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Rx Thuie ndy chi dwge ding theo don thude

LENANGIOS, 10, 15
(Vién nang Lenalidomide 5 mg, 10 mg, 15 mg)

THUOC DOC
B¢ xa tim tay tré em
By kit huedng din si dyng troede ki dimng

THANH PHAN
LEMAMNGIO 5
Wi vién nang chia:
Hogt chdr: Lenalidomide (Povidone Premix) .........cooocnianree.. 10 mE

(wrong duong véi Lenalidomide ......oooociinnianiened ME)

Td dirgie: Mannitol, Microerystalline Cellulose, Croscarmellose natri, Magnesi stearat.
LENANGIO 10
M3 vien nang chira:
Hogt chitt: Lenalidomide (Povidone Premix) ..oooeeeeneeinnnas 20 mg

{wromg dwong vari Lenalidomide ..o 0 mg)
Tii dhegre: Mannitol, Microerystalline Cellulose, Croscarmellose natri, Magnesi stearat,
LENANGIO 15
Mdi vién nang chira:
Hogt chdr: | enalidomide (Povidone Premix) ...ooveeiieeencocn, 30 me

{tuong duong voi Lenalidomide ... e 15 mg)
Td durgre: Mannitol, Microcrystalline Cellulose, Croscarmellose nutri, Magnesi stearal.
DANG BAO CHE: Vién nang cimg )
M ti dang bio ché; : .
Lenangio 5: Bot mau tring dén triing ngd dwge dong trong nang gelatin clmg b 4 ¢0 ndp miu tring
duc in chir "RDY" méu den va thiin nang mau triing dyc in *3mg” miu den. _
Lenangio 10: B3t méu tring dén tring ngd duge dang trong nang gelatin cdmg co 2 ¢d ndp miu xanh
li nhat in chit ‘RDY" miu den vi thin nang mau ving nhat in *10mg" mdu den. .
Lenangio |5: Bot mau tring dén tring ngd duge déng trong nang gelatin cimg ed | ¢b nip miu xanh
diemg in chit *ROY " mau den va than nang maw triing in *15mg" miu den,
CHI DJNH
Pa w iy (MM Multiple myeloma)
Lenalidomide dom tri lidu duge chi dinh diéu tri duy tri cho bénh nhin tnrimg thanh bj da v tay mdi
duge chan dodn, nhimg ngwdi ndy 43 duge ghép & bdo gde 1y thin (ASCT: auiologous stem cell
transplantation ).
Lenalidomide diing két hop vii dexamethasone hodic bortezomib va dexamethasone, hole melphalan
vit prednisone duge chi dinh d€ didu tri cho bénh nhin tneomg thinh bi da u 1y chua duge didu 1rj
tnrde d, nhimg ngudi ndy khong da didu kién dé cly ghép.
Lenalidomide két hgp voi dexamethasone duge chi dinh dé di¢u trj da u tiry & nhitmg béah nhin nguri
W 3 dirgre di€u tr truede A6 it nhat mét ligu phap.
Hii chimg logn sam tay (MDS: Myelodysplastic syndromes}) .
Lenalidomide dom tri liéu duge chi dinh difu tri bénh nhiin ngudi lim thidu mau phy thuge vao truyén
méu do hii chimg loan sin 1y nguy co thip hoge trung binh-1 cd lién guan dién bt thuimg di truyén
hige 1€ b do khiém khuyét 5q thé phiin Lp khi cic lya chon didu tr khac khéng dép img hofc khing
thich hgpe.
U ivmpho té bao mantle (MC1L: Mante cell lymphoma) )
Lenalidomide don tri ligu dwge chi dinh 4 didu tr cho nhimg b§nh nhin treimg thinh mic u lympho
1@ bao mantle i phat hay khang tri.
U lympho thé nang (Follicular lvmphoma) _
Lenalidomide phii hop ver rituximab (khang the khang CD20) duge chi dinh d< did¢u tri bénh nhén
truomy thinh bj u lympho thé nang da duge didu i trude do (85 1-3a).
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LIEU LUQNG VA CACH DUNG

Bidu trj bing thude lenalidomide nén dige pidm sdt bii bde sTed kinh nghigm trong vige si dyng

ligu phdp ching ung the.

Déi v it ca cae chi dinh mo td bén dudi:

o Litu duoe didu chinh dya trén két qua xét nghiém va lém sng (sem myc Cinfi bdo die bigt v
thein trong khi dimg thmoe),

o  Didu chinh liéu wong khi didu trf va kit ddu lgi diku i duge khuyén cdo nham kiém sodt gidm
tidu clu A0 3 hofic 4, giam bach clu hode d¢c tinh d6 3 hodie 4 khie dwge cho 14 ¢d lién quan dén
lenalidomide.

Trong truémg hop giam bach cliu, nén cin nhic sir dung cic ydu 1 ting tudmg A2 kidm sodt,
Néu It hom 12 gicr ké tir khi quén ligu, bénh nhin 6 thé dimg lidu. Néu nhidu hom 12 gitr ké i
khi quén liéu, bénh nhin khang nén ding lidw, ubng lidu ké tiép nhu binh thuimg vao nghy him

AR

LIEU LUQNG
Pa u tiy mii duge chiin dodn
Lenalidomide p.hugfﬁw viil dexamethasone cho din khi bgnk tién tridn & nhitng binh nhin khing
dii didu kign a8 edy ghép
Khing duge bit diu diéu i lenalidomide néu s lugmg bach chu trung tinh iyt doi (ANC) <
1.0x 10%/L, vivhode s6 luong tidu ciu < 75 x 10%L.
Ligw khuyén cdo .
Li¢u khévi ddu khuyén cdo cia lenalidomide li 25 mg udng | Kin mdi ngdy vao cic ngdy | dén 21 cua
chu ky 28 ngay lip lai.
Lidy khuyén cio cia dexamethasone 13 40 mg udng 1 lin méi ngay vdo cac ngiy 1, 8, 15 v 22 cua
chu ki 28 ngdy [ap lai. Bénh nhin c6 thé tép e didu i lenalidomide vi dexamethasone cho dén
khi bénh tién trién hodic khdng dung nap.

o (e hndc gidm fiéu

| Lenalidomide” Dexamethasonie®
Litu khai diiu 125 mp | 40mg
Licu mirc | 20 my 20 mg
Li¢u mirc 2 15 mg 12 mg
Lidu mic 3 10 me 8 mg
Licu mirne 4 I mg 4mg
Lidu mirc 3 2.5 mg ' Khing dp dung

2 CGidm lidu cho 2 thude ¢d the duge xr 1i dde Tp
+  (Giam tidu ciu

[ Khi 50 lugng tiéu céu Khuyén cap
Giam xutng < 25 x 10%1L Ngumg ditu trj lenalidomide®
Trar vé = 50 x 1071 Giiam ligu | mirc khi bit dau lai & chu kj ké tidp

* Néw dde tinh gidi han ligu (DLT: Dose limiting toxicity) xiy ra tir ngdy thir 15 tro di coa | chu
k3, liku lenalidomide 52 ngung it nhit phin con lai cda ehu ky 28 ngdy hign tai
+  Gidm 58 lugng bach céu trung tinh tuyét doi (ANC) -~ giim byeh cdu

| Khi sif Tuth bach ciu trung Linh tuyét 851 (ANC) | Khuyén céo’
| Gidm lan dau xudag < 0,5 % 1071 | Npumg diéu tri lenalidomide

“Trerve = | % 10%L khi giam bach ciu 12 dgc tinh | Ding lai lenalidomide vér lidu khai déu | 1an moi

duv nhit ngiy

Tror wé = 0.5 x 1071 khi guan st thiy dfc tinh | Bat diu lai lenalidomide véi lidge mic 1, mit lan

huyét hoe phy thude lidu ngodi gidm bach clu mdi ngiy

Dbl v moi 1in gism sau d6 dudi < 0,5 x 1071 | Meung diéu tri lenalidomide

| Trir vé = 0.5 x 10%L it dau lai lenalidomide véi mire lidu thiip hom ke

tigp. mét 1 méi ngdy.

" ® iy van quyet dinh cla h&é-s?. néu gim bach cau 1a doc tinh duy nhit & bt ky mir lieu nao, thém

véu th kich thich dong bach ciu hat (G-CSF) va duy trl mie liéu cia lenalidomide.
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P& vari dic tink huyét hoe, lidu lenalidomide c6 thé diing lai mirc lidu cao hon ké tiép (cho dén Tiéu
kheri diiu) khi cd cai thién chirc ndng tiy xuwong (khing cb dge tinh hu &t hopo it nhdt 2 chu ki lién
tidp: ANC = 1,5 x 10%L v ticu cau > 100 x 10%L khi bat didu chu k¥ diu tri).

Lenalidomide két hgp voi borfezomib va dexamethasone, sau dd lenalldomide vi dexamethasone
el dén khi biih tién trién o bénk nhin khing dd dida kign 48 cly ghép
Kherd deiu diéu vi: Lenalidomide két hop v bortezomib va dexamethasone
Khéng duge bt diu diéu irj bing lenalidomide két hop voi bortezamib vi dexamethasone néu s
lrgmyg bach edu trung tinh tuyét doi (ANC) <10 x 10%L va / hodc s Irgmg tiéu cdu =50 x 10%1L..
Licu khévi diu khu}é%'n cdio ciia lenalidomide 14 25 mg udng mot lin m3i ngdy vio cdc ngay 1-14 cin
mdi chu k¥ 21 ngay khi két hop v bortezomib va dexamethasone. Bortezomib dugre ding duomg
tiém dudi da (1,3 mg/m? dign tich bé mat cor thé), hai 1n mdi wdn vio cie ngdy 1,4, 8 va 11 cha mdi
chu k¥ 21 ngdy. D8I vdi thing tin chi tiét vé lidu, ché d§ liéu va dicu chinh lidu cia che thudic ding
két hop vdi lenalidomide, xem mue Durpre die bpe v Thing tin kE toa cua thude wong (mg.
Khuvén céo ding thude dén § chu k¥ didu tr 21 ngdy (24 twdn cia diu tr khoi ddu).
Didu trf 1iép twe: Lenalidomide phii hop vii dexamethasone cho dén khi tién trien
Tiép tye dimg lenalidomide 1idu 25 mg ung mdt lin mdi ngy vao cic ngly 1-21 coa chu ky 28 nghy
lip lai két hyp vivi dexamethasone. Nén tidp tye didu tri cho dén khi bénh ticn trién hafic die tinh
khing chip nhin duge.

o e beece sricin lidn

Lenalidomide®
Lidu khivi diu 23 mg
Li¢u mire -1 20 mg
Licu mirc -2 |3 mg
Ligu mirc -3 10 mg =
Lidu mie - 4 : Mg
Lifu mirc -5 2.5 my

* Giam lidgu cho @l cd cdc thude o6 thé duge xd 1 mdt cach dbe Iip

®  (ridm Hidn ci
Khi tidu t'.l!!u

Giam xudng < 30 x 10%L Nging ding lenalidomide :

Trovh=S0x 10%L | Bat dau dung lgi lenalidomide vai figu mie 1, mt lin moi ngay

D41 voi mol lan giam sau do | Ngung digu o lenalidomide

dudhi 30 x 10%L

“Trérvé = 50 x 10%L

Khuyén cdo

Bat ddu ding lyi lenalidomide & mirc Tiéu thip hon ké tiép, mét
lin mdi ngdy
o Sd ligmg bach cdu irung tin Bt i (ANC) — giam bach EE""'

Khi st lwnyng bach can trung tinh tuy§t ddi | Khoyén cio®
Diu tién giam xudng < 0,5 x 10°7L Dimg dicu trf lenalidomide®
Trér veé = 1 x 10%L khi giam bach cdu trung Tiép tuc ding lai lenalidomide & licu khai diu
tinth 14 dde tinh duy nhg quan sit duge mgit lan mii ngay

Tro vé = 0,5 x 1091 khi cée dde tinh huyét hee
phy thude lidu khdc voi giam bach cdu rung
tinh quan sit dinge

Tiép e dimg lai lenalidomide & liéu mire 1,
mot lan mdi ngdy

D& véi mbi dgt giam sau do < 0,5 x 1071

Dimg dicu tri lenalidomide

Trarve = 0,5 x 10VL

Tidp tyc ding lgi lenalidomide & murc liew thap

hon ké tiép, mit Bin mdi npdy

" iy viso quyét dinh cia hc ag‘ neu gidm bach
yiu 10 kich thich dong bach c

lis dc tinh duy nhit & bat ki mire liéu ndo, thém

u hat {G-CSF) va duy tri mire lidu cia lenalidomide.

Lenalidomide phii :gr i meiphalan vi preduivone, sau di duy tei lenalidamide o bénk nhdn
ghép

khing dii diéu kign

Khong duge bit diu diéu tri bang lenalidomide néu s lrgng bach chu trung tinh tuyét dii (ANC)
21,5 x 10%L vit / hofie sb lugng tidu cdu <75 x 10%/1.
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Licu khéri ditu khuyén edio 14 lenalidomide 10 mg, uéng mét lin mi ngay vio cdc ngay 1-21 cia chu
ki 28 ngay lap lai trong 9 chu ki, melphalan 0,18 mg/kg uing méi ngdy vao cde nghy 1-4 ciu chu
ky 28 ngay lip lai, prednisone 2 mg/ke, ubng mdi ngdy vio cde ngdy 1-4 cda chu ki 28 ngay 1p lpi.
Nhimg bénh nhin 48 hoin thinh 9 chu k¥ hofc khdng the hotn thinh li¢u phép phdi hop do khing
dung nap duge didu trj lenalidomide dom irf liéu nhur sau: 10 me ubng mét lin mdi ngay vio cic ngdy
1-21 cin chu ki 28 ngay 13p lai cho dén khi bénh ticén trién.

