% bénh nhén trong nhdém R-CHOP.

Xuéit huyét tiéu hoa v ndi so 43 duge béo cio ob lign quan dén didu b bing bortezomib, Do d6, sb
legrng tidu ciu phii duge theo dai trude mdi lido bortezomib, ¢dn tam ngirng diéu tr bortezomib khi s6
lwgng tidu chu <25.000/l, hofic trong trudmyg hop két hop vii melphalan vi predaisone, khi sé luong
tiéu chu 1 30,000/l {xem Lidu dfimg v cdoh ding). Lot ich tigm ting coa diéu ] clin dugc cin nhiic
k§ ludmg trude nhiing nguy ce, diic bigt trong tnrémg hop gidm tiéa ciu 1 teung binh dfn ning vi co cie
yéu 16 nguy co chiy mdu, Thirimg xuyén theo dai cong thire mau todn phin (Complete blood counts -
CBC)co phiin bigt cic logi vi beo gom dém 50 lugng tiéu ciu trong sudt qué teinh didu 1] vii bortezomib,
o the xem xét r.ru_';-f'.",n tiéu cdiu khi thich herp vé miit [im sing (xem Lidu ditreg v cach dirmg).

O nhiing bénh nhin MCL, 44 thdy ¢6 giam bach cdu trung tinh thodng qua e thé hdi phye gita céc chu
ki, khiing cd bing chirmg ciia gidm bgch ciu trung tinh tich 10y, Bach cdu trung tinh thip nhét vao Nagiy
|1 cila méi chu ki didu trj bortezomib va thudmg hbi phye dén mie ban diin vio chu ki ké tidp. Trong
nihién efru LYM-3002, didu tr] hd teg biing yéu 16 kich thich bach céiu hat da duoe ding cho 78% bénh
nhén trong nhim VeR-CAP va 61% & bénh nhfin ahdm R-CHOP, Vi bénh nhn gidm bach cfu trung
tinh cb nguy cor gia ting bj mic nhim khuin nén ciin theo di cde diu higa va tridu chimg clia nhidm
khudn v diéu i kip théi. Che yéu td kich thich bach cliu hat o6 thé dvge sic dyng cho dic tinh Byt
hoe phit hgp wéi thyre hinh chudn tai eo soidja phuong, Cin xem xé& sir dung dy phéng ebe yéu té kich

11729



https://trungtamthuoc.com/

thich bach cau hat trong trwdmg hop p lai vige tri hodin trong chu ky ding thutc (xem Lidu dimg v
ocheh dame).

Tii hoat virus Herpes zoster

Dnr phong b."'mg thutic khang virus dugc kh:r}lén edio & nhilng bénh nhin dang diéu tri hﬁng bartezomib.
Trong nghién cir pha 111 & bénh nhin da u oy chra duge dittu trj trundee 6, 0 18 chung v i hoat Herpes
#oster I thudmg giip hon & nhim hénh nhin didu trj hﬁng BORTEZOMIEB + Melphalan + Prednisone so
vai nhom Melphalan + Prednisone (twong (myg B 14% 50 vii 4%).

O nihimg bénh nhdn MCL (nghién eiu LYM-3002), ty 1& mic Herpes zoster 13 6,7% & nhom VeR-CAP
va 1,2% & nhom R-CHOP (xem Tidc dumg khimg mong mdn).

Tai hogt vii nhiém vires viem gan B (HBY)

K hi diing rituximab két hop voi bortezomib, phai ludn kiém tra HBY & nhing bénh nhin co nguy co
nhidm HBY wrde khi bit diu didu tri. Nhitng ngudi mang virus viém gan B v nhing bénh nhin cb tién
sir bj vigm pan virus B phai duge theo ddi chit che vé cac dau higu lim sing v xét nghiém cia tinh
trang nhiém HBV hogt dng, trong vi sau khi dicu trj phoi hop rituximab véi bortezomib. Nén xem xér
didu 17§ dir phéng thude khing virus. Tham khao Tom tft Bic tinh san phim coa rituximeb dé bit thém
théng tin,

Bénh nao chiit tefing da 6 tién trién (PML - progressive multifocalleukoencephalopathy)

Bl o bdo cio vé mit s0 rit hiém cic trwdmg hop nhiém virus John Cunningham (JC) mad khdng i
npuyén nhin, din dén PML va ur vong, & nhimg bénh nhin diéu trj bing bortezomib, Bénh nhiin duge
chiin doan PML @3 didu tr e ché mién djch tnrde db hojic dong thai, Hau hét cde trudrng hgp PML duge
chiin dodn trong ving 12 thang k& tir lan ddu tién dang bortezomib. Bénh nhin cén duge theo dai thuong
xuyén dinh ki v bat ky tridu chimg hogie ddu hidu thiin kinh mdi hodic bi trém trong hon ma ed the goi
7 b PML, nhu 1 mit philn cia chiln dodn phin biét véi cdc vin dé trén thiin kinh trung wong, Néw chin
dedn nghi ngo PML, bénh nhin nén dugc chuyéu dén mot chuyén gia vé PML v nén bat diu tién hanh
ciic bign phép thin dodn thich hop dbi voi PML. Naimg bortezomib néu PML duge chiin dodn,

Béuh Iy thin kinh ngogi bién

Bénh Iy thin kinh ngoai bién, chi yiu 13 binh 1§ thin kinh cdm gide, rit thudmg gip khi didu ] bing
bortezomib, Tuy nhién, di o6 béo cho vé che tridmg bop bénh 1§ thiin kinh viin ddng ning e hodic khing
kém theo bénh b thin kinh cdm giéc ngoai bién, Ti 18 mic béah 19 thin kinh ngopl bidgn ting én trong
giai dogn dau ditu tri va di duoe quan sat thiy dat dinh diém trong chu ki 5. EC.hu:.-'v.":n cho bénh nhén nén
dupe thee déi edn thin vé cée tridu chimg cia bénh ly than kinh nhu cam gide bang rit, chimg ting cim
gidc, gidm cdm gide, di cdm, kha chju, dau thén kinh hole cam gilc }'é-u-

Trong nghia el gial dogn 11 so sdnh bortezomib tigm tinh mach vdi tiém dudi da, [ mic phai cac
bidn cb bgnl 1§ thiin kinh ngogi bién DG = 2 1i 24% & nhom ding dwimg tiém duwdi da v 41% & nham
diing dudmg tiém tnh mach (p = 0,0124). Bénh 1§ thin kinh ngogi bidn D = 3 xdy ra & 6% bénh nhin
ireng nhdm tém dudi da, so vOi 16% trong nhom tidm Toh mach (p = 0,0264), T1 1§ bénh 1y thiin kinh
ngoai bién & mei mie 4§ khi ding bortezomib duding tiém finh mgeh trong che nghién el trnde diy
déu dwge ghi nhin lllép hon so vai nghién el MMY-3021.

Bénh nhin mdi bi bénh I3 thin kinh ngogi bign hofe bnh tin tridn xiu i nén dwge dénh gid vi thiin
kinh v& eb thé cin thay dbi liku hodc durémg diing bortezomib thanh tiém dwdi da (xem Liéu g va
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edch ding). Béoh 1j than kinh di dwoe didu tri bing chim séc hd toy va cde lifu phidp khic.
Ciin céin nhic theo dii sém v thwdng xuyén cde tridu chimg cda bénh 19 thin kinh lién quan dén didu
tef v dénh gid v thin kinh & cée bénh nhidin ding bortezomib két hop véi cde thube dups b 1 ob lign
fuan dén Bénh Iy thiin kinh (vi dy nhw thalidomide) vé cin phéi can nhéic giam li¢u phi hop hodle npimng
thudic,

Mgoai bénh 1¥ thin kinh ngogi bién, co thé co sy gop phin cia bénh 19 thin kinh thie vt vio mit b
phén dng bit lgi nhu hy buyét ép tw thé v téo bon njing kém theo 1igt rugt, Thing tin v& bénh 1 thén
kinh thyre viit vi sy lién quan cia nd dbi vii nhimg the dung khing mong mubn nity con hon che,
Co oidit

Co gifit dii duwge bio clo It gip & nhimg bénh nhén khdng ¢d tién sir com ding kinh hode co gidt trude
46, Clin lru ¥ dac bigt khi didu i benh nhén od bht ki yéu 18 nguy co o gidt ndo.