& e buvee gidm lidu

Lenalidomide Melphalan Prednisone
Licukhoidau | 10mg' 0,18 me'kg, 2 mg'kg
Litumie | [75mg |04 mghg | mg/kg
Ligu mirc 2 [Smg | 010mghg 0.5 mp/kg
Licu mirc 3 2.5 mg Khéng ap dung 0,25 mg/kg

" ndu gidm bach chu 1a ddc tinh duy nht & bt ky mie i ndo, thém véu 16 kich thich ding bach
clu han (G-CSF) va duy tri mire lidu cia lenalidomide,

o (Gigm tidu cds
TKhi sd hgng tidu clu Khuyén cio
| Piu tién giam xubng < 25 x 1071 Nigumg digu tri lenalidomide
v vi> 25 x 0L it diu

ding lai lenalidomide and melphalan véi licu
mire |

Ngumg dicu trf lenalidomide

Bt diu dong lai lenalidomide voi miee lidu thip hom ke
tidp (lifu mire 2 hofic 3) mdt lin mdi ngay

| Di véri mdi lin giam sau dé dudi 30 x 10°L
Teir vé = 30 x 107/

* 54 hemg bach edu trung iinh tuyét dai (ANC) — gidm bach cdu
Khi ANC | Khuyén cio®
DYiu tién gidm xudng < 0,5 x 10%L Ngumg dicu tri lenalidomide N
Tro vé = 0,5 x 10%1 khi gism bach cu 1a dbe | Bat diu ding lai lenalidomide v liéu khoi diu mdo

tinh duy nhiit quan sat duge Lin mdi nEgav
Trorve = 0,5 » 10%1 khi quan sat diroc dbc tinh | Bt &y ding lai lenalidomide vii ligu mic 1, mi
huytt hoe phy thude lidu khic pidm bach cliu | lin mdi ngdy

digu tri lenalidomide

| D i mai lin pidm sau d6 dudi < 0,5 x 1091 | N

| Trowé = 0,5 x 10%L ' Bﬁu ding lai lenalidomide vdi mire liéu thap hon
| ké tiép, mt lin mbi gy )

T iy véo quyét dinh cla bac 7. néu gidm bach ciu 14 dic tinh duy nhit & hat ky mire liéu ndo, thém

yéu té kich thich ddng bach clu hat (G-CSF) v duy trl mire liéu cda lenalidomide.

Lenalidomide trong didu tri duy tri che bink nhin da dige ghép 1é bio gic tr thin (ASCT)

Didu trj duy tri lenalidomide nén duge bit diu sau khi di phyc hdi té bdo miu sau ASTC & nhimg

bénh nhin khang cé bing chimg bénh tién trién, Khang duge ding lenalidomide néu s6 lugng bach

chu trung tinh tuydt doi (ANC) < 1,0x 10%L, vathode so lugng tidu cdu =< 75 x 10Y/L,

Licu khuyvén edo

Litu khi diu khuyén cao 14 lenafidomide 10 mg ubng | 1an m3i ngdy lién tye (vio cic ngiy 1-28

cow cho k¥ 28 ngay 1ap i), duge ding dén khi bénh tién trién hodc khing dung nap. Sau 3 chu k¥

ditu tri duy tri lenalidomide, c6 thé tng liéu 1én 15 mg wong | lan mdi ngdy néu dung nap.

s (Cdc hnde giam Jién

L Liéu khiri diu (10 mg) Néu ting lidu (15 mg) *
LLifu mire | Smp [0 g
Lifumire 2 | 5 mg(vo cde nghy 1-21 cha moi chu ky 28 ngay) | 5 mg
Lifumire 3 | Khéng dp dung 5 mg (vio cde ngay 1-21 caa
mai chu k' 28 ngiy)
Khéng duge ding lidu dudi § mg (vio ede ngay 1-21 cie moi chu ki 28 ngay)

" Sau 3 chu ky diéu tri duy tri lenalidomide, co the tang lidu Ién 15 mg néu dung nap.
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Khi s0 lirgmg tifw ciu

Khuyen eio

“Gidm xudng < 30 x 101

Trorve = 30 x 1091,

Ngung dicu trj lenalidomide

'Bét dau ding lai lenalidomide véi lidu mire 1, mt |
lin mi ngay

|
B vidi moi don gidm sau do duedi 30 x 10°/L

Ngumg dicu tri lenalidomide

Trdr vé& mire = 30 x 10%L

Bat diu ding lai lenalidomdic vai licu mire thip

hom kit tiép, mit 1in mdi ngay
* 54 ligmg bach cdu g tek tuvgt 360 (ANC) - Giam bach cdw trung tink
Khi ANC Khuyén cho*

N didu tri lenalidomide

Tedr lpi = 0,5 x IP/L

D wisi mii dot giam sau dé dudi 0,5 x 10%1 |

Bt diu ding loi lenalidomide v ligu miee 1, mot
i mbi ngdy

Ngimg diéu tri lenalidomide

Trove = 0,5 x 1091

Bét didu dung lai lenalidomdic voi lidu mire thip

hon ké ticp, mét lin m&i ngay

“Theo quyét djnh eda thiy thude, néu gidm bac
théém yéu 18 kich thich dong bach ciu hat (G-C
Da u tiy co 3 dwge didu tri it nhidt m{t ligu

h ey trung tinh 12 dic tinh duy nhat o mei mire ligu,

8F) v duy tri mirc ligu lenalidomide.
phip truwde db

Khong duge bt diu diéu tri lenalidomide néu ANC <1,0 x 101, vivhodic s6 lwong tidu chu <75 x
10" /L hodic, phy thuic vao sy xdm nhip Wy xuong do t¢ bio plasma, sb tidu cdu <30 x 10%/ L.

Lidu dé nghi
Lidu khir dhhll.l k.huyén cho coa lenalidomide 1a

mg mét lin mdi ngay vao cic ngdy 14 mbi 28

Céc bic s7ké toa nén dinh gid cin thin liéu dexamethasone s2 ding od tinh dén tinh trang bénh cia

. 25 mg udng mdt lin mi ngﬁ:r' v cic ngdy 1-21 cin
chu k¥ 2B ngéy 13p lai. Lidu khuyén cdo cia dexamethasone 14 40 mg udng mébi ngdy mit lin vao
chc ngdy 1-4, 9-12, va 17-20 cia mdi chu ki 28 ngay trong 4 chu k¥ didu trj ddu tién va sau 36 40

ngay,

hénh nhin.
s (e bunde gidm lidu .
| Lidu khéri diiu 25 mg
Lidu mire -1 NS mg
Lidu mirc -2 10 mg
".l..1lél.l mire -3 3 mg
o Ghicim pidu ey )
Khi s lurgrmg ticu ciu Khuytn cio

Lién pidm xut.'mg_ = L x 0%

[:'l:l'nﬂ diéu iri lenalidomide

Tro ve =30 x 10F/L

| Tigp tyc dang lai lenalidomide o licu mirc-|

B&i vii moi dot gidm sau do dudi 30 x 10%1L

| Dimg didu tr lenalidomide

Ted vé = 30 x 10%1

Tiép te ding lai lenalidomide & mie lidu thip
hom ké tidp (Lidu mire-2 hoge -3) | lin mBi ngay.
Khing ding liéu dindi 5 mg, mdt lin mdi ngay.

s Sd lwgmg bach cau frung tinh ftuydl doi (ANC) - Gigm baeh cay trung tink

_Khi ANC

Khuvén cao®

‘Piu tién giam xuong < 0,5 x 10°1.

Dimg diéu trj lenalidomide

Trd wié = 0,5 x 107%L khi gidgm bach céiu trung
tinth 14 dde tinh duy nhét guan sit duge

Tiép tyc dimg lgi lenalidomide & liéu khii diu
| lin mdin

tinh huyét hoe phy thuge liéu khic vai gidm
bach ¢au trung tinh

Trér vt = 0,5 x 10%L khi quan sdt duge cic ddc

Tiép tye dang lai lenalidomide & ligu mir 1,
miit lan mdi ngay

Do véi mdi dot giam sau d6 < 0,5 x 1071
Tror vt > 0,5 x 10°/L

| Dimng digu trj lenalidomide

Tiép tue ding lai lenalidomide & mize liéu thip

hom ké tiép {Lidu mire 1, 2 hofic 3), | kin mdi

20D ris,
%

'l,:J._Eliill:l'
=4

-

i ot
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I_ ngdy. Khong dang lidy dudi 5 mg, 1 Jin mdi
ngay.

Theo ‘1-_:3.-1}_1 dinh ctm thiy thude, néu giam bach chu trung tinh 13 dbe tinh duy nhét & mgi mire lidu,

thém véu 13 kich thich dong bach cau hat {G-CSF) va duy tri mie liéu lenalidomide.

Hii chirng logn sin tuy (MDS) _

Khing duge bit dity dicu tri lenalidomide néu ANC <0,5 x 107/ L v&' hofie tidu edu <23 x 107/ L.

Licu o mehi ;

Lidu khai didu khuyén cdo cla lenalidomide 13 10 mg udng mdt lin mdi ngay vio clc ngiy 1-21 cua

chu k¥ 28 ngay [p lgi.
® (e bude giam {idu

Lidu khéi dau 10 myg mt lin mdi ngdy véo cde ngay 1-21 moi chu ki 28 ngdy

Liéu ming - 5.0 my mit Hin mbi ngdy vho che ngdy 1-28 mdi chu ki 28 ngiy

Ligy mire -2 2.5 mg mdt lin mii ngly vho ngay 1-28 mdi chu ki 28 ngiy

Liéu mirc -3 2.5 mg ding cich ngay vio cic ngdy [-28 moi chu ki 28 ngdy |
®  Ciidm tiéu cdu

Khish | tién cin Khuyén cio

Giam xuﬁg <25 x 10°/L, Dimg didu irj lenalidomide

Trd vé = 25 x 1091, - < 50 x 10%L it nhit 2 lin | Tidp we ding lai lenalidomide & mirc liéu thap
trong = 7 ngiy hodc khi s6 tidu ciu phuc héi vé | hom ke tiép (Lidu mire -1, -2 hoje -3)
| = 50 x 10%/L bt i lic nao

o S hegmg bach edu trung tink ot dt (ANC) - Gidm bach cdu tring tink

Khi ANC Khuyén cio

Gidm xudng < 0,3 x 10°/L Dimg dicu tri lenalidomide

Tedwé = 0,5 x 1071 Tiep tye dimg lai lenalidomide & mi lidu thip hom ké ticp
(Ligu mirc -1, -2 hode -3)

Neeeng lenalidormide a2
Cie bénh nhin khang 6 it nhit mit dap dmg nhi vé hing ciu trong ving 4 thing sau khi bat ddu
didu tr, dirge chimg minh biing céch giam it ahfit 50% nhu céu ¢ miu, hodic néu khéng truyén
méu, tng 1 g/dl trong huydt cdiu 16, nén ngimg didu tri lenalidomide.
U lympho té bio mantle
Lidrn & nghf .
Lidu khéi dau khuyén cao coa lenalidomide 14 25 mg wdng mit lin moi ngay vdo cic ngdy 1-21 cia
chu k¥ 28 ngay.

o e bake giam lidu

Lidu khai diiu 25 mg mdt lin m3i ngay vao cac ngay 1-21, moi chu ki 28 ngdy
Ligu mire -1 20 mg mdt lin mdi ngiy véo ngdy 1-21, moi chu ki 28 ngay
Litu mirc -2 15 mg mét 1in mdi ngay vao céc ngdy 1-21, mdi chu ki 28 ngay
Litumie -3 10 mg mdt Yn mdi ngdy véo cac ngdy 1-21, mdi chu ki 28 ngdy |
Lidu mirc -4 5 mg mt in mbi ngdy vio cie ngdy 1-21, mdichu ki 28 ngdy
Lidu min -5 2.5 mg mot lin mdi ngdy vao cie ngdy 1-21, mdi chu ki 28 ngay !
5 mg dimg cich ngdy vao cic nghy 1-21, méi chu ki 28 ngiy

- Tui gl quioc gin oo vién nang 2,5 mg

s (Fiam ticu cou

Khi s0 lugng tigu cin | Khuyén céo _

Giam xuong =< 50 x 101 MNgumg didu trj lenalidomide va tidn hinh xét nghidm
méu todn b (CBC) it nhit mdi 7 ngay

Tea vé 2 60 x 10%1 Tiép i ding lai lenalidomide & mire lic thiip hon ké
tiép (Liéu mirc-1}

D véri mdi dot gidm sau 86 dwdi 50 x | Ngumg dicu trj lenalidomide va tién hinh xét nghi¢m

| 10°IL | mdu tedn b (CHC) It nhill m&i 7 ngdy




Trdr vé = 60 x 10%L
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Tiép tyc diing lai lenalidomide & mirc liéu thip hom

Licu mirc -5

qu (Lidu mire -2, -3, 4 hoge -5). Khéng ding dudi

. S lwgmg hach cdu trumg tinh tyét doi (ANC) -Gidm bach céu frang tink

Khi ANC

Khavin cio

hode
nhigt = 38,5°C) hofic

Gidm xudng < | x 10%L kém theo st (thin

Giam xudng < 0,5 x 107/L

Gim xubng < 1 x 10%L trong it nhat 7 ngay Ngung dicu trj lenalidomide va tien hanh xét

nghiém méu todn b (CBC) it nhit mi 7 ngay

Trrvé = | x 10%L

Tilp tpe dung lgi lenalidomide & mirc lidu thip
hom ké tiép (Licu mirc -1}

| gidm xudng < 0,5 x 10°/L

DGi vai moi dot giam san do dwo | x 10%1 Ngwng digu tri lenalidomide
trong It nhit 7 ngay hodc giam xudng < | x
10%1 kém theo sit (thin nhiét = 38,5°C) hoje

Trove =1 x 10%L

Tigp tue ding lai lenalidomide & mir liéu thip |
hom ké tiép (Liu mie-2, -3, =4, -5). Khing
| diing liéu dudi Liéu mic -5

U lympho thé nang (FL)

Khéing duge bit diu didu tri lenalidomide néu ANC = 1 % 101, va / hodc s& lugng tidu clu < 50 x
1%L, triv khi bi u lympho thim nhi®m oy xwong thir phat.

Licu dé nghi

Ligu khivi diu khuyén céo cia lenalidomide 14 20 mg, ubng mat kin mdi ngdy vio cde ngay 1-21
ciia chu k¥ 28 ngly 15p lai trong 12 chu ki didu trj, Lidu khéi diu khuyén cdo coa rituximab la 375
mg/m?2 ding duomg tinh mach (1V) mi tudn trong chu ky | (ngay 1, 8, 15 va 22) va ngay | coa

mei chu ki 28 ngdy 1r chu ky 2-5.

o Ui Punde dﬂrim fid

Lifu khoi 20 mg mt lin méi ngiy vie céc ngly 1-21, moi 28 ngay
Licu mirc | 15 mg mdt in ?@y vao cic ngay 1-21, moi 28 ngihy
Lidu mire 2 10 mg mit lin mbi ngay vio cfic npily 1-21, moi 28 ngay
Lidu mirc 3 5 mg mit lin mdi ngay vao cac ngay 1-21, moi 28 ngay

3¢ gicim lidu do dbe tinh cna ritecimab, tham khao to thing iin ké ioa frong ing.

e {(Gigm tidu can

Khi 50 lugng ticu ciiu Khuyin céo 5

Gidm xuong < 50 x 10%L Ngumig dieu trj lenalidomide v xét nghigm CBC it nhat moi
7 ngay

Tror v = 50 x 10%L Bt diu lai didu tr v&i mie ligy thip hon ké tiép (lieu mire
)]

B vai mdi dot giam sau d6 dudi 30 x| Neung didu trj lenalidomide va xét nghiém CBC it nhiit mo

1%L
Trorvé =50 x 10%L

7 ngay
Bét dau lgi difu tri viri mire lidu thp hom ké tidp (liéu mire

| 2, 3). Khéng diing lidu dudi liéu mire 3,

»  Sd g bach cidu trume iinh novée 331 (ANC) -Gidm bach cau irung finh

Khi ANC

Khuyén cdo *

Giam < 1,0 x 10%/L trong it nhét 7 nghy hodic | Ngwmg didu tri lenalidomide vid xét nghigm CBC it nhat
i1

Giam xudng < 1,0 x 10%L co kém st (thén

nhige = 38,5°C) hodc
Giam xudng < 0,5 x 1071

i 7 ngay
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[ Trorvé= 1,0 x 10771 Bit diu ding lai lenalidomide & mirc Tiéu thip hon ké

tidp (lidu mie 1)

trong it nhdt 7 nedy hoje gidm xudng < 1.0 x | mdi 7 ngdy
10%1. ¢ késm st (thin nhiét > 38,5°C) hode
giam xudng < 0.5 x 10%L

3,

D& viri mai dgt giam saw 46 dudi 1,0 x 1071 | Ngung digu tr lenalidomide va xét nghiém CBC it nhit

Tra v =1,0 x 1091 Bt diu ding lai lenalidomide & mire lidu thip hon ké
tidp (libu mire 2, 3). Khong ding litu thip hon lidu mirc

"Theo r.iu_','él dinh cia thiy thude, néu gidm bych céu trung tinh li ddc tinh duy nhét & mgi mire lidw,
thém véu 16 kich thich dong bach clu hat (G-CSF),

U lympho té bio mantle (MCL) hode u lympho thé nang (FL)

Hii chimge by glad ki u (TLS)

Tiit ca bénh nhin nén ding thude dy phing TLS (allepurinel, rasburicase hofic twong Ly theo cic
hurémg din chinh thirc) v cun cdp nurdre dily 80 (ubng) trong sudit tudin déu tién cia chu ki déu tién

hadic trong thin gian dai hom néu cd chi dinh l&m sing, B theo divi TLS, bénh nhin nén cd mt bdng
héa hoe duge cip nhit hang tudn trong sudt chu k§ diu 1ién v khi cé chi dinh Lim sing.

Cé thé tiép tue ding lenalidomide liéu duy tri & nhimg béah nhiin mic TLS xét nghi¢m hay TLS lam
sing 5 1, hofic theo quyét dinh cia béc 59, giam liéu mdt mire vi tiép e ding lenalidomide, Nén
iruyén nude finh mach va ép dung cac bign phap xir i thich hop theo tiéu chuiin chiim soc dja phuong
cho dén khi didu chinh dioc tinh trang mét can bing dién gidi, Didu tri bing rasburicase c6 thé clin
dé lam giam tinh trang ting acid vric trong méu. Vige nhdp vién cia bénh nhdn 58 tiy theo quyét
dinh cia bic s§.

(3 nhitng bénh nhin bi TLS d 2 dén 4, ngung diéu trj lenalidomide va lam mt bang hoa hoc mii
win hodic khi oo chi djnh lm sng. Nén truyén mude tinh mech va dp dung céc bign ?MP sir li thich
hop theo titu chufin cham séc dis phuomg cho dén khi didu chinh dugce tinh trang mat cin bing dign
gigi. Tri liéu Rasburicase v viéc nhip vign sé tiy theo quyét dinh cia bac s§. Khi TLS duge gidi
quyét vit &6 0, bt diu diing lai lenalidomide & lidu thip hon ké tiép theo quyét dinh cia bic 57 (xem
muyc Cenh bado @c bigt va thdn tromg khi dimg thaac),

Fhain tmg lan ring khdi 1 . s ;

Lenalidomide ed thd duge 1iép tye o nhimg bénh nhin cd phan (mg lan ring Khdi u dd | hode 2 (TFR)
mé khing ngung sit dyung hofic thay ddi liéu theo quyét dinh cia bic s§. Theo chi dinh cia bic s§,
didu trj bding thuide khang viém khing steroid (NSAIDs), corticostercid trong thivi gian nedn va' hodc
ciic thudic giam dau giy nghién cd thé duge ding. O nhirg bnh nhir bi TFR d§ 3 hoje 4, ngung
diéu trj biing lenalidomide vi bt diu didu trj bing NSAIDs, corticosteroid va/ hojic cie thudc giam
dau gy nghicn, Khi TFR duge cdi thign dén = dd 1, bit diu ding lai lenalidomide véi cing mie lidu
cho dén hét chu kv. Bénh nhin cé thé dirge didu trj dé kiém soat triéu chimg theo hudmg din didu irj
TFR 45 | va 2.

Teit e chi dini

Déi véi ciie doc tinh 48 3 hodic 4 khic duge danh gid 1a <6 lign quan dén lenalidomide, nén ngimg

didu tri va chi bét ddu ding lai & mire Tidu thip hom ké tidp khi dge tinh 43 duge giai quyet dén < 4§

2 tiry theo quyvét dinh cia béc s%.

Nén efn nhic ngumg ding lenalidomicde d8i vai phit ban da & di 2 hodic 3. Phii ngung sur dung
lenalidamide khi bi phi mach, phan img phin vé, phit ban d6 4, ban rép hoge trbe da, hodie néu nghi
ngér hi héi chimg Stevens-Johnson (5JS) holic hogi 1 da nhim dge (TEN) hoge phan img da kém
tricu chimg todn thin va ting bach ciu di tean (DRESS) va khong duge ding lpi saw khi hét chc phin
img ndy.

Quén thé dic bigt

Tret em

Khéng nén sir dyng lenalidomide & ré em v thanh thiéu nién dudi 18 udi do lo ngai ve an win,
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Nowreri coo tudi

Dir liéu duge ddng hoc hién c6 duge mé ta trong myc Duge ding hoe. Lenalidomide 8 duge s
dung trong cdc thir nghigm 13m sing & bénh nhiin da u Wy dén 21 wdi va binh nhin bi hi chimg
logn sdn tiy dén 95 tudi vé & bénh nhin u lympho & bio mantle dén 88 téi.

Do ngwdi cao tudi oo nhidu khi ndng chirc nang thin suy gidm, nén cin thin khi chon lidu vi theo
dfi k¥ chirc niing thin. ; )

B u tiay i dhege chdn dodn: nhimg bénh nhdn kidng de didu kign dé edy ghép

Bénh nhdn bi da u thy mi mée i 75 wii nén duge danh gid cdn thin tude khi didu i (xem mye
Canh bo dfic bige vél i trong ki dimg thudc). )

D& v bénh nhan trén 75 i didu i bing lenalidomide két hop vii dexamethasone, liéu khai dlu
dexamethasone 13 20 mg/ngy trong cée ngdy 1, 8, 15 va 22 cia mdi chu ky diu trj 28 ngzy.
Khing diéu chinh lifu cho biénh nhin trén 75 twoi duge didu trj bang lenalidomide kit hgp v
melphalan va prednisone, : ,
¢} nhitng bénh nhéin da u ty méi méc tir 75 wdi 4 diku trj lenalidomide, 1in sult cdc phin img bat
lgti nghiém trong va cdc phin dmg bét lgi diin dén ngung diéu tri cao hon, .

Ligu phap két hop lenalidomide kém dung nap hon & bénh nhén da u 10y méi mic rén 75 lu!!ri 50 i
ngwiri tré, Nhimg bénh nhin niy ngimg thuibe veri ti 1é cao hon do khéing dung nap (phan img bt Iy
43 3 hodc 4 va cée bién of bit lyi nghiém trong). khi so sinh vai b§ah nhiin nhé hon 75 woi.

Bha w tiiy & dwrgre dicu tri it nhdi mgi ligu phap irede J6

Ty 1¢ bénh nhin mic u da tdy tir 65 wdi trd [2n khong khic biét dang ké gitra nhém :m::i
lenalidomide/dexamethasone va nhém ding gid duge/dexamethasone, Khong c6 sir khic bigt nio
tinh an todn va hidu qua gilta nhimg bénh nhin ndy vé nhimg bénh ohin tré tudi hom, nhung khéng
thé loai trir bdm chit cao hem cia ngui cao wdi.

Hdi ehning logn scn iy .

i v bénh nhin mic cic hji chimg loan san Wy duge diéuﬁtri béng lenalidomide, khing co sy
khic bigt vé tinh an toin va higu qua giita bénh nhdn trén 65 twoi vé bénh nhin tré tudi hom.

i Dvmprdeo 18 Do manile ) .

Béi véri nhimg bénh nhin ¢6 u lympho té bao mantle didu trj bing lenalidomide, khing cb sy khic
bidt vé d an todn va higu qua gitta nhimg bénh nhin 1 63 twdi & 1én so véi bénh nhin dwdi 65 wi.
L lympha thié nang

D& v bénh nhan u lymphe thé nang didu tri lenalidomide két hop rituximab, tn sudt cée bién cd
béit lyi todn b & ngudi tir 65 i trdr 1én twong 1y nhu & bénh nhin dudi 65 tbi. Khong ed sy khac
bigt vé hidu qua didu tri gilta hai nhom wéi.

Bérh mhein suy thn .

Lenalidomide duge dao thai dang ké boi thin: bénh nhan bi suy thin ning cb thé bj giagm dung nap
diéu iri. C:din thin trong khi lra chon li€u hrgmg v nén theo dii chire nang thin.

Khéng cin diéu chinh lidu cho bénh nhin suy thin nhe va da u Wy hoje hii chimg logan san tiy, u
lympho té bio mantle hode u lympho thé nang. :

Ciic didu chinh lidu sau ddy duge khuyén cdo khi bt ddu didu trj va trong sudt qua trinh digu 1r cho
bénh nhdn suy thiin trung binh hofc ndng hofic bénh than giai dogn cudi.

Khing cd cde thir nghiém giai doan 111 viri bénh thiin giai doan cudi (ESRDY) (CLer <30 mL/phi,
cén thim tach mau).

£ha sy
Chire ning thin (Clcr) Ditu chinh lidu
Suy théin trung binh [0 mg mit Hin moi ngdy”®
{30 = Cler = 50 mL/phiit) :
Suy thin ning 7.5 mg mot lan mdi ngay ?
(CLer < 30 mL/phit, khing clin thim tich mau) | 15 mg udng cach ngiy
Bénh thin giai doan cudi (ESRD) S mg mit lan mai ngay. Vao che ngdy thim
(CLer < 30 mL/phit, cin thim thch méu) ich, lidu phai duge ding saw khi thim idch
' :;:u Ci tive Liing 1En 15 mag mol ngay mit 180 san 2 chu k rew bfnh nhin khing dip Gng v bt trj v dang dung ngp
didu 1},

# (3 phimg quie gin <6 vién nén 7,5 mg. . .
San khi b1 ddu didu i lenalidomide, vige thoy ddi Tt lenalidomide sau dé & bénh nhin suy thin nén dyn vio kha ning
dung nygp didu 1] cla il bénh nhdn, nhu dege mi w drinkn,
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Hii chieng logn san fiy
Chire néng thin (CLer) Pidu chinh lidu
Suy thiin trung binh Litu khai ddu 5 mg m{t lan moi ngay
(30 = Cler < 50 mL/phiit) (Mgay | dén 21 cita chu ki 28 ngay lip lai)
Li¢u mirc -1* 2.5 mg mdt lin moi ngay
- | (Ngdy 1 dén 28 cia chu ki 28 ngiy 13p ki)
Li€u mire-2* 2.5 mg dung cich ngiy
: (Ngiy 1 dén 28 ciin chu ki 28 nghy Wp li)
Suy thin nang Lidu khivi ddu 2.5 mg mét lin moi ngay
(CLcr = 30 mL/phiit, khing (Ngay | dén 21cta chu ki 28 ngay 1dp lai)
véu chu thim tdch méu) Li#u mirc -1* 2.5 mg ding cich ngay
(Ngay | dén 28 cia chu ki 28 ngly lap lai) |
Lidu mire-2" 2.5 mg hai 1dn mot tuan
(Ngay | dén 28 cia chu ki 28 nghy lap lai)
Bénh thin glal doan cudi Liéu khdi diu 2,5 mg mdt lin moi ngdy
(ESRD) (CLer < 30 mL{phat, (Ngdy | dén 21cia chu ki 28 ngay Bip lai) |
can tham tich mau) Licu mirc -1* 2,5 mg ding cdich ngay
Vio cde ngiy thiim tich, lidu (Ngdy | dén 28 cia chu ki 28 ngay lap lai)
phai dirge ding sau khi thim | Liéy mine-2* 2.5 mg hai lin mdt twan
téch. (Ngiy | dén 28 cia chu ki 28 ngay 13p lai)

* Cde bupoe giam lige 8¢ nghi trong gud wrioh didu i w3 bin diu lal didu rj & giam bach oo trung tinh 3 3 hodc 4 hajc
giim tidu clu, hofic che die tinh khde di 3 hofe 4 dwoe dinh gia 1i ob lién quon ditn lenalidomide, nhu duge md 4 & trén,

1 fympho 18 bio manile

Chire niing thin (CLer) Bicu chinh licu
(Ngdy | dén 21 cda chu ki 28 ngay 1ap lai)

Suy thiin trung binh 10 mg mdt 1n méi ngdy!