Ha hu yél dp

Bidu v bortezomib thirdng lign quan dén ha huyét dp thé dimpg/ns thé, Hau hét phan img bét Igi ¢6 ban
chiit ti nhe dén trung binh vi duge quan 58t thiy trong sudt qué trinh digu tri. Bénh nhin xudt hién ha
huyét dp tr thé khi dang dimg bortezomib (tiém finh mach) ¢4 khing cé bing chimg bj ha huyét &p W
thé trirdie khi digu trj bng bortezomib, Hiu hét bénh nhin bj ha huj,rét #p thé déu cin didy e, Mt gl
it bérh nhin bj kg huydt dp ur thé X cé bidn cb nelit. Ha huydt 8p thé dingitir thé khang lign quan ngay
dédn vige truyén nhanh bortezomib. Co ché cla bidn b ndy chira duge biét, mic db mt phin oo thé 13
do bénh 1y thiin kinh thue vit. Bénh 1§ thin kinh thue vit o6 thé lién quan dén bortezomib hodic
bortezamib ed thé lim tdm trong thém mét tinh trang nén nhu bénh 1§ thin kinh do d4i thio dudmg hofic
béah Iy thin kinh thodi hda bit (amyloidatic neuropathy). Cén thén trong khi ditu trj cho bénh nhin cb
tidn sir ngat khi diing cée thube cd lign quan d&n ha huyét dp; holic nhiing npudi bj mit nede do tidu
chiy t4i phit hofic ndn. Bidu trj hy huyét dp thé dirmg/tr thét co thé bao gbm didu chinh cie thude diéu tr
tiing huyét ap, bl nirde hojie dimg efc thube nhém mineralocorticosteroid vihole cde thude gifng giao
clim, Bénh nhin cin dugc budng din dé di khim néu bo gip cde tridu chimg chdng mit, chodng ving

hoijic ngﬁt xiu.

Hii chirng bénh nio tuin hoin sau ¢b hii phye (Posterior Reversible Encephalopathy Syndrome
-PRES)

P c6 biio cdo vE PRES & nhitng bénh nhén diing bortezomib, PRES 1a mft bénh Iy théin kinh hiém
gip, thudmg hdi phuyc, tién tridn nhanh, 6 the bidu hign voi co gidt, ting huyét dp, dau didu, ngi ljm, 10
Hin, mi 10a, vi che t6i logn thi gidc va théin kinh khdc. Chin dodn hinh énh nie, thuéng diing nhit, 12
chyp cing hirdng tir (MR, dwge sir dyng dé chiin dodn xie dinh. O béah nhin dang eb PRES, nén
ngirmg ding bortezomib,

Suy tim

Suy tim sung hu:rn:":t L:E]:l Unh hofe son kjeh phdl, vivhode khéi phat méi tinh trgng gidm phén suiit tf_:ng
midu thiit wii 38 dirge bio cdo trong qud trinh diéu trj bortezomib. Gill mede b the 1a mit yéu 10 tién 48
cho ciic diu hiéu va tridu chimg ciia suy tim. Bénh nhiin o6 cic yéu 16 nguy oo hodc dang co bénh tim
nén duge theo dai chat ché.

Thim di dign tim
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D o nhitng wwimg hop riéng 1€ kéo dai khoang QT trong cée nghién ol [dm sang, mioi quan heé nhin
qué chua dirge thiét Iip.

i loan his hilp

Hiém ci béo cao vé bénh phdi thim nhidm lan téa cip tinh khéng rd npuyén nhin, nhu bénh viém phé
nang (pneumonitis), viém phéi k&, thim nhiém phoi, va hii chimg suy hé hip cip (ARDS) & bénh nhin
dang ding borezomib (xem Tdoe dyne Bidng mong mnrﬂn}. M st bign eb néry di iy U vong. h’.huyén
cho chup X quang phdi trurde khi digu trj dé 1am co s6 ban diu dénh gia nhing thay ddi tiém ting & phﬁni
sau difu irf.

Trong trudmp hop ed cde trigu chimg o pl]ﬂ'!i méi xudt hign hode e nén trim trong hon (vi dy, ho, khi
thir], ciin tién hanh danh Eid chiin dodn ngay v benh nhan dirgc didu tri thich wp. T 5 Iiri ichinguy cor
cdin duge xem xét trwde khi tiép tuc dicu trj I:d'mg bortezomib,

Trong mét thir nghiém 1dm sing, hai bénh nhin (mdt trong s6 2 béah nhin) ding cytarabine lidu can (2
gimZingdy) béing cach Lru:.-f-:n lién tue trong 24 gid voi daunorubicin va bortezomib dié didu 1ri bénh bach
cliu cdp dong thy 11 phét dd tlr vong do ARDS trong glai doan ddu clia qué trinh didu t, vi nghign ciu
dii bi ngimg. Vi vily, khong khuyén cdo phic db cy thd ndy véi vige ding ddng théi lidu cao cytarabine
(2 g/m2/ngdy) biing clch truydn lidn e trong 24 gid,

Suy thin

Cée bifn chimg teén thin thudng x4y ea & bitah nhiin da u thy. Bénh nhén suy thin edn dige theo dai
chiit chit (xem Lidw dime wi cdeh dimg v Dy eling hpe).

Suy gan

Bortezemib dige chuyén hda boi cde enzym gan. Nong 49 bortezomib Eing & nhitng bénh nhin suy gan
trung binh hofic ndng; nhiing bénh nhin niy nén gidm litty diku tri ciia bortezomib va theo dfi chiit ché
v die tinh (xem Ligu dimyg ve cdeh ding va Dirge ding hoc).

Phin irng trén gan

Cée trudmg hp hiém gip bj suy gan d8 duye bdo cdo & bénh nhin ding bortezomib v ciic thude diing
dbing thiri vai cde tinh trang hénh 1y nén nghigm trong. Chc phan dmg khie ciia gan duge bio cho bao
ghm ting cac enzym gan, ting bilirubin méu, v viém gan. Nhimg thay dii ndy b thé hii phyc khi
ngirng diing bortezomib (xem Tie dung Ehdng mong muin).

Hii chirmg by gidi khii u

Do bortezomib 1 mit the nhén giy die té bao vi o6 thé nhanh ching tidu digt che & bho de tinh va i
bao MCL, nén cd thé xdy ra cac bién chimg cia hdi chimg Iy gidi khéi v, Bénh nhén ¢b nguy co hii
chitng ly gidi khbéi u 13 nhing ngudi ¢b khai u léninhicu trede khi digu trf. Nhitng bénh nhin niy nén
dugre theo dii chat ¢hé va ap dung cae hign phiap phong ngira thich hop.

Cic thude ding ding thi

Bénh nhén nén duge theo dii chit chE khi ding bortezomib k&t hop voi cic thude Ge ehé CYPIAL manl.
Céin thiin trgng khi phoi hgp bortezomib vai céc co chat cia CYPIAS hofie CYP2C 1Y (xem Tamg fic),
Can xée nhin chire ndng gan hinh thudmg va cin thin trong khi dang thude & nhimg bénh nhin dang
dimg thude ha duéng huyét dirdmg uong (xem Twong fie).

Phin img tiem ting qua trung gian phirc hop mién djch
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Ciic phan ing tiém Ling qua trung gian phire hep miln dich, nhy phin (og kiu bénh huyét thanh, vigm
du khép wiri phit ban va viém thin ciu thin Eag sinh da duoe béo cdo vl tdin sudt it fdp. Nén ngimg
hortezomib néu phén g nghidm trong xdy .

TUONG TAC, TUONG KY CUA THUOC

TUONG TAC THUOC

Twerng tde thu e

Ciic nghign cdru i witro cho thiy bortezomib 14 mdt chdt (e ché yéu cde isozyme cytochrome P450
(CYP) 1A2,2C%, 2C19, 2D6 v 3A4. Dya trén sy déng gép han ché (7%) clia CYP2D6 dén chuyén hoa
cila bortezomib, kicu hinh chit chuyén hda CYP2DE yéu khdng duve cho 1 gdy dnh husdng dén phan bd
chung ciia bortezomib, '

Mt nghién ciu Wwong Léc thede-thude d& ddnh gid dnh hudng ca ketoconazole, mdt chit do ché
CYP3A4 mgnh, irén duge ddng hoe ela borlezomib (ti8m tinh mach) cho thﬁ:,- ALIC chia borteromib
tang trung binh 35% (CI 90% [1,032 dén 1,772]), dia trén dif lidu tir 12 béah nhin. Do d&, bénh nhén
nén duge theo dai chit ch khi ding bortezomib két hgp véi cde ehill Ge ehé CYPIA4 manh (v dy
ketoconazole, ritonavir).

Trong mét nghidn el tueng tic thudc-thubc ddnh gid dnh huimg cba omeprazole, mit chilt e ché
CYP2CTD manh, trén duge ding hoe eda bartezomib (tiém tinh mach), khing thdy dnh hudng déng ké
dén duge ding hoc cla bortezomib, dya trén dif lidu tr 17 bénh nhin.

Mt nghidn el trong te thude - thube danh gid tie dyng cda rfampicin, mdt thudc gy cam (mg
CYP3A4 manh, trén duge ding hoo cha bortezomib (tiém tinh mgch) cho thiy AUC cia bortezomib
gifm trung binh 45%, dia trén dif ligu cda 6 bnh nhin. Do @6, khdng khuyén cio sit dung dédng thai
bortezamib vii céc thude cam {mg CYP3A4 mgnh (nhu rifampicin, carbamazeping, phenytoin,
phencharbital va St John's Wort) vi o thé gidm higu qud.