(30 < CLer < 50 mL/phit) B

Suy thiin ning 7.5 mg mot lin mai ngiy 2
(CLer <30 mLipht, khong cln thim tach) | 15 my ding cich ngiy :

Bénh thin giai dogn cudi (ESRD) 5 mg mt lin moi ngiy. Vao cac ngay thim
{(Cler = 30 mL/phit, cln thim tich) tdich, lidu phdi dupe ding sau khi thim tich

TLatu cb the tang 1tn 15 mg mbi ngay mit lin sau 2 chu k§ neu bgnh nhén khang Sip tng vl dibu tr] va dang dung ngp
Sk 1,
¥ (3 nhimg qudc gia ob vién nang 7.5 my.

1 lvmpho thé nang
Chire nng thin (Clcr) Diéu chinh lidu
e A& (Ngdy | dén 21 cia chu ki 28 ngay lip lai)
Suy thin trung hinh 10 mg mét Kn mdi nghy'-?
(30 = Cler < 50 mLiphit) i
Suy thin niing 5 Khong co sén dir ligu?
{CLer < 30 mL/phit, khdng cin thim tich) o
Bénh thin giai doan cudi (ESRD) Khing co sin dir ligu”
(CLer < 30 mL/phit, cin thim tich)

| Lidu e thé tang 1€n 15 mg mat 14n mdi ngay sau 2 chu k¥ néu bénh nhin dung nap didu trj.

* Péi i nhiing bénh nhin dimg lidu khéd diu 10 mg, trong truémg hop giam liéu dé xir 1§ giam bach
cau d 3 hofc 4, giam titu cdu 4§ 3 hode 4 hoje khic 0§ 3 hoje 4. Bie tinh duge cho 1 cé lign quan
dén lenalidomide khéing dimg lidu dudi § mg céch ngly bojic 2,5 mg mid lin mdi ngay.

* Bénh nhdn suy thin ndng hoje binh thin giai doan cudi bj loai trir khdi nghién cir.

Sau khi bt didu didu trj lenalidomide, viée thay dbi liéu lenalidomide sau 86 & nhimg bénh nhin suy
thin nén da vio kha nang dung nap di¢u tri cia mdi bénh nhdn, nhu mé ta & wén,

VAN |
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Bénh nhdn bi suy gan
Lenalidomide chua duge nghién ciu chinh thire & nhimg bénh nhén suy gidm chic ning gan v
khding c6 khuyén cdo vé lidu lugng cy the.
CACH DUNG
Thudc ding duimg ubng. )
Vién nang lenalidomide nén duge uing vao cing mt thir di¢m trong nhitng n &}' dinh. Khing
nén md, phd v hofic nhai vién nang. Vién nang nén dugc nudt nguyén vién, 101 nhit 14 ding mede,
ed hofic khiing cd thire dn.
Khuyén cdo nhin mét ddu coa vién nang dd My vién ra khoi vi nhu vy s& lam giam nguy co vién
nang bi bién dang hode bé.
CHONG CHI B|NH
- Qui min cam vdi hoat chit hode vai bat ki thanh phin nio cla thube
- Phy nir dang mang thai.
- Phy nit ¢6 kha ning mang thai trir khi ddp img tt cd efic didu kign cia Chuong trinh phing trinh

thai
CANH BAO VA THAN TRONG DAC BIET KHI 81 DUNG _
Khi kit hyp lenalidomide vii cdc thude khic, nén tham khio thing tin tom tit dic tinh sin
phim ciia thude twong img trinie khi bit dio dida .
Cinh bdo ding khi mang thai
Lenalidemide et chu trie lign quan dén thalidomide. Thalidomide 14 mdt hogt chit giy qudi thai &
ngguisi gy ra nhilg khuyét t§t so sinh de doa dén tinh mang nghiém trong. Lenalidomide gy ra di
dang & khi trong ty nhir nhitng gl duge mé 3 vai thalidomide. Wéu ding lenalidomide trong thai ky.
kha ndng giy quai thai b thé iy ra & ngwéi, :
Cac diéq ki¢n cia Chuemg trinh phong tranh thai phai dige thye hign cho tat ca céc bénh nhin trir
khi co hing chimng ding tin ciy ring bénh nhin khing cd khd ning mang thai,
Cife tiéu chi ddi wii phyg ni khing cd khd ndng mang thai .
Bénh nhin nir hodc ban tinh (n@) cia mdt nam bénh nhin dugec coi b oo kha ndng mang thai trir khi
ch gy dip img it nhit mat trong cle tidu chi sau:

®  Tudi > 50 wéi va mit kinh tw nhién = | ndm (Mt kinh sau khi diéu tri ung thir hoje trong

thin gian cho con bl khdng logi trlr khi ning mang thai)

»  Suy budng trimg sém duge xic nhin biri béic 5§ chuyén khoa phy khoa

. Phgu thudt cat voi trimg hai bén, hodic ciit bd nr cung trnde do

= Kidu gen XY, hii chirng Turner, khdng co tir cung.

® Mt kinh sau khi didu trj ung thu hode trong khi cho con bi khong loai trir kha néng mang

thii.

Tham viln :
Béi vii phy nir co kha ning mang thai, chéng chi dinh ding lenalidomide trir khi tt ca céc didu sau
div duge ddp g )

= Hiéu duge nguy co ghy quii thai oo thé xiy ra ddi vdi tré chua sinh.

Hiéu dwge nhu cu trinh thai hi¢u qud, khing bj gidn doan, it nhét 4 tudn trude khi bit diu
diku trj, trong sufit thiri gian diu urf v it nhic 4 wén sau khi két thic diéu tri
= Ngay ca khi phy nit c6 kha nding mang thai bj mét kinh vAn phai tuén thea it eb i khuyén
v ngira thai hi¢u gud
= (i kha nang twin thi céc bign phap tranh thai higu qua
s Puge thing bdo va hiéu duge nhitmg hiu qué tiém in cia thai kv va cin phdi nhanh chéng o
viin néu co nguy co mang thai
»  Hidu duge sie cén thiét phai bt ddu didu trj ngay khi lenalidomide dugre chi dinh sau khi thir
that im tinh
= Hidu duge nhu chu va chip nhin trdi qua thi thai dinh k¥ it nhit m3i 4 tuin mét lin ngogi trir
trutmg hop dige xdc nhin 43 1am thi thudt triét sin
= Thira nhdn thng c6 &y hidu duge nguy oo vl che bién phip phong ngira cdn thi® lién quan
dén vigc sit dung lenalidomide. )
Ddi véi bénh nhin nam ding lenalidomide, dit ligu vé duge ddng hoe d3 chimg minh ring
lenalidomide b trong tinh dich nguin & mire eue thip trong sun.‘!nt qud trinh ditu tr vit khong thé phat
hién duoe trong tinh dich ngwi trong 3 ngay sau khi ngimg thude & nguin khoe manh. By thiin trong
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vi od tinh dén cde d6i tugmg die bift co thai gian bin thai kéo dii nhu suy thin, 6t ca céc bénh nhin
nam ditng lenalidomide phai ddp ing céc didu kign sau:
»  Hiéu dinge nguy oo gdy qudi thai co thé xiy ra néu sinh hoat tinh dye vii mét phy nif o thai
hode phy nir ¢d khd ning mang thai
»  Hiu duge nhu ciu sir dyng bao cao su néu quan hé tinh dyc vii phu nik mang thai hode phy
nir o6 khi ning mang thai khong st dyng bign phap trnh thai higu qud (ngay <i khi ngwin do
df durge thit dng din tinh), trong thivi gian diéu trj v trong vang it nhdt 7 ngay sau khi ngumg
dung thude vivhode ngimg didu trj.
= Hiéu ring néu ban tinh nit coa mink o6 thai khi anh ta dang ding lenalidomide hofic ngay sau
khi ngimg ding lenalidomide, anh 12 nén thing bdo che bic s dicu trj ciia minh ngay Iip vie
vi nén dua ban tinh ni 46 16 bac 57 chuyén khoa hode cé kinh nghiém v& qudi thai dé dénh
eid va che I khuvén,
Neirdii ké dom phai dam hado ciing déi v phy nir co kha ning mang thai: )
= Bénh nhin tuén tha cic didu Kién cba Chuong trinh phong trinh thai, bao gom xac nhiin ring
el dy 43 hiéu bict diy di.
= Binh nhén da thira nhiin nhimg didu Kign noi trén.
Mg thal ;
Phu nit ed khi ndng mang thai phii sir dung it nhdit mit phuong phip ngira thai hi¢u qua 1t nhat 4
tudn trudre khi didu tri, trong khi diéu tri va cho dén it nhdt 4 twén sau khi didu tri biing lenalidomide
vi thiim chi cé khi ngimg ding thude, trir khi bénh nhin d& cam két kiéng khem wy@t 00 va lién tue
g xdc nhiin hing thang. Néu khng thiét Kip bién phap tranh thai hiu qud., bénh nhin phai duge
chuyén i mat chuyén gia cham st siic khoé duge dao tao phis hop dé duge hudng din trénh thai
€ e thé bit diu ngira thai.
Nhirng phuong phap sau dily ¢ thé dugc coi 12 nhimg vi dy vé phuong phip ngira thai thich hop:
= Ciy ghép
Ving tranh thai phang thich levonorgestrel (1US)
Thube chich ngira thai chira Medroxyprogesterone acetate
Triét sin
Chi ¢6 quan h¢ tinh duc véi mdt ban tinh 43 bj cit ba dng din tinh; philu thudt cit dng din
tinh phii dwge xéc nhin béng hai phin tich tinh djch dm tinh
=  Thube e ché thy thai chi cd progesterone (vi dy desogestrel)
Do tang nguy co huyét khéi tinh mach & nhimg bénh nhin da u toy duge ding lenalidomide trong
ligu phdp phdi hop, va & mitc dg thip hon & nhitng bénh nhin bj da u iy, hii chimg logn sin ty va
u lympho té bao mantle dang dang dom trj ligu lenalidomide, thudc udng ngir thai kit hgp khing
duore khuyén edo, Néu bénh nhin hién dang si dung thude ngim thai két hop dang udng, bénh nhin
nén chuyén sang médt trong nhitng phuong phap higu qua duge [t ké o tén. Nguy co thuyén Lic
huyét khii tfnh mach tiép tuc trong 4-6 win sau khi npung diing thude ngira thai uéng k&t hep. Higu
qua ctia steroid ngira thai cé thé giam khi diéu trj dong théi voi dexamethasene.
Ciy ghép vi vong teinh thai chim levonorgestrel cd lién quan dén ting nguy co nhicm khuiin viio
thiri diém 4t vong vi chity miu im dgo bat thudmg. Khéng sinh du phdng nén duge xem xét diic bigt
& nhimg bénh nhin bj gidm bach ciu trung tinh. :
Vong tranh thai chira ddng khéng thuimg dirge khuyén ding vi ¢6 thé cd nguy co nhiém khudn vio
thiri diém &t vong v th gian hanh kinh, cé thé lim tén thwong cic bénh nhin bj gidm bach ciu
hodic giam tidu ciu, !
T thai
Theo quy dinh tai dia phwong, cic phép thir thai co kidm tra y 1€ vai 35 nhay t6i thiéu 13 25 miU/ml]
phii dwge thare hién choe phy nit ed khd ndng mang thai nhu duge trinh bay dudi diy. Yéu ciau nay
bao gim nhimg phy nir ¢6 kha ndng mang thai &3 thue hign vige kiéng khem wy@t 01 va lidn tye. Ly
urdmy nhdt 13 vide thir thai, ké toa thude vis xult thude nén duge tien hanh trong cing mjt ngay. Viée
phat thudc lenalidomide cho phis nit cd khi ning mang thai nén tién hanh trong vong 7 ngay ké tir
nidy dugre kE toa.
Trance ki it deawe diés iri
Thir thai duge gidm sit vé v 1é phai duge thye hign trong khi ur viin, khi ké toa lenalidomide, hoge
trong 3 ngdy tnede khi dén khim khi bénh nhin d3 sir dyng bign phdp trinh thai higu qua it nhat 4
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tudn. Thir nghiém phai dém bao ring bénh nhin khong mang thai khi bit diu didu tr voi
lenalidomide.

Ther dii v két thic didu tri

Thir thai dirge gidm sit vé v 1 nén duge 1p lai it nhit 4 win mét lin, ké cd it nhdt 4 tuin sau khi ket
thise didu tr, ngogi trir tnromg hop duoc xde nhin di trige san, Nhimg phép thir thai ndy nén dige
thire hién viio ngdy bdc sTké dom hoe trong 3 ngdy trede khi dén kham voi biic sT ke dom,

Cde bign phdp phimg ngira bi sung _

Bénh nhin phai duge huimg din ring khing bao git dua san phim thude nay cho ngui khic vl trd
lai béit ci vidn nang ndo khing ding dén cho duge s7coa hg khi két thoe dicu tri dé thii b an toan.
Bénh nhin khéng nén hién miu trong khi diéu tri hoe it nhit 7 ngay sau khi ngimg ding
lenalidomide.

Can b v 1¢ vt nguini chidm st nén mang géng tay ¥ 1€ khdng bjt khi thao tac véi vi thude hoge vién
nang.

Py nit mang thai hofic nghi ngér mang thai khing nén thao tie véi vi thube hode vidn nang,

Tii ligu gido due, cde gidi han vé ké foa ve phin phit

B b trr bénh nhdn trinh phoi nhim lenalidomide & thai nhi, chi gidy phép lwu hinh sin pham s&
cung chp @i lidu gido duc cho cde cdn b v t& ¢ cing cb cle canh béo vé kha niing gy quai thai cua
lenalidomide, dura ra cdc 1o khuyén vé ngim thai trrde khi bt diu didu tri va hudmg din v& sy clin
thiét phai thir thai. Newdi ké don phai théng bio cho béah nhin nam va nil vé nguy co giy qudi thai
¢O the xiy ravit cdc bign phap ngan ngira thai nghigm ngat duoc quy dinh trong Chuong trinh phong
trénh thai va cung cdp cho bénh nhin cudn cdm nang gido duc thich hop, thé bénh nhin va' hode
cing cu tuomg duong theo hé thing thé bénh nhin toan quie. Mt hé thing phén phii kiém sabt qudc
gia d duge thire hign vai sy hop tic cia Co quan e Tham quyén mbi quie gia. HE théing phin phoi
oh kigm sodt bao gom vige sir dung thé bénh nhin va’ hodc cong cy wrong duomg dé ké toa va' hode
ki¢m sodt phin phoi va thu thip dit li¢u chi tiét lién quan dén chi djnh dé theo dbi chat ché vige su
dyng thudc khang theo hudmg diin (off-label use) trong link thd quic gia. Ly trimg nhit 13 vigo th
thai, k& deom v xudt thudic nén tién hiinh trong cing mdt ngay. Vige phat lhug.", lenalidomide cho phu
nit & kha ning mang thai nén tidn hanh trong vong 7 ngly ké 1ir ngiy ké dem vi sau khi thi thai dm
tinh dupc giam sit v 1é. .