Trong ciing aghifn ciru twong tie thube - thude dnh gid anh hudng cla dexamethasone, mdt thude iy
cam img CYPIA4 }u.":'u hon, trén duge ding hoc clia bortezomib (tiém finh mach), khiing thiay o6 anh
hudmg déng ké dén diroe ding hoc ciia bortezomib, dya teén dit liéu tr 7 bénh nhn,

Mt nghién edru twomg e thude - thude danh gid anh hidng cila melphalan - prednisone trén dirge déng
hge etia bortezomib (tiém tinh mach), cho thiy AUC ciia bortezomib ting trung binh 17%, dya teén di
ligu ciia 21 benh nhén. Tic dyng niy duge xem | khing cb y nghia 18m sdng.

Trong cie thit nghigm lim sing, it gip bbo cdo hy dwing huyét va thwing gip bio céo ting didmg huyé
drnhitng binh nhin déi thio duémg dang dimg thude ha dwéng buyét dwding véng, Bénh nhin udng thude
diéu tri dai thao dudng ma ding bortezomib cé thé cén phai theo dai chit ch ndng 48 diding trong mau
wit didu chinh lidu thude dai thio duimg eda ho.

TUONG KY:
Do khiing b cic nghién ciu vé tinh trong ky cia thude, khong tron Hn thube ndy vii cae thude khic.

ST DUNG O CHO PHU NI CO THAI VA CHO CON RY
Trdinh thai é nam v nii
Bénh nhin nam v nir cd khad ndng sinh dé phii i dyng cic bién phap trdnh thai hiéu qua trong théi gian
didi 1 vit dén 3 thing sau didu 1.
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Muang thal

Higén khiing cd dir ligu lm sing vé phai nhigm bortezomib tong thai kv, Chua nghién ci da'i:.' dil tiém
nang gdy quil thai cha bortezomib.

Trong cdc nghién cire Gén Kim sng, borlezomib khing cb dnh hudng dén sy phit tricn coa phéithal &
ghut cﬁng vl 1t v lida cao nhit dung nap dwge & con me. Cic nghién ciu trén ding vilt db xic dinh
anh hisdng cia bortezomib tréa qué trinh sinh dé va phit trién sau khi sinh chia duge tién hinh (xem An
terdiar tim ldne seing), Khong nén dimg bortezomib rong théd gian mang thai trir khi tinh trang lim sing
clia ngudri phy ol di hoi cln didu i bing bortezomib, Néu borlezomib duge st dyng trony thii ki
mang thai, hode néu béah nhin ¢d thai trong khi dang diing thudc, bénh nhin edn dirge théng béo ve khé
nding gdy hai cho thai nhi.

Thalidomide 13 mt hoat chét ¢é dic tinh iy quai thal, md gly rm d] tht bdm sinh ndng de doa tinh mang.
Chéng chi dinh sir dung thalidomide trong this k3 mang thai v & phy nif ed kha nfing sinh dé trr lchi
tit ca céc dicu kién ofa chuong trinh ngia thai khi dong thalidomide duge ddp (ng, Bénh nhén ding
bortezomib phi hop vir thalidomide ciin twdn thi chuong trinh ngia thai cia thalidomide. Tham khio
Tdém tht Bic tinh sén phim ciia thalidomide d& biét thém théng tin.

Cho eon ba

Khéng 18 lidu hortezomib od bii tiét vio sia me hay khiing. Vi 6 thé giip phan dmg cb bai nghigm trpng
& 1 b stha me, nén ngimg cho con bii khi dang didu trf bing bortezomib.

T ha nding sinh sdn

Ciie nghign e v kha niing sinh sén chus duge tién hinh v bortezomib {xem An todn dén ldm sdng).

ANH HUONG TREN KHA NANG LAI XE VA VAN HANH MAY MOC

Bortezomib cd thé géy dnh huing trung binh dén khi nding ldi xe vi s dyng méy mée, Bortezomib cé
thé giy ra m@ moi véi the sufit dit thdng glip, chéng mit vai tin sudl thudmg giip, ngat vai tin sual
khing thudmg gdp, ha huydt dp tue thé/ ha huyét dp 1hé dimg hofic nhin mi véi tan swit thuimg gép, Do
dé, bénh nhéin phai thin trong khi 14i xe hodic sir dyng méy mac va cin drete khuyén khng 181 xe hode
viin hanh méy mée néu gip cac tridu chimg niy (xem Tdc dung khdng mong muin cia o).

TAC DUNG KHONG MONG MUON CUA THUOC
Tam tht hé se an toin

Céc phin img bit lyi nghiém tepng it duge bio cdo trong qua trinh didu tri biing bortezomib bao ghm
siry tim, héi ching ly gidi khoi u, ting huvét ap dong mach phdi, hoi chirng tudn hodn nio sau ed hi
phuc {posterior reversible encephalopathy syndrome-PRES), rii logn phdi thim nhidm lan tha cip tinh
vit hiém gip bénh 19 thin kinh thye vit.

Cée phén {ng bt Lgi thudmg pap nhét khi didy i vdi bortezomib 18 budn ndn, tiéu chay, tio bon, non,
mét mdi, 61, giam tien cu, thidu méiu, giim bach eliu trung tinh, bénh 1y thin kinh ngoai bién (hao glm
thin kinh cam gidic), dau dau, dj cam, giam ngon miéng, kha thé, phit ban, Herpes zoster vi dau o,
Biéing tdm tat phan img Lt Iy

16./29




https://trungtamthuoc.com/

Pa u tay

The dyng khéing mong mudn trong Bang 7 duge dénh gitt biri che nghién etu vign c6 it nhit mot méi
quan h§ nhén qui & mic ¢b the hofie c6 kha nding xdy ra v6i bortezomib, Nhimg phin ing bt loi ndy
dya trén mét by dit liéu tich hgp teén 5476 bénh nhin, trong dé 3996 bénh nhin duge didu @i biing
bortezomib véi lidu 1,3 mg/m® v duge dua vao Bang 7.

Nhin chung, bortezomib duge dimg 3& didu tr da u thy tedn 3974 bénh nhin.

Phén mg bat loi duge 1 ké dudi diy theo hé co quan vi nhém tdn sudt. Che thn suft dirgre djnh nghia
i Rt thudmg gdp (=1/10); thudmg gip G1/100 dén <1/10); it pip (= 1/1.000 dén <1/100Y; hiém £ip
V10,000 dén <1£1.000); rit hidm gip (<1/10.000% chira biét (khéng thé wic leong tdn sudt 1 dF licu
£An &) Trong moi nhém tha suft, the dyng khéng mong mudn duge trinh by theo thir twr gidm dén v
mire dé nghiém trong. Bang 7 88 duye tjo ra dia rén phin bin 14,1 cfia MedDRA. Céc phin dmg bit
lori xucit hién trong gini dogn sau khi thude lru hinh ma khing giip trong cde thir nghigm ldm sing ciing
duge dra vao,

Bang 7. Cidc phin in, hitf Ipi & bEnk nhin da u iy duge idu irf .ﬁ-‘?ﬂg bortezomib frong ede thir
nghigm Idn sdng vi i ed ede phdan dng bit i san K0 thade Tea hanh & bit civ ehi dinf nido.

Hé cor quan (Tin sudt | Phan ing bit i !
| Nhigm khuiin vi nhigm ky sinh tring B

Thirémg gip Herpes zoster (bao wom todn thin vad mit), viém phdi*, Herpes simplex®,

. nhiem nidm.

It gap nhiém tring*, nhidm khude*, nhigm virus®, nhidm kbuin huy@t (bao gom

sibe nhiBm khudn]*, viém phé quan- phii, nhifm virus ferpes®, viem ming
ndo do herpes®, nhidm khudn huyét { bao gom ci do t ciu), leo mi, nhifm
elim, viém md 1 bito, nhitm tring lién quan dén dung cy, nhigm khodn
da*, nhiém khuin tai*, nhiEm_kh:fn do ty chu, nhidm khudn ring* !