Viée ké dom thude cho phy nir o6 kha ning mang thai ¢6 thé &p dung trong thai gian didu tri t5i da 4
tuin theo cac chi dinh. phéc db liéu ding d8 duge phé duyt, va ké don thude cho céc bénh nhin khic
¢t thé dp dung trong thé gian dicu tr 16i da 12 tuln,

Cée cinh bao dje bift khic vi thin trong khi st dyng

Nhait mrane oo Him

Nhii miu co tim ¢3 duge bio cdo & nhitng bénh nhin ding lenalidomide, dfc bidt & nhimg ngudi cd
che yéu b nguy co 8 biét v trong vong 12 thang diu khi dimg phii hop véi dexamethasone. Binh
ahidn cd cde yéu th nguy co di bidt - ké ca huyé khi tnnde d6 - clin drge theo dii chit che va cin
phai ¢ hanh ddng dé giam thidu i ci cic viu td nguy co cd thé diéu chinh duge (vi du: hit thude
14, tang huyét &p va tng lipid mdu),

Cie bidn cd o haovés khoi ding mach vé Gk mgeh

O} nhirng bénh nhin da u tay, sy két hop c0a lenalidomide vi dexamethasone cd lién quan dén tan
nguy eo huyét khii tinh mach (chit yéu la huyét khdi tinh mach siu vi te mach phdi). Chimg huyet

khéi tinh mach cho thiy « mire d thip hon khi ding lenalidomide két hop véi melphalan v

prednisone.

() nhimg bénh nhin bj da v tiy, hdi chimg logn sin tiy vi u lympho té bao mantle, diéu tri bdng dom
trj liéu lenalidomide ciing <6 lién quan &én nguy co huyét khéi tinh mach (chi yéu huyét khoi fnh
mach sdu va nghén mach phdi}, nhung & mic 39 thiip hom & bénh nhin bj da u toy didu trj
lenalidomide phaoi hop.

(J nhitng bénh nhdn bj da u tiy, phdi hop kenalidomide vii dexamethasone co lién quan dén ting
nguy cor thuyén tic ding mach (chi yéu thidu mdu co tim vi bién chimg mach méu niio) va duge ghi
nhén ¢ mire &3 thip hon khi ding lenalidomide phii hop wiri melphalan va prednisone, Naguy co
thuyén tde ddng mach thip hom & bénh nhin da u tay diéu i lenalidomide don i 1igu so véi o bgnh
nhan ding lenalidomide phéi hop.

Vi thé cin phai theo doi chiit che cie bénh nhin ¢d cac yéu 1 nguy o da biét vé nghén mach iyt
khéi - ké ca chimg huyét khéi trude di. Clin phii o6 hinh dang d& gidm thidu tht ca cde yéu td nguy

i



https://trungtamthuoc.com/

cor cd the difu chinh duge (vi du nhy hit thude 14, ting huyét dp vi ting lipid mau). Vige st dung
dbng thévi cac thude kich thich tao hing elu hodie tifn sir bénh huyét khéi tic mach tnrde d6 cling c6
thé lam tang nguy co huyét khdi & nhitng bénh nhin nay. Do dd, cic thude kich thich 1go hing ciu,
hodc céc thube khic oo thé lim ting nguy co huyét khi, ching han nhr ligu phdp thay thé hormane,
nén e sir dung cdn thin & bénh nhin da u tiy ding lenalidomide va dexamethasone. Nong 49
huyét cdu 18 trén 12 g/d] thi ngung céc tie nhin kich thich tao hing cdu.

Bénh nhén va béc si nén theo doi ede ddu higu va trigu chimg cia nghén mach huyét khéi. Bénh nhén
nén duge hieémg din dé di kham bénh néu hp oo eic tridu chimg nhu thiy ngin, dau ngye, canh tay
hodic sumg chin. Cée thude ching huyét khdi dy phing duge khuyén cdo, die bigt & nhimg bénh nhén
£ e yeu 16 nguy co huyét khéi bé sung. Quyét dinh st dyng cdc bign phip phong ngira huyét khéi
nén duge thye hign sau khi danh gid cdn thin clc yéu 1 nguy co tiém dn cia mbi bénh nhin.

Néu bénh nhin trai qua bat k¥ hﬁn ch nghen mach huyét khéi nao, phii ngung didu trj va bit diu
diéu trj khiing dong tidu chudn. Mét khi bénh nhin da dn dinh & didu trj chong ddng mdu va bat ky
bién chirmg ndo cia bién cd vé nghén mach huyét khdi d3 duge diéu tri, diéu tr lenalidomide co the
dirgc: bt fﬁu lai ¢ lidu khi diu phy thude vao danh gid nguy co loi ich. Bénh nhin nén tiép we didu
trj chdng didng trong subt qud trinh didu tri lenalidomide.

Tdng huyér dp phoi

Cdc tnrimg hop tang huyét dp phdi, mdt sb truimg hop t0r vong, d3 duge béo cdo & bénh nhin diu
i lenalidomide. Bénh nhin nén duge dinh gia céc diu higu va trigu ching bnh tim phéi tim dn
trunére khi bat diu didu tri va trong thivi gian diéu tr lenalidomide,

it hach cdi trumg tinh vi giam tigu cdu

D6 tinh gidi han lidu chil yéu cie lenalidomide bao ghm giam bach ciu trung tinh va giém tiédu cdu.
Xét nghiém céng thirc mau diiy di bao ghm ddnh giad bach ciu cb chénh 1gch, dinh gid titu cdu.
hemoglobin v& hematocrit nén duge thire hién 1oc ddu, mdi tudn trong B tudn diu diéu tri lenalidomide
vi hang thing sau 46 dé theo doi giam 1€ bao mau. O bénh nhin u lympho € bao mantle, ké hogch
theo di nén duge tién hanh mdi 2 twin & cac chu ki 3 vA 4, va sau do vio diu méi chu k. O bénh
nhén mic u lympho thé nang, ké hoach theo dai nén tidn hinh m3i tudn trong 3 tuin diu tién cia chu
ki | (28 ngay), m3i 2 twin eia chu ky 2 dén 4, vi sau d6 vao diu mdi chu ky. Cé the cdn phai giam
liéu hodc ngung diéu tri, < aiam

Trong trirmg hop gidm bach ciu trung tinh, bac sTnén xem Xt vige sir dung cac yéu th w@ing trudmg
trong diéu tr] bénh nhin, Bénh nhin nén bio cho kip thii vié céc com s, .

Bénh nhin vi bic s§ nén quan sit cic diu higu va u;i: chirng chay miu, bao ghm dom xudt huyé
va chiy méu cam, dc biét & nhimg bénh nhin ding dong thér voi cac thude cd thé gly chiy mau,
Béng thr diu trj lenalidomide v cac thude dre ché tiy khac nén duge thue hién thin trong.

o Dau iy mdi mde & mhitng bénh nhdn & trdf qua ghép iy e thdn didu tef lenalidomide duy i
Cdc phan img bdt lgi tir CALGB 100104 bao ghm céc bién cd ghi nhin sau khi ding licu cao
melphalan v ASCT (HDM/ASCT) ciing nhur cac bién cf trong thiv gian didu trj duy tri. Mét phin
tich thit hai 83 xde dinh cic bidn cb xiy ra sau khi bét diu didu trj duy tri. Trong nghién ciu IFM
2005-02, cée phan dng bt Igi chi duge ghi nhin trong théd gian diéu trj duy tri, :
Mhin chung, giam bach ciu trung tinh d6 4 dwge ghi nhéin vl tdn suat cao hom wrong nham diéu
duy irl lenalidomide so v nhom gid duee trong 2 nghién clru dénh gia duy tri lenalidomide & bénh
nhin NDMM nhimg nguii 38 trdi gua ASCT (32,1% so vai 26,7% [16,1% so véi 1,8% sau khi b

diu di¢u trj duy tri] trong nghién ciu CALGE 100104 vi 16,4% so v 0,7% trong nghién cim IFM |

2005-02, tuemg tmg). Cac phén img bt lgi giam bach ciu trung tinh xuft hign khi didu trf dfin dén
ngung sir dung lenalidomide duge ghi nhin 2,.2% trong nghién ciu CALGB 100104 vi 2,4% trong
nghién ciu [FM 2005-02. Gidm bach cdu trung tinh kém s6t 44 4 duge bao biao vai tin st Ty 1
& nhom duy tri lenalidomide so vai nhdm duy tri gid duge trong ca hai nghién el (0,4% so vii 0,5%
[0.4% so vari 0,5% sau khi bét ddu didu tr] duy trl] trong nghién ciru CALGB 100104 va 0,3% so vai
0% trong nghién ciru IFM 2005-02 wrong img). Bénh nhin nén thdng bdo ngay tinh trang 0L, ¢ thé
cin ngumg didu 1 vl hodc giam liéu,

Ciiam tiéu clu 39 3 hofic 4 duge quan sit voi thn sufit cao hon trong nhom duy tri lenalidomide so
viri nhom duy tri gid duge trong cde nghién i danh gid duy tri lenalidomide & bénh nhin NDMM
da trai qua ASCT (37,5% so vdi 30,3% [17,9% so vdi 4,1% sau khi bit diu diéu trj duy tri] trong
nghién ciru CALGB 100104 vi 13,0% s0 vdi 2,9% trong nghién cire [FM 2005-02 nromg (mg). Binh
nhdn v thay thudc duge khuyén quan sdt cic diu hidu va triéu chimg chay mau, bao gdm dém xudt
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huyét vé chiy méu cam, dic bidt & nhitng bénh nhén sir dung déng thiri vii cie thude co the gy chiy
midu,
s Daw tiy mdi deoe chin dodn & nhitng bénh nhdn khing di didu kign edy ghip dicu iri
lemalidomide két hgp bortezomib v dexamethasone
Gidm bach cdu trung tinh 00 4 duge ghi nhdn vai 1n sult thip hon trong nhdm didu tr] lenalidomide
phii hgp voi bortezomib va dexamethasone (RVd) so vdi nhom ddi chimg (Rd) (2.7% s0 v 5,9%0)
trong nghién ciu SWOG SO777. Giam bach chu kim sbt 8§ 4 duge bio cho voi tin suit nong e
wrong nhém RVd vit Rd (0,0% so v 0,4%). Bénh nhiin nén bao cdo ngay cde tnrimg hop siit; co thé
chn ngung didu trj va / holic giam liéu,
Giam tiéu chu d 3 hode 4 dwgc quan sit voi tin sult cao hon trong nhém RVd so véi nhdm ddi
chimg Rd (17.2% so vii 9.4%).
- ﬂ:{ u iy i e chan dodn o bénk nivdn didu tr] lenolidomide két g veni dexamethasane lidu
thdp
Giam bach clu trung tinh d 4 di dwoe quan sit thiy & nhém ding lenalidomide két hop voi
dexamethasone Lidu thip & mdt mire dé thip hon so véi nhom ddi ching (8.5% & nhom Rd [didu tri
lign twe] va RAI$ [didu i wong 18 chu k¥ 4 tudn] so wéi 15% & nhom
melphalan/prednisonc/thalidomide), Cac truémg hip s gidm bach cauw trung tinh 4§ 4 phis hgp v
nhém d8i chimg (0,6% & nhimg bénh nhin dugc did¢u 1rj lenalidomide/dexamethasone Rd va Rd1B
s0 i 0,7% & nhdm dimg melphalan/prednisone/thalidomide).
Giam tidy cliu do 3 hode 4 duge ghi nhan it hon & nhim Rd vi RA18 so véi nhom d6i chimg (8,1%
wi 11.0% trong img).
o Dau iy mdi diege chdn dadn o bénh nhdn khdng di dieu kign dé cday ghép, diéw iri hing
lenalidomide %ét hop vai melphalan vé prednisome
Sur két hop coa lenalidomide véi melphalan v prednisone trong cac thir nghig¢m 1am sing cho nhimg
hénh nhin da u tiy méi duoe chin dodn co Tién quan dén 1 1€ cao hon cia gidm bgeh clu trung tinh
i 4 (34,1% & nhom melphalan, prednisone v lenalidomide, sau 86 ding lenalidomide (MPR + R)
vit melphalan, prednisone vi lenalidomide tiép theo 1a bénh nhin didu tri gia duge (MPR 4 p) so véi
7,8% & bénh nhdn duoe didu tri bing MPp + p). Cée dot gidm bach cdu trung tinh ¢ 55t 33 4 khing
dirge quan sat thuimg xuyén (1.7% & bénh nhin ding MPR + R/ MPR + p so vii (1% & bénh nhin
durcre didu trj biing MPp + p). .
Sy két hop cia lenalidomide vii melphalan va prednisone & bénh nhin mic da u wy co lién quan
dén ty 12 coo hon ciia gidm tidu chu 46 3 va 34 4 (40.4% & bénh nhin dicu trf MPR + R/ MPR +p,
50 va1 13,7% & bénh nhin duge diéu tri bing MPp + p).
o Doy d6 diere dide i it wht mot fiégu phdp trvde deé
Sur kit hop ena lenalidomide vai dexamethasone @ bénh nhdin miic da u tdy duge diéu tr it nhat mit
liéu phip truée dé cé lidn quan dén Ui 1§ cao hon cia gidm bach cu trung tinh d§ 4 (5,1% & bénh
rhéin di sg lenalidomide/dexamethasone 5o vai 0,6% o bénh nhin ding gia duge/dexamethasone);
céc dit st gidm bach clu trung tinh 4§ 4 duge ghi nhiin khidng thuimg xuvén (0,6% & nhimg b¢nh
nhin didu tr} lenalidomide/dexamethasone so viai 0.0% & bénh nhin ding gia duge/dexamethasone).
Sur két hop cua lenalidomide vivi dexamethasone & bénh nhin me da u ty <6 lign quan dén 1i I§ cao
hon cia gism tidu cdu 4 3 va 4 (13 1§ 9,9% va 1,4% twong img & bgnh nhin didu i lenalidomide/
dexamethasone o vai 2,3% va 0,0% & céc bénh nhin duge didu tri gia duge/dexamethasone).
o fhi chimg logr san tuy

Vigc didu trj bidng lenalidomide & cde bénh nhin bj hii chimg loan san ty cd 1ién quan dén 1 1§ cao

hon cia giam bech chu rung tinh 85 3 v 4 va gidm ticu ciu so vii bénh nhin ding gia duge.

o L lympho 1é hao manile
Bidu trj lenalidomide & bénh nhin u lympho 1 bao mantle ¢b lién quan dén 1i 1§ cao hon cia giam
bich chu trung tinh dd 3 va 4 so véi nhom d6i chimg.

o L lympho the nang

Phii hop lenalidomide vai rituximab & bénh nhin u lympho thé nang oo lidn quan dén ti I giam bach
<hu trung tinh d 3 hodic 4 cao hon so véi bénh nhin nhém gia duge/ rituximab,. Gidm bach ciu trung
tinh cd so va gidm ticu chiu 40 3 holic 4 thudmg duge quan sat trong nhom lenalidomide! rituximab.

Rl lags huyem gidp
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Mt s trutmg hgp méc chimg suy gidp v cutmg gidp d3 duge bido cdo. Khuyén cdo kiém sodt o)
wu edic bénh di kém dnh hudmg dén chie ning tuyén gidp tre khi bt diiu didu tri. Nén kiém ta
chirc niing tu:,-én gidp loc ditu vé trong qui trinh didu irj.

Beénh thedn kirh mgoai bién . .

Lenalidomide ¢ clu tric lién quan dén thalidomide, 14 chilt giy ra bénh thin kinh ngogi bién ning,
Ti 1¢ bénh thén kinh ngoai bién khéng ting khi dimg lenalidomide phdi hop viai dexamethasone hofic
melphalan v prednisone hode lenalidomide dom trj ligu kode sir dyng 13u dai lenelidomide trong didu
tri da u iy mdi dugre chin dodn.

Phai hyp lenalidomide vai bortezomib dudmg finh mach v dexamethasone cho bénh nhén da u 1y
et lién quan dén thn sufit bEnh thén kinh ngoai bién cao hom. Thn sudt thiip hem khi ding borezomib
tigm dwdi da. D€ bidt thém chi tiée, tham khio thang tin tom 18 disc tinh sin phim cia bortezomib,
Phdn timg lan rang khii u vé hai chirng by gricd khdl u _

Vi lenalidomide cd hoat tinh chéng ung thir nén cic bién chimg cia hii chimg ly gidi khii u (TLS)
co thé xay ra. Mot sé trudmg hop TLS va vi phan dmg lan ring khéi u (TFR) bao gdm i vong da
duere bdo ¢do. Cée bénh nhdn ob nguy co TLS vi TFR i nhimg bénh nhin ¢b ginh njng khdi u cao
triscve khi didu trf. Clin thiin rgng khi dua nhimg bénh nhin niy vao didu tr] lenalidomide: Nhimg
bénh nhin niv nén duge thee doi chal che, dic biét 18 trong chu ki diiu tién hodic tang liéu, va clc
bi¢n phap phong ngira thich hop duoc thye hién,

o [ ympiho 1€ o mantde : .
Khuyén céo theo doi va dinh gid cin thin TFR. Bénh nhin cd chi 56 tién lugmg quic 1€ u lympho €
bédo mantle cao (MIPL) khi chan dodn hodic cb khdéi u ban ddu bm (it nhét cd mi 1-|:|n thuong = 7 em
duémg kinh dii nhit) co thé ed nguy co bj TFR. Phin émg lan rgng khoi u oo thé bt chude tidn trién
cia bénh (PD). Bénh nhiin trong nghién ciu MCL-002 va MCL-001 bi TFR ¢ 1 vi 2 dugre didu tr|
corticosteroid, NSAID vd¢ hoje thude giam dau gﬂg nghign d& diéu tri cde tri¢u chimg TFR, Mén
quvét dinh diéu trj TFR sau khi ddnh gid 1dm séng cin thin bénh nhin.

s [y the mang .

Khuvén ciio dinh gia vi theo dai cin thin TFR. Lan rdng khdi u cé thé bt chude tién trién binh.
Binh nhén bi TFR dd 1 va 2 duge didu tri corticosteroid, NSAID va/ hofie thudc giam dau gy nghién
dé didu tri ridu chimg coa TFR. Nén quydt dinh didu tri TFR sau khi danh gid lim sang cin thin
b¢nh nhin.

Khuyén cdo theo d0i va danh gid cdn thin TLS. Bénh nhin phai duge cung cap di nude va didu tr]
dyr phiing TLS ngoai bang hoa hoc duwgre odip nhit hing tuin trong sudt chu k¥ diu tién hoge ki hon
khi oo chi djnh Bm sdng. g

Crcirls g ki

o U fympho i€ bao manile : .

Khing nén ding lenalidomide dé didu i bénh nhin co ginh ndng khoi u cao néu ¢b cac phuong
phap diéu tri thay thé.

Fir vang xdim

Trong nghién ciru MCL-002 b sy gia tdng rd fng trong t vong som (trong ving 20 tudn). Bénh
nhin cé ginh ndng khdi u & giai dogn ban diu cb nguy eo nr vong sim ting, ob 16/81 (20%) truimg
hip b vong sém & nhim lenalidomide v 2/28 (7%) i vong sdm & nhdm d8i chimg. Treng vang 52
tudn, cdc gid trj Lwong dmg 13 32781 (40%) va 628 (21%).

Ciie bien cd bt it

Trong nghidn ciu MCL-002, trong sudt ehu k¥ dica iy 1, 11/81 bénh nhin { 14%6) cé gdnh njng khoi

u cao rit khii nhom didu trj lenalidomide so v 1/28 bénh nhin (4%) trong nhdm d6i chimg. Ly do
chinh cia vige rit khoi nhom dide trj lenalidomide & bénh nhiin ¢6 gdnh ndng khdi u cao rong chu
kv didu tr | 1 do cac bién eb bat bgi, 7/11 (64%), .

Do 06, cAn theo doi chdt che céc bidn ob bt i & bénh nhin cd gdnk ndng khdi u cao ké ca céc diu
hidu cia phan dmg lan ring khdi u (TFR). Tham khao thém muye Lidu lpmg vi cdch dimg dbi voi
didu chinh lidu cho TFR.

Ganh njng khi u cao duge dinh nghia khi it nhiit o6 | tdn thuomg = Sem dwimg kinh hofic ¢6 3 tha
thirong = 3 cm.

Phan g df g voé phan tmg da ndng

Cic mrimg hop phin émg dj ing bao gom phi: mach, phan img phan v& vi phén img da nang bao
g,:‘:m SI5. TEM vi DRESS i duge ghi nhin & nhimg bénh nhdin di¢u tr lenalidomide. Bénh nhin
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phai dupe bdc 55t viin vé cde diu higu v trigu chimg cia cdc phén img rdy va phai duge chim soe
v 1 ngay khi cie phan img niy xdy ra. Phii n%-fxng st dyng lenalidomide khi bi phi mach, phin dmg
phémn vé, ban bong minde hay bong viy, hodie néu nghi ngdr bj 8J5, TEN hofic DRESS, va khing duge
bt déu lgi sau khi khing con clic trigu chimg ndy nita. Nén cin nhic tam ngung hoje ngimg s dyng
lenalidomide doi vii cae dang phin dmg da khic thy thude vao mire 39 nghiém trpng. Bénh nhin di
bi phin img di dng trwde di khi didu tri thalidomide can duge theo dai chit ché do phan img chéo oo
thé xdy ra gitra thalidomide vi lenalidomide d8 dwge bio cdo trong v vin, Bénh nhin co tién si phat
han nang lidn quan dén diéu trj thalidomide khing duge ding lenalidomide.
! ngnyen phal thar bed (Second primary malignancies: SPM)
Tang ti i u nguyén phat thir hai 48 duge ghi nhdn trong cde thir nghidm [im sing & béah nhdn da u
tuy d duge didu tri trude 46 diing lenalidomide/ dexamethasone (3,98 trén 100 nguii-ndm) so vii
nhom dii chimg (1,38 trén 100 nguéi-nam), SPM khing xim lin bao gbm ung thy da té bio diy
hodic té bao vay. Phin 1on SPM khing xam lin 14 khii u djc.
Trong céc thit nghiém 1im sang ddi véi bénh nhin da u ty méi duge chin dodn khing di diéu kién
aé cly ghép, A3 ghi nhin tang 4.9 Lin ti & SPM huyét hoe (cdc truimg hop AML, MDS) & bénh nhin
didu trj lenalidomide két hgp vai melphalan vi prednisone cho dén khi bénh tién rién (1,75 trén 100
ngudi-nim) so v&i melphalan ket hop v predaisone (0,36 trén 100 nguwdri-nam).
Ting 2,12 lin ti suft mic béah SPM u dic d3 duge quan st & nhitmg bénh nhin diu trj lenalidomide
(9 chu ki) phi hop véi melphalan vA prednisone (1,57 trén 100 ngudi-nim) so voi melphalan kit
hop prednisonc (0,74 trén 100 ngudi-ndm).
(3 nhimg bénh nhin didu trj lenalidomide phdi hop voi dexamethasone cho dén khi bénh tién trién
hojc trong 18 thing, t 1§ SPM huyét hoc (0,16 trén 100 ngwii-nam) khong ting so vdi thalidomide
ph{‘ri hop melphalan va prednisone (0,79 trén 10 ngudi-ndm ).
Tang 1.3 lan ti ¢ SPM u dic 43 duoc quan sit & bénh nhdn didu trj lenalidomide ph':{'li hop
dexamethasone cho dén khi bénh tién trién hofic trong 18 thing (1.58 wén 100 nguiri-ndm) so vdi
thalidomide phﬂlﬁ hgp vii melphalan va prednisone (1,19 trén 100 ngudi-ndm).
O nhimg bEnh nhiin da u tiy méi duge chin dodn ding lenalidomide phéi hop v bortezomib vi
dexamethasone, U & SPM hu:.-u’:l hoe 1d 0,00 — 0,16 trén 100 ngudi-ndm vé ti 1¢ SPM o dic l0.21-
1,04 trén 1O nguiri-ndm.,
Mguy o u nguyén phat thir hai tang 1én cb lién quan dén lenalidomide cé wromg guan dén vige bj
NDMM sau khi ghép té bao gle. Mc di nguy co ndy khing hodin todn dic tnmg, nén lvu § khi cén
nhic v sir dyng lenalidomide trong trudmg hop nay.
Ti I& u & tinh huyét hoe, phin Iém AML, MDS va u 1é bao B (bao gdm u lympho khing Hodgkin's)
l 1,31 trén 100 ngudi-nim ddi veri nhom dang lenalidomide vi 0,58 trén 100 nguivi-ndm & nhom gia
durere (1,02 trén 100 ngudvi-ndm 461 véi bénh nhan dung lenalidomide sau ASCT vi 0,60 trén 100
ngurii-ndm & nhom khéng ding lenalidomide sau ASCT). Ti 1§ SPM u diic 18 1,36 trén 100 ngudsi-
nim & nhdm lenalidomide va 1,05 trén 100 ngudi-ndm & nhdm gid duge (1,26 trén 100 ngudi-ndm &
bénh nhin dung lenalidomide sau ASCT va 0,60 trén 100 ngudi-n&m & bénh nhdn khing ding
lenalidomide sau ASCT).
Cén tinh dén nguy co xudt hign SPM huyét hoe trude khi bit diu diu tri lenalidomide hoge & dang
phéi hop viri melphalan hode ngay sau khi ding liéu cao melphalan va ASCT. Cin ddnh gid cdn thin
bénh nhin trude va trong qué trinh di¢u 1 sir dung tdm sodt ung the chudn dai viri SPM v dp dyng
ciic diéu tri chudn theo chi djnh.
Tién trién dén bénh bach cdu tity cdp & binh MDS nguy co trung bink | va thdp
s Nhié¢m sic thé 46 (Karotyie)
Céc bién co ban bao ghm phire hop di truvén hoc té bio b lign quan dén tién trién dén AML. &
nhitng ngudi 18 thude vio truyén méu va ¢d biit thudmg Del (5q). Trong mdl phin tich két hop hai
thir nghiém 1am sing lenalidomide ddi v trigu chimg loan san thy nguy co trung binh 1 va thip,
nhitng ngwivi ¢o 1 phite hop di truyén hoe 1 bao oo nguy co tich Loy trong 2 aim tién trién dén AML
cuo nhdit (38.6%). Ti 1¢ tién trién dén AML wée tinh trong 2 ndm & nhitng bénh nhdn ¢é mdd bit
thudmg Del (5q) 14 13,8% so voi 17, 3% b it thudmg Del(5q) va mot biit thirémg di truvén hoc 1
b khac,
Do d6, 6 1 Toi ich/ nguy co cia lenalidomide khi MDS ¢é lién quan dén Del (5q) va phire hop di
truyén hige 1 bao chua duge bidt,
 Tinh trang TP33

- -..'1 LD-D ;.:."

i
S AN

P

—



https://trungtamthuoc.com/

Diit bién TP33 hign dién & 20-23% bénh nhin MDS Del 5q ¢t nguy co thip hom vé co lién quan
dén nguy co cao bom tidn tridn dén AML. Trong mit phin tich hau dinh cla mdt tha nghiém [Em
sing cua lenalidomide @81 véi trigu chimg MDS nguy co trung hinh | vib thip (MIDS-004), ti 1§ tién
trién dén AML trong 2 niim wie tinh khoang 27,5% & nhimg bénh nhéin duomg tinh IHC-p53 (gidi
han mdt mau nhdn 1%, sir dyng dinh gid hoa ma miln dich coa protein p33 nhu 1a dai di¢n cho tinh
trang &6t bién TPS3) va 3,6% & bénh nhan dm tinh IHC-pS3 (p=0,0038),

Tién trice thimh u de tah & u lvmpho té bao mantle

Trong u lvmpho té bdo mantle, AML, u tf bio B va ung thu da khing melanine (NMSC: Non-
melanoma skin cancer) duge xdc dinh cd nguy oo,

L mguyién phar sk hai o u bompho the mng

Trong nzhién ciu INHL i phdt/ khdng trj ¢6 bao gbm bénh nhin u lympho thé nang, nguy co u dc
tinh nguvén phét thir hai (SPM: Second Primary Malignancics) trong nhdm lenalidomide/mituximab
khing t@ng so vii nhom gia duge! rituximab. U de tinh nguyén phat thir hai ve huyét hoc cia AML
xdiy ra & 0,29 trén 100 nguii-nam & nhém lenalidomide! rivuximab so vdéi 0,29 wén 100 nguii-nim
& bénh nhiin ding gia duge/ rituximab. Ti 18 SPM huydt hpe ket hop vai u dac (logi trir ung thy da
khdng melanine) ki 0,87 trén 100 ngudi - ndm trong nhom lenalidomides rituximab so véi 1,17 trén
|00 npudri-nim & nhom diing gid duge’ ftuximab voi trung vi thot gian theo d&i 14 30,59 thang
{(khodng 0,6 dén 50,9 thang). :

Ling thu da khéng melamine 14 nguy co d3 xac dinh vi bao gbm ung thy bidu mé té bdo vy cla da
hodic ung thir bidu mé  bao day. )

Béc s7 nén theo doi bénh nhin XU hign SPM. Nén cin nhiic ¢i lgi ich cd thé c& va nguy co ci
lenalidomide khi xem xét diéu trj lenalidomide.