Hiém Gap vigm méng nfio (bao gdm do vi khydn), nhifm virus Epstein-Barr |
Khoi u lanh tinh, de tinh '
Higm giip Khii u fic tinh, bénh bych ciu dang tuong bio, ung thir bidy mé bao than,

e lchéi w, Mycosis fingoides, khéi u lanh tinh*
Réi loan hé tao man vi bach huyét

Riit thirdmg gl,'lp_ Gidm tiéu cau®, giam bach ciu trung tinh*, thidy mau®

Thuding gip Gigm bach cau®, giam bach ciu lympho® )

[t gap Giam todn the huyet ciu®, gidm bpch clu trung tinh c6 i1, bénh ¥ dong
miu®, ting bach ciu®, bénh hach bach huydt, thidu miu tin huyde* |

Hiém giip Déng méu ndi mach lan tha, @ng 1icn cﬁu"’, hii chimg ting dd nhdt méiu,

i logn tifu edu khong xdc dinh khée, bénh vi mach huyét khii (ban xuét
huyét gidm tiéu ciu) #, rbi logn mdu khing xdc dinh khae, co dia d xudt
huyét, thiim nhidm bach ciu lympho

Risi loan hé midn dich
[t Eap Phil aauh*. qué mdn*
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S phéin v&, thodi ba amyloid, phdn (mg qua trung gian phite hop mien

Hii ehirng Cushing®, cutmg giap*, hii chimg Uét hormon ching bai nigu

Hiém gap
B ) djeh tiyp IIL
Rii loan hé néi tiet
It gip
khing thich hegp.
Hitim pip Mhirge giap

Réi loan chuyén héa vi dinh duiing

Rfr thirime gip

Gidim sir thém &n

Thuimg gip

Mt NLrce, huir.allhu:,él:“, -i'..lgt natri huyél!", du‘l'.'l'ng hu}'éﬂ. it I.hl.rt’:ng'. ha
canxi huyét*, bt thudng cnzym

It gap

Hi ching by giai khid u, chim phat widn®, ha magie huyét*, ha phosphate
huyét®, ting kali huyct*, ting canxi huyét®, ting natri huyét*, axit urie bét

Hiém g&i:l__

thudne®, dii thio dudine™, gill nude 5
Tang magnesi huygt®, r?t?fg%n toan, mat cdn bang dign E,ifli"‘. gua 1ai dich,
ha elo huyét*, gidm the tich tudin hodn, ting clo huy&*, ting phosphal
huyEt*, rbi logn chuyén héa, thidu hyt cac vitamin nhom B, thidgu vitamin
B 12, bgnh git, ting cadm gidc thém &n, khing dung nap rugu

1t4i logn tim thin

Thirémyg gip R&i loan va xbo wdn tim trang?, roi logn lo 4u®, rdi logn va xdo trin gide
ngu*

It gap R&i loan tim thin®, do gide*, loan thin®, 10 [in*,
bénehon

Hieém gip Y tudng ty =at*, roi logn dicu chinh, mé sing, gidm ham mudn tnh dye

Réi loan hé thiin kinh

Rt tharimg gap . Bénh [¥ thin kinh®, bénh than kinh cim gide ngogi vi, logn cim®, dau diy
thiin kinh*

Thurdmg giip Bénh Iy thin kinh vin ddng®, mét § thire (bao gém ngat), chong mat*, roi

1 logn vj gidic®, lo mo, nhire déu

frgap Run riiy, bénh Iy than kinh cém gific- viin dgng ngogi bién, roi logn vin
dong*, réi loan pl:-".‘]i lrp v thiing biing do tén thuong i.iléu nfio ¥, mat tri
nhdt (ngoal teir sa sit i wE)®, binh 1§ ndo®, ki chimg rdi logn tistin hodn
ndo sau cd hoi phwc, dic tinh thiin kinh, roi loan co gifit®, dau diy thiin
kinh do di ehimg binh zona, tdi logn phét dm*, hii chimg chén khang yén,
dau nira iy, dau thin kinh toa, rbi loan chil ¥, phin xa bdt tudmg®, rbi

i | khi gific

Hiém gip Xuit huydt nfio®, xufit huyét ndi sp (bao ghm xudt huyet dudi mang nhén)®,

phi nfio, con thide madu nfio thodng qua, hin mé, rbi logn hg thin kinh thye
viit, bénh Iy thin kinh thyc vit, liét ndo®, bai ligt*, liét nhe®, chodng, hi
chimg cubng nio, wdi logn maeh mau nlio, 1hn thwang & thin kinh, ting
hogt ddng tim thiin viin ddng, ehén ép vy sbng, i loan nhin thire khing
xdc dinh khie, vdi loan chite ndng vin ddng, voi logn hé thin kinh khing
xdc dinh khic, viém nhiém phong xa, chdy mrde dii, gidm treong lye co,
hiji chimg puillain-barrest, bénh da thiin kinh mét myeling
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Rai 1&:_5 n it

Thuimg giip

Sumng mﬁ?. Ei e bt tharémp *, viem k&t mac*

It gdp

Kudt huyet mét*, nhiém khudn mi miL*, viem mars, chiip (chalazion}#,
wiém bir milf, nhin d6i, khé mat*, kich img mat*, dan mét, ting chdy nwde
i, gi mt,

Higm gip

Tén thuomng g:ﬂ: mac®, 15 mét, viém wiing mae, dm l:liém1 i levan mit |
(bao gdm mi mit) khang xac dinh khéc, viém tuyén 1§ mie phii, chiing s
#nh sdng, loa mé[. bénh ¥ thin kinh thi gifick, cde mirc 46 suy gidm thi lue
lthdc nhaw ([én d&n mi loa) *

Rei logn tai vi mé dgo

R Inan mach man

Thiurlng pip Ching mat*

It glip Réi logn thinh gide (bao gom ca i tai) ®, gidm thinh lye (én dén ditc va
bao gﬁm i difc), kha chiu o tai

Higm gip Xudit huy€t trong tai, viém diy thin kinh tién dinh, r6i loan tai khiing xdc

r | dinh khde

Rii logm tim

Thirérng giip Chén ép tim#, ngumg tim-phoi*, rung tim (bao gbm ca rung nhi), suy tim
(bao gim cd suy thit tedi va phai) *, loan nhip tim*, nhip tim nhanh*, dénh
triing ngyre, diu thiit ngue, viém ming ngodi tim (bao gdm tein dich mang
ngodi tim)*, béah co tim*, bl logn chire nang tdm thét*, chim nhip tim

Hiém gip Cudng ding nhi, nhoi miu co tim*, block nhi -thét*, rdi loan tim mach

{bao gdm séc tim), xodn dinh, dau thit ngye khing dn dinh, rdi logn van
Aim*, suy dgng mach vianh, ngimg xoang

Thwdng gip
Tt gap

Ha huyet ap*, ha huyét ap the dimg, ting huyét 4p*

| "Tai bien mach mdu nﬁu#._hug'& khdi tinh mach sdu®, xudt huyﬁl“;, viém |

finh mgch huyét khéi (bao gém i tinh mgch néng), suy tin hodn (hao
pim sbc giam thé tich, viém tinh mach, bbc hoa®*, khii t mdu (bao ghm
quanh thin) *,suy tuin hodn ngogi bién®, viém mach, sung huyet (bao gﬁm
mat)

Hiém piip

Thuyén tic ngoai vi, phil bach huyét, xanh xao, dau do diu chi, gifin mach,

b1 mau tinh mach, suy Tnh mach

Rii loan hé |1ﬁ|'1.| lﬂng ngwe vé trung thiit I

Thurding gap | Khi thir*, chiy mdu miii, nhidm khuin duing o hip trén/dudi*, ho*

It g Thuyén thc phdi, trn dich mang phal, phi phdi (bao gdm ca phi phdi cip
3. xudt huyét phé nang- phii#, co thit phé quan, bénh phéi tie nghén min
tinh*, gidm oxy méu*, sung huyét dwémg hd hip®, gidm oxy mb, viém
miting phii®, ndic cut, chiy nude miil, khan ticng, tha kho khé

Hiém gdip Suy h hip, hoi chimg suy hé hip cdp, ngung thet, trdn khi mang phéi, xep

phéi, ting huyét ip ding mach phdi, ho ra méu, the gdp, khé the lae nim,
viém thinh phé nang phai, nhifm kiém b hip, thé nhanh, xo phii, réi loan
phé quin*, gidgm CO2 méu*, bEnh phiii k&, thim nhiém phai, dau thit e
hong, khi hong, thng tidt djch dwimg hi hﬁp trém, kich dng el hong, hii

chifng ho duding hé hidip tén

Rii loan tiéu hia

19719




https://trungtamthuoc.com/

Réit thutmg gilp | Ciie tridu chimg budn ndn vi non®, Héu chiy®, to bon
Thiring gip Hudt huyét dubing tiéu hde (bav gom nigm mae) *, khé lidu, viém miéng?®,
trwing bung, dau hiiu hong?*, dau bung (bao gdm dau dg day va lach)®, rdi
loan rEng migng®, diiy hoi - ol
I gip Vigm ty (bao Eﬁqn man th:l!'n} &, ndn ra mau, sung moi¥, lﬁ&ug ticu
R (bao gdm tic rodt non, tie rude)*, kh chiu & byng, loét migng®, vicm
rudit®, viém da day*®, chay mdu nudu, bénh trdo ngugc da dy thire quan®,
vigm dai tedng (bao gom elogteidium diffieile)*, viem dai tring thidy méu
cuc hof, viem dutmp tidu ha®, chimg khi nud, hiji chimg gt kich thich,
voi logn tién hda khong xdc dinh khac, mang ledi, v loan nhu ddng dwdng
- tidu hisa®, rdi loan tuyén nude bot*

Hidm giip Viém tuy cap, viém phic mge*, phil Weii®, cb trudng, vigm thye qudn,
vitm mdi, dai tién khing (v chd, mit co vong hiiv mén, u phin®*, [oét va
thing dwdmng tiéu héa*, phi dai nwdu, phinh dai ring, tiét djch trye teing,
bong nwde vimg migng- hong*, daw mbi, viém nha chu, rd hin man, thay
@i théi guen dai tién, dau trye tdng, phin béit thurdmg

'_]__151 loan gan miit

Thurimg gip Biit thuimg enzyme gan*
’Liﬂp B tinh trén gan (bao gbm roi logn gan), viém gan®, & mét
Higm gip Suy gan, gan to, hji ching Budd-Chiar, viém gan do eylomegalovinis,
o xuit huybt gan, soi mgl
Riji Ioan & da vi mé dui da
Thubng giip Phat ban*, ngira®, ban do, da kha i
fi giip Ban d6 da dang, may day, bénh da thim nhiém bach cau trung tinh o6 s6t

cﬁptl'nh, ban da nhidm dic, hogi tir bicu bi nhim doct, hdi chimg Stevens-
Johnsond, viém da®, roi loan tdc*, ddm xudt hu;nf:t, iy ty miu, thn thwong
da, ban xudt huyét, khii & da*, bénh vily nén, ting tiét mo hoi, dd md hii
ban dém, loét i thé ndmf, mun®, mun nude®, 1di loan shc 6=

Hiem gap Phén tmg da, bénh da thim nhiém bach ciu Jessner, hii chimg hong ban
dd mét cam giac & lng ban tay-bin chin, xuat huyét dudi da, ban viém
mach mang xanh tim, xo cimg da, sin, phén (mg nhay cam vdi dnh sing,
tiét b nhém, mé héi lgnh, rii logn da khiing xée dinh khie, d& da, [odt da,

rdi loan méng.
Rﬂilﬂn e xeorng v mi lién kit -
Lt thardngg gap Dy cir xuong khop®
Thudmg gip Co thiit cor®, dau 17 chi, véu co
it gaip CP gidt co, sung khip, viém khop®, cimg khip, bénh co®, ciim gidc ning
ne

Hifmgip Tidu cor viin, hii chimg khep théi dweng- him, 16 rd, tedn dich khdp, dau
ham, 6 loan xwong, nhidm khodn va vigm co xuong v md fign ké*, o

nang hoat djch.

Réi loan thiin v tiet niéu

Thiremg gip Cridm chire nang thin®* . ! L
It giip Suy thin cip, suy than man*, nhiém khudn duwrdng tict ng,u‘. cée déu higu
va triéu chimg dwdng Lt midut, téu ra mdu®, bi tidu, /i logn i tin®,

prolein nidu, Tang urea huyét, thidu nidu®, tiu it

Hiém gip | Kich img bang quang:
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Riii lopn hi sinh san ;f;.illyéi. vil

It gdip Xudt huyét am dao, dau bd ph.ﬁnﬂmhduu“ﬂﬁs_lﬁ_g_nﬁr_ﬂ;g_ dwong.
Hiem giip Réi Joan tinh hoan®, viém tuvén tién 118, i loan v & phy nir, dau mao
tinh hedn, viém mao tinh hodén, dau ving chiu, logt dm hi.

Rai loan i truyen, ¢6 yeu {0 gin dink vit bim sinh,
Hiém gip | Bat san, di dang da diy rudt, bénh viy ci

Rai loan toin than vil tinh trang tai chis ding thuic
Sl

| Rilt thudmg pdip _| 8617, mét mbi, suy nhirge i _ S 1
| Thautrag gip phi (b gdm cd ngoai bidn), dn lanh, dau®, khd chius
It g3p suy gidm sire khoe thé chit chung*, phit mat®, phin (mg tzi ch tiem*, roi |
logn nidém mac®, dau ngue, il loan ding di, cam thay lgnh, thoit mach®,
bign chimg lién quan dén catheter®, thay doi cam giae khat*, khi chiju ving
ngyc, edm gidc thin nhigt thay ddi* . dau tai chd tism®

Hiém gip Tir vong {bao gdm ¢4 dat ur), suy da co quan, xudt huyet tai chd LEm®,
thodt i (bao pom ci thoat vi hoanh)®, khd ning hoi phye kém®, viém,
vigm tinh mach tai vi trl tiém thudc®, dav, loét, khb chju, dau ngire khing
de tim, dau tai ch djit catheter, cam gidc cla dj vit.

Xét nghidm |

Thung @ip Giidm cén )

[t piip Ting bilirubine huyét*, két qud phin tich protein bt thirng®, ting cin, |
xét nghidm mbu bt thuimg*, ting protein C phén mg,

Higm giip Khi mau bit thwémg*, dign tdm dﬁ bt thirding (bao gvglm OT

kéo dai)®, chi st binh thrémg hoa quiic & (IRN)Y bt thurdmg®, gidm pH da
iy, giam, ting ke tip tidu -.:gﬁu , ting Troponin 1, xéc dinh virus va huyét
thanh hpc?, két qua phiin tich nude tigu bit thuimg®
Chiin thuromyg, ngd dic vi bitn chimg cin thil thedt

It giip Npdl, vt thim tim.
Hiém gip Phin g tiém truyén, gy xuong®, cimg khdp®, chin thuong mat, chin

thuong khdp*, béng, vit rach, dau do thi thudt, ton thuomg do chiéu i
Tha thuit ngi khoa vi ngoai khoa

Hiemgip | Hogt hoadpi thyobdo
¥nhém nhicu hon [ thudt ngir MedRA

| #Phin img bét lgi sau oy anh

U lymphao t€ bie vé (MCL)

Ha s an todn cia bortezomib trén 240 bénh nhin MCL didu tr bing bortezomib v lidy 1,3 mg/m? phii
hop wii rituximab, cyclophosphamide, doxorubicin va prednisone (phéic db VER-CAP) so vii 242 bnh
nhin diéu trj bing rituximab, cyelophosphamide, doxorubicin, vineristine, vl prednisone [phac do R-
CHOP] wong ddi nhidt quéan nhitng gi duge guan it thily & bénh nhén da v 10y vii nhimg khic bigt chinh
dirge md 1A dudi ddy. Cae phin (e bt i b sung duoe xéc dinh 18 o6 1ign quan dén vige sir dung ligu
phép k&t hgp (VeR-CAP) Ii nhidm virus viém gan B (<1%) vi thigu miu eye b co tim {1,3%). Tan sudt
turomg tir con cdic bién ob ndy & ed hai nhom dida tri, chi ta ving cfic phan dmg bit loi ndy khing ¢hi do
bortesomily, Su khic bigt ding chi ¥ treng nhdém bEnh nhin MCL so vdi cic bnh nhin trong cbe nghién
i da u tiy 14 tin swit xuat hién cac phan (mg bat loi vé huyét hoe cao hom = 39 (gidm bach ciil trung
tinh, gidm tiéu cau, giam bach gdu, thitu méu, giam bach cau lympho), bénh thin kinh cim pige ngoai
hién, ting huyél ap, sdt, viém phii, viém miéng, v (] loan toc/lang.
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Cac phan tmg bt lgi dirge xie dinh ob thn suit mdc = 1%, trong U hodc cao hon & nhom VeR-CAP va
it nhiit ey mbi quan hé nhiin qua & mire 6 the hofie o6 khi niing véi cde thanh phin cia nhém VeR-CAP,
dureee 181 ké rong Bdne &. Bang nay ciing hao gom phan g bit li ciia thudie dige xac dinh trong nhim
VeR-CAF mé di duge cic nghién cin vién dinh pid 1 ¢o it nhiit mdt méi quan hé nhiin qua & mie ¢d
thé hofe o khi ning vdi bortezomib dya trén div lidu lich sir trong cée nghién eiu da u tiy.
Pliin (g bédt lod durge Tigt ke dudi ddy theo hi corquan il nhdm tin sudl. Cac in suit duge dinh nghia
B Rét thierng gap (21/10); thutmg gdp (217100 dén <1/10); It gip (=1/1.000 dén <1/100): hidm gip
[(=1/10.000 dén <1/1.000): rit higm gip (<1/10.000), chwa biét (khiing thé ude lugmg tin sudt tir dir lidy
sn co). Trong moi nhém tn sudl, e dung khing mong mudn duge teinh bay theo thir i giam din vé
mic d oghiém trong. Bing & dd duge two m dya wén phién bin 16 cian MedDRA.
- xem Bang &

Bdrg 8: Phdn fing bilf td & bfnh nhin mde u lpmpho 13 bio thdn kink dwpe didu ir] bing VeR-CAP
frong m0r il nghigm idm sdng.

HE co' quan [Tin suit Phin fmg bat lgi
Nhiém khusin vi nhifm lcy sinh tring
Rt thirémg Eip Vidmn phoi*

Nhiém khuiin huyét (bao gém ste nhidm khudn)*, herpes zoster

{hao gf‘:m nhidm rdng & mit), nhifm virus herpes®, nhidm
Thudme gip khufin®, nhiém Iﬂuﬁn dutmg hd hip trén/dudi®, nhim ndm®,
herpes ximplex®
It gip Viém gan B, nhiém khuin®, viém phé quin- phéi

Rii loan man va hé bach huydt

Giden ity cau®, Giam bach ciu do sot, Giam bach eau trung

Rét thudng gip (inh*, Gidm bach ciu*, Thidu miu* _gidm bach chu lympho®
It paip Gidm todn the huyet ciu®
Riii loan hé mién dich
Thutme gip Qud mén*
It ap Phin dng phan ve
Rhi loun ehuven hia va dinh dwiing
Ilﬁu!mﬁng_g_ﬂp Gilam ngon migng
fous Ha kali huyet*, Budmg huyct bét thrtmg*, Ha natri huyét®, Béi
il théo duémg?, Gilt mude
Hiém giip Hai chimg Ty giai khii u
Riii logn tim thin
Thudng pap Rai loan vi xdo trén pisc ngi®

R loan hé thin kinh

. Bénh thin kinh cam gidc npoai bién, Roi loan cim gidc*, Dau
Rét thuding gip diy thn kinh

Bénh thin kinh*, Bénh by thén kinh vin dang¥, Miit ¥ thuc (bao

Thuimg gip ﬂl con ngﬁ.t:_ll Bénh ndo*, Bénh Iy thiin kinh ciim gide win ding
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ngoqi bién, Ching mat*, Roi logn vi gidc*, béah I thin kinh thye
Vil

figap Roi loan hé than kinh thyc vt

Rl loan mit

It gdp Thj lye bit thudng

Raoi loan tad vi mé dao

Thuimg gip | Rai loan thinh gide (bao gom { tai)
i gap Chéng mat, gidm thinh lye (dén mie vi bao ghm dide)

R loan o tim

Rung tim (bao gbm rung nhi), logn nhjp tim®*, suy tim (bao gom

Thuwémg gip ch suy thiit trdi vi phaii) *, thidu miu cue b co tim, rdi loan clire
néng tim thit*

it gap Rdii loan tim mach (bao glim sbe tim)

Rbi loan & mach

| Thurdmy gip | Tang huyét dp*, hy huyst dp®, ha huyét 4p thé dimg

Rii logn hé hip, 1ong ngwe vi trang thit

Thurimg zip Kho tha*, ho*, nic

: Hii chig suy hé hap cip, thuyén tic phéi, viém thanh phé nang

Il. ¥ =]

g ting hlt)‘é% lip ddng mach phdi, phi phdi (bao gdm phit phii edp)

R logn b tidu héa

Rt thudng gp E:;: trigu chimg budn nin v ndn®, tiéu chay®, viém mieng®, tao
Xudt huy®t tiéu héa (hao gdm xudt huyét nidm mac duimg tigu
héa)*, cling byng, chimg khdé tidu, dau hiiu- hong®, viém da day*,

Thudmi giip lodt migng®, khé chiu & byng, méit vi gide, viém duimg tiéu hoa*,
dau bung (bao gbm cd dau da day-rudt vi lach)*, vbi logn &
migng* )

It gip Viém dgi tring (bao gbm viém dai tring do elostidium difficile)

loan gan mat

Thutmg gip Do tinh trén gan (bao gbm cé i logn & gan)

it adip Suy gan

Rfii loan da vi mé dwii da

Rst thudmg gip Risi logn the*

Thurdimge ofip Mpra®, viém da®, phat ban®

_Eﬂi_lnun oo xuirng va mi lién kit

Thuimg gép

Co thit o, 1:'|'au co- xwong*, dau diiu chi

Rii l.m_i‘n_ﬂl_.i:u vii tidt nidu

Thulmg gap

Whifm khuén duime tiét niéu

Chie rdi logn chung vi tinh trang

tgi cha d nng thude

Rt thudng gip

S00%, mét mii, suy nhuwoe
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i Phi (hao gdm cd phi ngoai bién), dn lanh, han irng u_1i' vE i |
Thuung gip tiém®, kh &+ o i

Xét nghidm

Thing bilirubine méu*, két qui phin tich Protein bt thutmg®,
pldm efin, ting cdn

ENiwken whicn har | thugt meic MedRA

Thulmg @ip

MG £ mit si phan ang bit lyi
T4i hogt hoa virus Herpes zoster

Pa iy DA ding lhuﬁ-n‘ khang virus di phing cho 26% bénh nhin wong nhém VetM+P. Ty 1§
mic Herpes zoster trong 56 bénh nhén & nhom di u tei Ve tMHP Ti 1 7% ddi viri bénh nhin khong didy
trj dir phing bing thude khing virus so véi 3% d46i vii bénh nhin duge didu ui du phing hing thude
khang virus.

LF g ¢ bdo vd: Dy phing bing thube khing virus duge ding cho 137 trong st 240 bénh nhin
{57%) trong nhém VeR-CAP. Ty & mic Heipes 2oster trong sty cac bénh nhin trong nhom VeR-CAP 4
10,7% déi v&i bénh nhin khing didu tr dy phing bing thudc khiing virus so véi 3,6% doi véri bitnh shin
dibu 1ri dy phéng bang thude khing virus (xem Cdnh bdo wi than frong).

Tdi hogt hda v nhim virus vigm gan B (HBV)

L bympho i@ biao vo: Nhidm HBY wiri két eyc 1 vong xufit hign & 0,8% (n=2) bénh nhin trong nhém
diéu trj khong dimg bortezomib (rituximab, eyclophosphamide, doxorubicin, vincristing, prednisone; R-
CHOP) va 0,4% (n = |) edc bénh nhin ding bortezomib phoi hgp voi riteximab, cyclophosphamide,
doxorubicin, va prednisone (VcR-CAP). Ty I¢ chung nhifm virus viém gan B cling wiong r & nhiing
bénh nhin duge digu Wi bing VeR-CAP hofic véi R-CHOP {lin lugt 13 0.8% so vdi 1,2%).
Bénh I¥ thiin kinh ngoai bién trong phéc 46 phdi hyp

P tiip: Trong cdc thir nghiém vii bortezomib duge didu 1 nhu 13 mt thude didy tri tin cBng phii
hop viri dexamethasone (nghién ciu IFM-2005-01) vi dexamethasone-thalidomide {nghién ciu MMY -
3010), 1§ 1§ méc bénh 1¥ thin kinh ngogi bién trong phic db phbi hgp duge trinh biy trong Bamg 9.

- %xem Bang 9,

Bing 9: TV I mic bénh I thiln kink ngogi bidn trong @iéw tef tin cdng theo miec 8§ dfe tink vi nging
didu trj do binh 4j thin kinh ngoai bién, ) L

1FM-2005-01 MMY-3010 B
VDDx BDx TDx BTDx
(N=211) (N=239) (N=126) (W=130)
T & mac P™ (%) =
Thit ca cic dd PN 3 15 12 45
> P52 PN | = 10 2 31
=5y 3 PN <] 5 5
E;E;mg digu trj do PN <l 5 | | :
FDDx=vincristive,  dexorubicin,  dexameihazons;  Ble=bariezoniih, dexamieihasone;
TOx=thalidomide, dexameifasons; !
BT Dx=boriezomib, thalidomide, dexamethasone; PN=bénly than kink ngoai v
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Lanss 3 Béntt Ip thdn kivh rrgnq.:;l.;'.&:l';n- (PN} bag pom ede theidt rgit deyre wee tién: bénh IV then kinf
neog| !J:Eq. Béinky I theivy kimh vain dimge npogi Bicn, bénk v than Kk edm gide ngoal bign v bénh Iy
dor eledy ifvan kink

L dyenpaf ie hira vo:

Trong nghién cim LYM-3002, bortezomib duge ding vai rituximab, eyelophosphamide, doxorublcin va
prednisone (R-CAP), 1y 1§ mic bénh [§ thin kinh ngogi bién trong phée db phdi hop duge trinh biy
trong Bearg 1k

- ¥em Bdng 10 .

Ring 10; Ty If miiic bl [f dhviin Rinh ngogl bidn trong nghién ciw LYM-3002 theo e timh wi
ngitng didu iri do bénh I thin kinh ngogi bién

BR-CAT R-CHOP
(N=240) | (N=242) |
T 1é mae PN (%) d
Tt ¢ cdo di PN 0 24
=P 2 PN ) 18 4
= Pd 3 PN 4 4
Npimg didu trjdo PN(%) |2 <

BR-CAP= bortezomib, vituximab, cyclophosphamide, doxorubicin va p-;e?ﬂfmw.' R-
CHOP= rituzimab, cyelophosphamide, doxoridicin, vinerisiine vi predmisone; PN=bénkh
thetn kink ngoql bién

fgnk i then kink mgoqi bién bao i cae thandt ngit: binh Iy than ik edim gidic mgad i,
| Bénh Iy thin kinh ngoai hidn, binh I¥ than kink cdam gide- win ding neoai bign,

Bénh nhin MCL cao tudi

42,9% bénh nhén trong nhom VeR-CAP trong & tufi 65-74 tudi va 10,4% bénh nhiin = 75 wéi. Mic di
& bgnh nhin = 75 tudi, cb VeR-CAP va R-CHOP déu kém dung nap hon, 19 18 bidn cé bit lgi nghiém
trgng o nhom VelR-CAP la 68%, s viéi 42% & nhdm R-CHOP.

Khic bigt ding chi ¥ trong dii lifn an todn cia borteromib tidm dwii da so vivi tiém tinh mgeh lkhi
dom tri liéu

Trong mit nghién cir pha 111, nhitng bénh nhin ding bortezomib tiém dudi da so v&i tiém tinh mach,
t¥ 1§ chung vé phin img ngoai ¥ lién quan dén didu trj & DG = 3 1 thiip hon 13%, va o 18 ngimg didu 1
BORTEZOMIB la thiip hon 3%. Ty 1§ chung vé Liéu chay, dau da day rudt va dau bung, suy nhuge oo
thé, nhidm khudn dudng his hilp trén vis bénh 1y thiin kinh ngogi bién 1 thip hon 12% - 15% & nhém
tiém dudi da so véi nhém tiém tinh mach. Ngoai ra ty 18 bénh 15 thin kinh ngoai bien & B§ = 3 1 thip
hom 10% vit ty 1€ ngimg thubc do bénh 1y thin Kinh ngoai bién thiip hon 8% & nhém tiém dudi da so v
nhim tiégm fTnh mach,

6% bEnh nhin ¢t phan tmg bt loi tai ehd tiém dudi da, phin lén 13 dé da. Che terdng hop hdi phye
teung binh trong 6 ngdy, ciin diéu chinh liu teén hai bénh nhin. Hai bénh nhin (1%6) o6 phan (mg nghiém
trpng; | truding hop bi ngla va | trudmg hop dé da.

T1 1 tir vong khi dlidu trj & nhém tiém dudi da 13 5% v & nhom tiém tinh mach 13 7%, T 1é fir vong do
"bénh tién trién™ & nhom (ém dwdi de i 18% vi & nhdm tiém tinh mach 14 9%.

Bicu trj lai cho bénh nhin da u tuy tai P]’“\

Trong mit nghién ciu woi bortezomib duge digu trj lai cho 130 bénh nhin da u tiy tai phat, nhiing nguii
trude diy e it nhit dip tng mot phiin vl phac db oo chira bortezomib, edc bin 8 bit lgi thuong ip
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nhdit & L cie mie 0, xdy ra it nhit & 25% sb bdnh nhin 18 giam tdu clu (35%), bénh |y thin kinh
(410%), thidu mau (37%4), tidu chiy (35%) vi tho bon (2856), Bénh Iy than kinh ngoai hién tit ci mire 46
v di = 3 duwgre ghi nhan lan lugt & 40% va 8,5% sd bénh nhin.

Théug bie choe bic 57 , dirge si nhitag tde dyng khing mong mudn gip phai khi dieg thude,

QUA LIEU VA CACH XU TRI

O céc biénk nhin, ding qué lidu glp d6i lidu khuyln co e lign quan dén ha huyt dp ed trigu chimg vi
gidm tidu cdu cép din dén Lir vong. DA véi edie nghidn efru tign lm sing vE an todn teén tim mgch xem
phz:m An tadn tién lim RETE.

Chism ot thudc gisi dde diic hidu cho trudmg hop qua lign bortezomib, Trong tremg hop ding qud lidw,
chn theo déi céc diiu higu sinh thn efia bénh nhin vi chiim sde b tog thich hop dé duy i huyét 4p (nhu
truyén dich, cée thube ting huyét ip vizhodie che thudc ting co hép cor tim) vi nhigt d§ co thé (xem phin
Lidu divrg & Cee dimg v Canh bao va thin irgng khi eliving .f.llr.r.'r.l"rn'}

PAC TINH DUGC LUC HOC

Nhém duwge ly: Thude chang ung th, cic thude chdng ung thir khie

Mi ATC: LOIXGI

Cor ehé the dung

Bortezomib 13 mdt chit e ché proteasome. Thude duge thiél ké dde bigt dé tre ché hoat tinh kigu-

chymatrypsin ¢lia proteasome 265 trong 1€ bao ddng vit eé vi. Proteasome 265 13 méit phire hgp protein

lém gy tidu hiy cde protein duge ubiquitin héa. Con dwiing proteasome - ubiquitin déng vai trd thidy

yéu trong vige diéu hia 56 luong cde protein ey thé, do dé duy tei dn dinh ndi moi trong 1€ bio. Uc ché

proteasome 268 Jam ngiin ngira sir ly gidi cde protein dich pdy va dnh hudng dén nhidu dbng thic tin

higu hén trong B hao, cudi ciing diin &én chét t& bio ung thir,

Hartezamib ¢é tinh chon lpe can viri proteasome. O ndng 48 10 pM, bortezomib khing Ge ché bit ky

lopi receptor vil protease nio trén mit phd réng céc loai duge sing loe v tie dyng trén proteasome chon

loc han 1.500 lin so véi enzyme wu tién tigp theo cha thy de. Ding hoe ela qud teinh (e ¢hé proteasome

3 dugre ddnh pid in vitro, va cho thiy bortezomib 1ach ra khéi protessome vii 155 1a 20 phit, do dé

chitng minh sy e chié proteasome héi bortezomib 13 e thé hdi phue.

Sur e ché proteasome qua trung gian cia bortezomib anh hutng dén cée 1€ bao ung thu bing nhiéu céch,

bao ghm nhimg khng gidi han, trong vige thay ddi cde protein didu hia, 13 nhimg protein diéu khién

tién trién cia chu trinh t& bao va hoat héa véu @ nhin kappa B (NF-kB). Ue ché proteasome diin dén

vide ngirmg ehu trinh & bito vi chét tf bilo theo chireng trinh (apoptosis), NF- kB 1d mdt yéu 1 sa0 m3

ma s hoat héda yéu té niy 14 clin thidt trén nhidy phuong dign eia qua trink sinh khéi u, bao gbm sy Gng

trudmg vii stng ¢on ciia té bao, si hinh thinh mach mau, su twomg tie 18 bio - té bao va s di cin, Trong

u liy sareng, bortezomib anh hudng den kha ndng ede 1€ bio u iy xwong twomg e vai vi mai teimg o

1Y Xuomg.

Cac thi nghiém 44 chimg minh efing bortezomib ed dic tinh voi nhidu logi 1€ bio ung thy va so véi cic

b bisos binh thudmg, cde té bio ung th ndy nhay cém hen vir tie dyng e chié protessome din dén chét
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té bito theo churang trinh, Bortezomib lam giam sir phit tridn khéi u e vive & nhitu mé hinh tén lm
ging trén kioi u, bao gdm da u tiy xuwong,

D ligu tir che mé hinh thire nghigm in vitro, ex-vive vi trién ddng vt véi bortezomib cho thily riing
thudec lim tang hiét hoa va hoat ding ciia té bio tao xwomg vi (e ché chire ning té bao hiy xrong. Nhing
the dung nay da duge quan sat & nhimg bénh nhin da u thy xweng b dnh hidmg béi mét finh trang hiy
suemgr bénh 1y tién tridn vi diroe didu tri véi borlezomib.

PAC TINH DUQC BONG HOC

Hiip thu

Suu khi tiém tinh mach nhanh vai liéu 1,0 mg/m2 v 1,3 mg/m2 cho 11 bénh nhan da o tiy wa 40 thanh
thai creatinine [on hon 50 mL/phit, nong b thi da trung binh trong huyét trong coa lidu ddu tién
bortezomib tuomg (mg 14 57 v 112 ng/ml.. Trong cde ligu tip theo, ndng db 16i da trung binh trong
huyét trong quan sit thiy dao ding 1 67 dén 106 ng/mL ddi vii lifu 1,0 ma/m2 vi 89 dén 120 ng/mL.
ddi wiri ligu 1,3 mg/m2,

Sau khi tiém (inh mach nhanh heic tiém dwdi da litu 1,3 mg/m2 cho bénh nhin da u tiy (n = (4 ¢ho
nhém tigm tinth mach, n = 17 cho nhém tiém dwdi da), tong nong 45 todn thin sau lidy & lai (AUCast)
1 tuong ty khi tigm finh mach bodic tiém dudi da, Cmax sau khi tiém dudi da (20,4 ng/mlL) i lhép hvon
s0 v tiém Tnh mepch (223 ng/ml). Ty 1@ phin bo bidu kién trung binh 18 0,99 vi khodng tin cy 90%
I 80,1 8%-122,80%,

Phiin b

The tich phin b trung bink (Vd) clia bortezomib dao déing tir 1659 L dén 3294 L sau khi tiém tinh mach
dom lidu hodie ligu 3p lai 1,0 mg/m2 holie 1,3 mg/m2 cho bénh nhin da u ty, Pidy ndy gei ¥ efing
bortezomib phiin bd rgng rili vite cde mé ngogi vi, Trong dii nong 86 bortezomib 1ir 0,01 dén 1,0 pgfml.,
sir lién kit protein in vitro trung binh ki 82,9% trong huyét tromg ngati. T 1£ borlezomib géin vii protein
huyet twong khéing phy thube vio nbng 44,

Chuyin dang sinh hge

Céc nghién ciu in vire vai microsome gan ngudi v cdc phin typ enzym cytochrome P450 duge bidgy
hién cDNA cfia ngudi cho thiy bortezomib duge chuyén héa chi yé bing cach oxy hod théng qua cée
enzyme cytochrome P450, 3A4, 2C19 vi 1A2. Con diiing chuyén héa chinh i deboron dé tao thinh hai
chdt chuyén héa deboron hén ma nhitng chit ndy sau dé duge hydroxyl hoa thanh nhidu chét chuyén
hoa. Cée chit chuyén héa bortezomib deboron héa khing e hoat tinh {rc ché proteasome 268,

Thai trir
Thini gian bin thii trung binh (t1/2) cia bortezomib khi diing da lidu dao ddng tir 40-193 gie. Bortezomib
dugrc thai trir nhanh hon sau litu diu tién so vii nhiing liéu tiép theo, Thanh thai toan b 1 102 vi 112

Ligitr sam lidw diiu tién ldn lugt & cde mic 1idu 1,0 mg/m2 v 1,3 mg/m® vi dao dfng twong (mg trong
lchodng tir 15 dén 32 Ligitvva |8 dén 32 Ligid sau khi ding da ligu 1,0 mg/m? va 1,3 mg/m?,

Cite quiin the bénh nhin dic biét

Suy gan;: T dung cha tinh trang suy gan dbi vii duge ding hoe efia borlezomib di duge dénh gid trong
mét nghién el pha | trong chu ky dicu trj diu tién, bao gdm 61 bénh nhén chil véu bi cie khéi u rin va
o0 cde mire dd suy gan khéc nhaw & cac lidu bortezomib tir 0,5 dén 1,3 mg/m?.

Khi so sdnh voi nhimg bénh nhén ed chie nang gan binh thwéng, suy gan nhe khéng lim thay déi ALIC
chudn héa theo ligy etia bortezomib. Tuy nhién, cic gid trj AUC trung binh chufn héa theo lidu ¢ ting
lén khoang 60% & nhitng bénh nhin suy gan mire d¢ trung binh hofic ning. Khuyén edo lidu khéi diu
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thip hon & nhitng bénh nhin suy gan mic dd trung binh hode ndng, vi nhing bénh nhin nay ciin dwere
theo dai chit eh® (xem Lide ding va edch divg, Béang 6).

Segp thein: MOt nghién ciu duge ding hee di duge thee hign & nhimg bénh nhin ¢b moe b suy thin
khde nhau, duge phin loai theo cde gid ir] thanh théi creatining (CrCl) cia hy vilo cic nhdm sau: Binh
thirdmg (CrCl = 60 mL/phit1,73 m2, n = 12}, Suy thin nheg (CrCL = 40-539 mL/phtt'l 73 m2, n = U],
Suy thiin trang binh (CrCl = 20-39 mL/phit/1,73 m2, n = 9) vd Suy thiin niing ;’]E:CI <20 mL/phin/1,73
m2, n =3}, Mjt nhom bénh nhiin thim phén thin di duge ding thuoe sau khi tham phin than eling dige
dum vio nghién ci (n = 8), Bénh nhin duge ding cac lidu tiém tinh mach tr 0.7 dén 1,3 mgim2 cia
VELCADE hai Win m8i tuin, [*-!Emg div cia borlezomib (AUC v Cmax chudn héa theo lidu) 1A trong e
aifta it cf che nhim {xem Lidw ditng vi edelr ding).

Tudi: Duge dong hoe coe bortezomib duge mo 6 sau khi dimg tiém Goh mach lidu 1,3 mg/m2 hai lin
mdi tufin cho 104 bénh nhin nhi {ti 2-16 twéi} mic bgah lo xé mi dang lympho edp tinh (ALL) hofie
bénh I x& mi ding tiy cdp tinh (AML). Dya trén phin tich duge ding hoe quéan the, thanh thai cia
boricromib tang 180 khi dign tich b mat co thé (BSAY ting lén. Cic gié trf trung binh cla thank thai
(V) 12 7,79 (25%) Ligitvm2, the tich phin bd & trang théi on dinh (2 834 (39%) Lim2 vi thixi gian
bén thai 1& 100 (44%) gi¢r. Sau khi hidu chinh theo BSA, cic dic diém nhdn khiu hoc khac nhur tudi, cin
ning vi giti tinh khing anh huimg dang k& v& mat lam sdng doi voi thanh thi cia bortezomib.
Thanh thai chudin hda theo BSA ¢ia bortezomib & bénh nhén teé em cling twong tr nhu & ngudi ldn.

An toan tién lim sing

Bortezomil cd kit qua duong tinh voi tic dyng giy dit bién nhitm she thé (sai 1éch vé cau mic nhiem
sfic thé) trong thir nghigm sai [§ch nhiém sic thé in vitro st dyng té béo trimg cia chudt lang hamster
Trung Qude (Chinese hamster avary -CHO) & nong d& thap 3,125 peg/imL, i nong da thap nhit duge
diinh pid. Bortezomib khing cd ddc tinh trén gen khi duge déanh gia tong thir nghiém gay dét bién in
vitro {thit nghiém Ames) vi thir nghiém i nhiin in vivo & chut nhit.

Cdic nghidn cim de 1inh tén sy phat trién & chudt cbng va thd cho thiy phéi thai chet & ligu o dge tinh
trén ding vt me, nhung khong oo dgc tinh phéi - thai true tép & licu dudi lidu cb dde tinh trén con me.
Cde nghign ol it khd nding sinh san chua duge thre hign nhung dinh gid cic m sinh san i dugc thyre
hign trong edc nghién eina doc tinh chung. Trong nghién cim & chugt cing kéo dai 6 thing, d quan sal
thily cis tée dung thodi héa & ci tinh hoin va budng ting, Do dé, cé thé bortezomib o6 the dyng tidm
ting dén khé nang sinh sin & ci nam gidn hay nir gidi. Céc nghién el vi sy phil ridn & gial doan tong
vi sau sinh chara duie tién hinh,

Trong cde nghién chu dde tinh chung da chu k duge thye hién & chudgt edng v khi, cie co quan dich
chil yibu bao ghm duding 1igu hie, din dén nin vivhodc tide chiy; cic mb tgo mau va bych huyét, din
dén gidm cde té bio miu ngogi bién, teo md bach Iluyiil v gidm 1€ bio tao médu iy swong; bénh 1y thiln
kinh ngoai bién (quan sat thiy & khi, chudt nhdt vi chd) lién quan dén cie sgi true thin kinh cdm pidc,
va nhing tha-éu dbi nhe & thin. Tt ch cée co quan dich nay déu df phye hoi mt phin hoge hodn todn sau
khi ngimg dicu irj.

Dyra trén chc nghién cine tén déng vit, sy xdm nhip, néu ¢b, cla bortezomib qua hang réo méu nio
dulmg nhur bi gidt han v mii lién quan dén ngudi 1a chua 18,

Cie nghién edu duge 19 hoe an todn trén tim mach & khi va ché cho thily eic ligu tigm tinh mach cao
khodng 2-3 lin so v lidu duge khuyvén cie wén 1dm sdng tinh theo mgfm2, ¢d lién quan dén ting nhip
tim, gidm st co bép, hg huyét dp v ti vang. O cho, sif gidm co bop tim v ha huyét dp d8 ddp tmg i
syr can thigp cp tinh bing cac thude hudng co tim duong Linh hojfic cic thude lam tang huyét dp. Hom
nife, trong nehién ol trén chd, guan =at thisy ting nhe v khodng QT hidu chinh
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Han ditng: 24 thing k& Ui ngdy sin xudl. Khing ding thude sau nghy hét han duge ghi trén bao bi.
Dung dich thudc sau khi pha phii dirge ding trong véng 8§ gid khi deve bio quéin & nhigt df phimg vi

trinh tiép xilc vai dnh sing trong phing,

Tién chudn chit loyng cia thube: Nha sén xudt
Tén vi dia chi cia nha san xuiit:

Hetero Labs Limited,

Unit ~ VI, Sy. No. 410411, TSIC Formulation SEZ, Polepally village, Jadcherla Mandal,

Mahahoobnagar District, Telangana State, An-Dé.
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