J&ﬂfﬂﬂngﬂ# -
Suy gan bao g_ﬁ.m cdc trinimg I'H.'IP wr vong da duge ghi nhin & bénh nhin didu trj lenalidomide phii
hop: suy gan cp, viém gan nhiém dde, viém gan ly gidi 1€ bio, viém gan ¢ mdl, va viém gan hdn
hop & mit’ Iy gidi té bao, Co ché cioa nhidm dic gan do thude ning chira duge biét mjc di trong mit
st trurimg hop bénh gan do virus trnde 36, ting men gan, didu trj khang sinh cé thé i céc viéu 16 nguy
i,

Xét nghiém chirc néing gan bit thurimg duge bdo cdo thuimg xuyén va thudmg khing cb triéu chimg
vii co thé hoi phuc khi npume dimg thude. khi cic thing sb tré lpi mie co bin, ¢6 thé xem xét didu
tri ¢ lidu thip hom, ]
Lenalidomide duge bii tiét qua thin. Can didu chinh lidu & bénh nhin suy thin nhim tranh ting nding
46 thube trong huyét twomg lam ng nguy co phan dng bit ki vé huyét hoe hodic dée tinh gan.
Khuyvén khich theo ddi chire nling gan, dic biét khi cd tien sir viém gan do virus uii phit hode khi
phéi hop lenalidomide vii cde thude di bidt ¢b lign quan dén rbi loan chirc néng gan.

Nhidm khudn kém hode khing kém giam bach cdu

Bénh nhin bi da u tiy cb khuynh huéng phit trién nhim khuén bao gom viém phii. Ti 1§ nhigm
khudn can hom dige ghi nhin khi ding lenalidomide phéi hop voi dexamethasone hon phéi hop v
MPT & bénh nhin NDMM nhimg nguéi khong di diéu kign 3& cy ghép. va voi dicu tr duy tri
lenalidomide so vai gia duge & bénh nhin ki NDMM 43 rai qua ASCT, MWhiém khudn = 40 3 xdy ra
khi bj giam bach cau trung tinh & it hon 1/3 bénh nhén,

Bénh nhén cé nguy co nhidm khudn d3 bidt nén duge theo doi chat che. Thr ca bénh nhiin phai duge
cham sée v & ngay khi eo diu hidw nhidm khudn diu tién (vi dy ho, sbt...) do 6 cho phép didu trj
stm dé giam mine 3 nghiém trong.

Tl hogt hoa virvus

Céc trdmg hop tai hogt hda virus 43 duge bdo cdo & binh nhin ding lenalidomide bao ghm herpes
zoster ndng hode @i hoat hda virus viém B{HBY).

M 515 truimg hop tdi hoat hia virus d3 din dén 1 vong.

M s trudmg hop i hogt hoa herpes zoster gy ra phit tn herpes zoster, viém ming ndo herpes
poster, hodc herpes oster mit ciin ngirmg diéu tri lenalidomide tam thai hodic vinh vidn v didu trj
thuée khiing virus dily di.

Téi hogt hoa viem gan B hiém khi dge bio cdo & nhimg bénh nhin ding lenalidomide da nhigm
virus viém gan B trude d5, M3t vai trutmg hop ndy tién trién dén suy gan cip phai ngung dicu
lenalidomide vii didu tri thede khang virus diy di. Nén xde dinh tinh trang virus viém gan B trudc
khi bit ddu diéu trj lenalidomide. Dzi viri nhimg bénh nhin duong tinh vé&i HBV, nén tham vin bic
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57 chuyén khoa viém gan B. Thin trong khi ding lenalidomide cho b§nh nhén da nhidm HBY trude
d6 ke ca bénh nhén co kit qua xét nghiém anti-HBe duong tinh nhung HBsAg &m tinh. Nhimg bénh
nhin nay nén dwge theo doi chit ché cae diu hidgu va trigu chimg nhidm HBV hogt ddng trong suit
théni gian dicu tri.

Bénh ndo cher trang da d tién trién

M4t 58 truimg hop bénh ndo chit wing da & tién trién (PML) bao gdm tir vong 48 duge bdo cdo v
lenalidomide. PML dige ghi nhdin vai thang dén vai nim sau khi bit diu didu tr lenalidomide. Cac
truémg hop thudmg xdy ra khi diing dong thai dexamethasone hode didu tri trude do vai cae tc nhin
hia tri e ché mien dich khéc, Bac s§ cin theo d2i bénh nhin dink k§ hofc cin nhie PML trong cdc
chén dodn phiin bigt & bénh nhan 6 tridu chimg bénh 1y thiin kinh xfu hon hodie méd, ee diu higu,
trigu chimg vé thai d& hodic nhiin thire, Khuyvén cio binh nhin nén thing bio cho ban tinh hode ngrini
chiim sic vé viéc diéu i bérd vi he cd thé chi ¥ cée triéu chimg mi bénh nhdn khing nhin thirc duge.
Biénh gid PML nén dya trén kiém tra h¢ thin kinh, chup cong hurémg tir ndio v phén tich dich ndo 1oy
ddi v DNA cia virus JC bing phuong phip PCR hodic sinh thido ndo kém xét nghiém JCV. Ket qua
PCR IVC &m tinh khng logi trir PML. C6 thé cin theo doi bd sung va danh gid néu khing cd chin
dadn thay thé dire thidt lip.

MNéu nghi nger PML, vige tiép tue dimg lidu phii ngimg Igi cho dén khi logi trir PML. Méu PML g3
durgre xdc dinh, phai ngung ding lenalidomide vinh vién,

Bémh mhir o u tiey i dorgre chen docan

T% 1& khéing dung nap cao hom (cic e dyung phy dé 3 hode 4, cde tic dung phy nghiém trgng, ngung
diing thiic) & bénh nhiin> 75 tudi, giai doan 111 cha 185, ECOG PS=2 hodc Cler <60 mL/phit khi
dimg lenalidomide két hgp. Bénh nhin cén duge dinh gia cdn thin vé khi nang dung nap
lenalidomide khi ding két hop, co xét dén 4o wdi, 1SS giai doan 11, ECOG PS<2 hoge Cler <60
mL/phin. _

Frwe sy timh the i

By thiy tinh thé ¢ duge bdo cdo vai tin s cao hon & nhitng bénh nhan ding lenalidomide két hop
virl dexamethasone dc bidt khi ding trong thii gian dai. Nén thudmg xuyén kitm tra thi luc.
THAN TRONG DPAC BIET KHI LOAI BO VA THAO TAC

Khing duge md hay nghien vién nang. Néu bt lenalidomide 1_i|§|:t xtic viri da, phai ria da ngay 1§p
bire vit hodn todn bing xa phing va nude. Néu lenalidomide tiép x0c vai niém mac. phii ria niém
mars k¥ v mnde.

Béic 5§ va ngudri chdm soc nén mang ging tay ding mit ln khi thao tie voi vi thudic hodic vien nang.
Sau (0 phai logi bo gang tay cdn thin dé trinh tiép xic voi da, dat wong tii nhya cd thé niém phong
dirgre vi thii bo theo quy dinh cda dia phremg. Sau &6 phai nim tay k¥ vdi nude vi xd phong. Phy nir
e thai hodic nghi ngdr mang thai khing nén thao tie vdi vi thude hode vién nang (xem mye Cank beo
dic Bigr wer thin trpvg ki diing thude), .

Bt k¥ hegmg thube khing st dyng hoje con thira phai duge tra lai cho duge s§ dé logi bd theo quy
dinh cia dia phirong,

TUONG TAC VOI CAC THUOC KHAC VA CAC DANG TUONG TAC KHAC

Cée thude kich thich tao héng ciu, hojic cac thude khde ¢b thé lam ting nguy co huyét khai, vi du
nhir lidu phap thay thé hormon, nén duge sir deng thiin trong & nhitng binh nhin da u tiy dang diéu
tri lenalidomide vd dexamethasone.

Thatic wing trdah thal

Hién chua ¢6 nghién ciru twong the nho duge thire Wign véd thube ngira thai uing. Lenalidomide
khong phai 4 thude giy cam (mg eneyme. Trong mit nghién ci in viere vii té hiio gan ngui,
lenalidomide, & cdc nong d6 khic nhau d3 khing giy cém (ng CYP1A2, CYP2B6, CYP2CY,
CYP2C19 v CYPIAS, Do &6, chm img lam gim hifu qua cia thube, ké ca thude trinh thai ngi
tiét 18 s& khimg xay ra néu chi ding lenalidomide. Tuy nhién, dexamethasone duge bidt dén 13 thude
gy cam (mg CYP3IAS & mire véu dén vira phai v cd thé dnh huimg dén che enzym khic eling nbu
chc chilt vin chuyén khac. Co thé khong logi trir vide higu qué cia thube ngira thai duimg wdng oo
thé giam trong qua trinh didu trj. Céc bi¢n phap hi¢u qua dé tranh mang thai phai duge thye hién.
Warfarin :

Sir dyngz déng théi véi lenalidomide 10 mg da lidu khing anh hudmg dén duge ddng hoe don lidu cia
R- vi S-warfarin, Sir dung déng thivi v&i warfarin 25 mg liéu dom khing anh hudng dén duge djng
hoc cia lenalidomide. Tuy nhién, khing r0 li¢u ob temg e khi sir dung trong 1am sang (diéu tri
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ding thivi viri dexamethasone) hay khing, Dexamethasone 1 thudc gy cam (mg enzyme & mire yéu
dén vira phéi va khing rd dnh hudmg cia nd 1én warfarin, Theo doi chit cht ndng dd warfarin trong
sudt qua trinh diéu tri.

exirr

Bicu tri dbng thési vii lenalidomide 10 mg mi ldn m&i ngiy lam tang ndng 4§ cla digoxin trong
huyét tremg (0.5 mg, lidu don) khodng 14% vai C1 90% (khodng tin ciy) [0,52% -28,2%]. Khing rf
lidu dnh hudng s& khic nhau nhir thé ndo khi diéu tri (liéu ding lenalidomide cao hon v didu tri
ding thai vai dexamethasone). Do d6, nén theo dai nbng dd digoxin trong qud trinh didu i
lenalidomide.
Sratins
Téng nguy co tidu co véin khi ding statins voi lenalidomide ma ¢6 thé chi dom gian 13 thude phy thém
vito, Chid ¥ tiing cuimg theo dai Tim sang va két qua xét nghiém trong nhimg tudn diu didu tr,
Dexerrethason _
Sir dung déng théri dexamethason lidu don hay da licu (40 mg/ngay) khing dnh huéng lim sang den
durgre ddng hoe da lida cia lenalidomide (25 mg mgt ln /ngay).
Twong tde vii ede chit de chd P-glycoproteln (P-gp)
In vitro, lenalidomide 14 co chat cia P-gp, nhung khdng phéi 13 chdt (e ché P-pp. Vige ding ddmg
théri da lidu thude dc ché P-gp quinidine (600 mg, hai 1dn mdi ngdy) hode thude te ché Pgp trung
binh/ co chét temsirolimus 25 mg khong dnh hwdmg vé mit lim sing dén duge ding hoc cia
lenalidomide (25 mg). Sir dung ddng thivi lenalidomide khing lam thay d&i duge ding hoc cua
temsirolimus,
TUONG KY J
Do khing ¢ cac nghién cim vé tinh wong ky cia thude, khing trin Hn thule nly vii cie thuoe
kha,
KHA NANG SINH SAN, PHU NI’ CO THAI VA CHO CON BU
Do kha ning giy dGc tinh trén thai, lenalidomide phai duge ké don theo Chuong trinh phong trianh
thai (xem mype Cdnh bede dic bigh v thdn trpng kb dimg thide) tric khi ob bdng chimg dang tin cgy
ring b¢nh nhin khang cb khi ning mang thai.
Phy nir cf khi niing mang thaiPhdng tréinh thai & nam v ni
Phy nit co khd ndng mang thai nén sir dyng bi¢n phip trinh thai hidu gua. My thai nghén xiy m &
mét phy nir dirge didu tr] bing lenalidomide, phai ngimg diéu tri va bénh nhin cin dige chuyén dén
béc 57 chuyén khoa hode cd kinh nghiém vé qudi thai hoc dé danh gif vi or viin, Néu thai nghén xay
ra vi¥i han tinh cia nam gidi ding lenalidomide, nén dua ban tinh nir ndy tdi bie si chuyén khoa hoje
e kinh nghiém vé quai thai hoe dé ddnh gid vit tr vin, .
Lenalidomide b trong tinh dich ngued & mire cye thap trang suot qud trinh ditu trj vd khdng thé pha
hién duge trong tinh dich ngirti sau 3 ngdy ngimg thude doi vai ngudi khie manh, Bé phang ngira
vit c6 tinh dén cdc nhom diic bidt e thévi gian thai trir kéo dai nhy suy thin, 1t ci céc bénh nhin nam
ding lenalidomide nén sir dyng bao cao su trong suit thir gian didu trj, trong thivi gian ngumg dung
thudc va trong vong | tudn sau khi ngirmg didu tr néu ban tinh cda hg oo thai hofic co kha ndng mang
thai vii khing dang bién phiap trinh thai,
Pho ai b thai .
Lenalidomide co cliu tric lién quan dén thalidomide. Thalidomide 1i mdt hogt chét gdy quai thai da
biét & ngwri, gy ra nhimg khuyét tit so sinh de doa tinh mang nghidém trong.
Lenalidomide giy ra di dang & khi twomg tu nhu nhimg gi diege md i vdi thalidomide, Do dé,
lenalidomide co thé giy quéi thai va ching chi dinh diing lenalidomide trong thai ki.
Phy o cho con bi
Khing i lenalidomide b duge bii L&t trong sita me hay khong. Do d6, nén ngung cho con bi trong
khi didu tri bing lenalidomide.
Kha ning zinh =in
MNghién ciru kha ning sinh sin & chudt chng ding lenalidomide lidu 1én i 500 mg'kg (khoang 200
dén 500 1 lidu ding & ngwi 25 mg vA 10 mg twong (ng dya trén dign tich bd mit co thé) khong
gy ra tic dyng cb hgi trén khd ndng sinh sin vi khing gay doc tinh cho chudt mg.
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ANH HUONG BEN KHA NANG LAI XE VA VAN HANH MAY MOC
Lenalidomide ¢ dnh hidmg nhd hodic trung binh dén kha niing 14 xe va vin hanh may mdc, Mt
mai, chong mit, budin ngi va thi lue bi mor 3@ duge bao céo khi sir dung lenalidomide. Do da, ciin
thiin trong khi lai xe hofic viin hanh méy maéc.
TAC DLING KHONG MONG MUON
Tom tit hih 5o an toin :
Eep e ttey mnerd dvegre ehein dodn: e mide & traf que ASCT deeoe diéy e lenalidomide duy v
Tiép cdn bao ton duge dp dung dé xic dinh cdc phan img bat lgi tir nghién ciu CALGB 100104, Cac
phén g bdt lgi mé t trong bang | bao gdm cde bidn cb duge ghi nhin sau HDM/ASCT eling nhu
cic bién cé tir thr gian didu tr duy tri, Phin tich thir hai xde dink cde bifn b xéy ra sau khi bat ddu
didu tri duy tri cho thiy tin sudt xay ra trong bang | cd thé cao hon thyre 18 quan st duge trong thii
wian didu tej duv tri. Trong nghién ciu IFM 2005-02, phin Gng bt lgi chi xay ra trong thivi gian didu
tri diry tri.
Cée phan img biit lgi ndng quan sdt duge ghi nhin phd bién hom (=5%5) khi ding lenalidomide duy
trl s0 v gid dirre bao gdm:

o Viém phdi: {10,6%; thai ky két hop) tir nghién ciu [FM 2005-02

» Nhiém khudin phii (9.4% [9.4% sau khi bat ddu diéu trj duy wi]) vir nghién clu CALGH

[T 04

Trong nghién ¢ TFM 2005-02, cde phéan img bt lgi duge ghi nhin phi bign hon vai lenalidomide
duy tri 30 voi gig duge bap pbm: giam bach iy trung tinh (60,8%), viém phé quan (47,4%), tifu
chiy (38.9%), viém mii hong (34,8%), co co (33,4%), gism bach cdu (31,79, suy nhuge (29,7%),
ho (27,3%), giam tidu cau (23,5%), viém da diy nﬂ (22,5%) vii 501 (20,5%). _
Trong nghién cine CALGR 100104, céc phan img bat lgi dwge quan sat phd bién hm khi didu tri duy
tri lenalidomide so voi gid duge ban gdm: gidm hach clu trung tinh (79,0%) [71,9% sau khi bar diu
ditu tri duy tri]), gigm tiéu cdu (72,3% [61,6%]), tiéu chay (54.5% [46.4%]), phdt ban (31,7%
[25.00]), nhidm khudn dusmg b hip trén (26,8% [26,8%]), mét mai (22,8% [17.9%]), gidm bach
chu (22,8% [ 18,8%]) va thidu mau (21,0% [13,8%]). . .
Dt w by mudi dheere chdn dodn o bénh nlidn khing di dicu kidn d¢ cdy ghép didu iri lenalidomide phii
hap viri hortezomih va dexameihasone
Trong nghién ciu SWOG S0T77, phin img bit Igi nghiém trong duge quan st phi bién hon (25%)
khi ding lenalidomide phoi hop véi bortezomib dutmg tinh mach va dexamethasone so voi khi ding
lenalidomide phidi hop dexamethasone génm:

»  Hy huyét dp (6,5%), nhiém khuin phéi (3,7%), mat nuoc (5,0%)
Phan imgg bit bgi duge quan sat pho bién hon (=35%) khi ding lenalidomide phdi hgp vii bortezomib
vil dexamethasone so i khi diing lenalidomide ph:l.mi hgp dexamethasone pom: M& mdi {73,7%),
bénh 1 thitn kinh ngoai bicn (71.8%), gidm tiéu ciu (37,6%). tdo bon (56,1%), ha canxi mau (50,0%).
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lenalidomide kéi viri fién thap dexcame thasone
Cie phin fmg bt lovi nghiém trong duge ghi nhdn thidmg xuyén hom (=5%) khi ding lenalidomide
két hop vii dexamethasone lidu thap (Rd va Rd18) so vii melphalan, prednisone va thalidomide
(MPT): )

- Viém phdi (9.8%)

= Suy thin (bao gom cap tinh) (6.3%)
Cic phin img bt Igi quan it thay thuimg xuyén hon & nhém Rd hode RS so véi nhom MPT: tiéo
chay {45,5%), m&t mai (32,8%), dau lung (12,0%), suy nhuge (28,2%), mat ngi (27,6%), phit ban
{24,3%), gidm sy thém &n (23, %), ha (22,7%), st cao (2 | A%) v co 1kI|.ﬁ1 cor (20,5%).

R R ! AT Y i,

4

Cic tic dyng khing mong mudn nghiém trong quan sét thay nhidu hom (= 5%) véi melphalan,
preduisone va lenalidomide, san 86 Li duy tri lenalidomide (MPR + R) hojc melphalan, predniscne
vi lenalidomide, sau d6 la gia duge (MPR + p) so vii melphalan, prednisone vi gia dwgc sau d6 1
gid duge, (MPp + p) hao gom:

- Giam bach ciu trung tinh cd sl (6.0%)

- Thidu méu (5.3%)
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Céc tic dung khing mong mudn quan sit thiy thutmg xuyén ham véi MPR + R hoge MPR + p so v
MPp + p bhao gfim: giam bach cau trung tinh (83,3%), thidu mau (70,7%), gitm tidu ciu (70,0%),
miam bach chu (38,8%), t0 bon (34,00), tidu chiy (33,3%), phdt ban (28,9%), st (27,0%), phi
necai hién (25,0%), ho (24,0%0), gidm thiém dn (23,7%;) vé suy nhuge (22,0%).
Bérh da u tay dege diéa iri it nhat mdt lién phdp trisie 80
Trong hai nghién cing c6 doi chimg véi gia duge giai dogn 111, 353 binh nhin da u tay d3 duge phoi
nhidm vi&i phéi hop lenalidomide/dexamethasone va 351 véi phdi hop gid duge! dexamethasone. Cic
phin tmg bdt loi nghiém trong nhét quan sét thiy nhidu hom & lenalidomide/dexamethasone so vii
két hgp placebo/dexamethasone bao gim:

- Tic nghin huyét khéi tinh mach (huyée khéi tinh mach sau, e maeh phii)

- Giam bgch ¢iu trung tinh 4§ 4
Cic tic dyng khing mong mudn quan sit thiy xdy ra thuimg xuyén hom i lenalidomide va
dexamethasone so v gid duge va dexamethasone trong cde thir nghigm lim sing binh da u twy glp
(MM-009 va MM-010) bao gdm mé moi (43,9%), giam bach cdu trung tinh (42,2%). wo bén
(401,5%), tiéu chay (38,5%), co thit cu (33,4%), thitu mau (31,4%), gidm tidu clu (21,5%), va phat
ban (21,2%).
Hdi ghimmg loan san iy :
Hi 5o an todn cia lenalidomide & nhimg bénh nhin b hii chimg loan san iy duge da trén 50 ligu
tir téing 56 286 bénh nhin tir mdt nghién i giai dogn 11 va mt nghién ciru giai doan 111 Trong giai
doan 11, tht ci 148 bénh nhin duge didu tri bing lenalidomide. Trong nghién edu giai dogn 111, 69
bénh nhia ding lenalidomide 5 mg, 69 bénh nhan ding lenalidomide 10 mg vi 67 bénh nhin dung
gid dwge trong giai dogn mi $i cia nghién elru. )
Héu hét cac tic dung khdng mong mudn ed khuynh hudng xay ra trong 16 tudn diu dicu tri voi
lenalidomide. Cac phin img bat lgi nghidm trong bao gim:

- Thuyén tac huvét khéi tinh mach (huyét khdi dnh mach sau, e mach phéi)

- Giam bach ciu trung tinh d8 3 hojic 4, sét giam bach clu trung tinh va gidm tiu cu d§ 3

hodc 4.

Cac tic dung khing mong mudn thubmg gdp nhil xdy ra thuomg xuyén hon & nhdm ding
lenalidomide so voi nhom dbi ehimg trong nghién ciru Giai dogn 111 14 giam bych cliu trung tink
(76.8%), giam tiéu cdu (46,4%), tibu chay (34,8%), tho bon (19,6%), budn ndn (19,6%), ngin
{25.4%,), phdt ban (18,1%), mét mdi {18,1%) va co that co (16,7%).
£ lympho 1€ bio manile
Hé soran todn cia lenulidomide trén bénh nhin u lympho 1€ béo mantle dia trén 4 ligu tir 254 bénh
nhén tir mit nghién cin i chimg ngfu nhién, giai dogn 11 MCL-002. Ngoai ra, ADRs tir nghién cuiu
hd trer MCL-001 di duge dua véo bang 3.
Cic tac dung khdng mong mudn nghiém trong thudmy thily trong nghign ciu MCL-002 (vai sy khic
bigt it nhét i 2 diém phin trim) & nhom lenalidomide so vi nhom ddi chimg bao gom:

- Gidm bach ciu trung tinh (3.6%)

- Tac mach phoi (3,6%)

= Tidu chay (3.0%)
Cde the dyng khong mong mudn thiimg gdp nhit xiy ra thuémg xuyén hom & nhdm lenalidomide so
viii nhom dbi chimg trong nghién el MCL-002 li giam bach cdu trung tinh (30,9%), thicu mau
(28,7%), tiéu chay (22.8%), mét mai (21,0%), tdo bin (17.4%), sait (16,8%), va phit ban (hao gdm
di trng da) (16,2%).
Trong nghién cirn MCL-002 b sy gia tAng rd rang trong b vong som (trong vong 20 tudn). Bénh
nhin ¢6 ganh nding khdi u cao & giai dogn ban diu cd nguy co 1 vong som ting, 16/81 (20%) wr
vong som & nham lenalidomide va 2728 (T%0) tir vong st & nhom ddi chimg. Trong ving 52 twin,
50 Tidu wong (mg 14 32/81 (39,5%) vi 6728 (21%).
Trong chu k¥ ditu tei 1, 1181 (14%) bénh nhn ganh ndng khoi u cao d3 duge rin khoi nhém didu
trj & nhom dimg lenalidomide so vai 1428 (4%) & nhom d6i chimg. Ly do chinh cda vide rit didu tri
cho bénh nhin cd ganh ndng khii u cao trong chu ki diéu tri | rong nhom lenalidomide 14 do cdc
tie dung ngoai ¥, 711 (64%). . ;
Giénh ndng khéi u cao dige xdc dinh 1 it nhit mét tdn thwong voi dwémg kinh = § cm holic 3 ton
thwomg = 3 ¢m.
L7 lymypiaer she nang
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H& so an todn cta lenalidomide khi ding phdi hgp véi rituximab & béah nhin u lympho the nang da
didu tri tnedc do da trén AT lidu tir 294 bEnh nhin trong nghién cin pha 3 ed kiém sodt, ngiu nhién
NHL-007, Ngodi ra, cic phin (mg bt Igi tir nghién ciru bo sung NHL-008 43 dwge bao trong
Bang 5.
Ciic phan @mg bdt lgi nghiém trong thimg gép nhit (voi khac bige it nhit | diém %) trong nghién
iy NHL-007 trong nhém lenalidomide/ rivuximab so véi nhdm gia duge! rituximab bao gom:

o Sit pidm bach céu trung tinh (2,7%5)

»  Thuyén tic phdi (2.7%)

o Viém phdi (2,7%)
Trong nghién cim NHL-007, cdc phan img bét lgi thutmg g#p hon & nhém lenalidomide/ rituximab
50 vi nhom gia dwoe/ rituximab (it nhit din sudt cao hom 2% gilta cac nhdm) bao gdm: gidm bach
chu trung tinh {58,2%), tiéu chay (30,8%), gidm bgch ciu (28.8%), tdo bon (21,9%) vi mél moi
{21,9%).

5 -]' _ hd'" 3 CF

Cdic phin img bét lyi ghi nhin & bénh nhin dicu i lenalidomide duge ligt ki bén dwdi theo he co
quan v tin sullt. Trong m3i nhém tin sudt, phan img bit Igi duge trinh bity theo thir ty gidm din
mirc d n@ing. Cdc tin sudt duge dinh nghia la: rdt thuimg gap (= 1/10); thuimg glp (= 1/100 d&én
<1/10); it gap (= 1/ 1.000 dén <1/100): hiém gip (= | / 10.000 dén <1 / 1.000); rit hidm gip (<1 /
10,000}, chura biét (khéng thé wde tinh tir dit ligu co sin).
Céic phan img bat lgi da duge trinh biy theo phin logi phil hop trong béng sau dya theo thn sudt cao
nhit béo céo trong cic nghién cire 1im sang chinh.
Bing tém tdit doi vii dem tri {iéu trong da u tiy :
Bang suu duge trich 1 di li¢u thu thip trong cie nghién cii NDMM & bénh nhiin d3 trdi qua ASCT
diéu tr lenalidemide duy trl. D lidu chua duge diéu chinh theo thoi gian diéu trj ddi hom trong nhém
Lenalidomide cho dén khi bénh tién trién so visi nham chimg trong cac nghién ciu da u by then chdt.
Bing |: ADR bdo cdo trong cée nghién clru lim sing & bénh nhin da u wy didu tri duy i
lenalidomide

fiiﬂtgi_&ﬂlll’ Thin sudt ADR d§ 3-4/ Tan suit
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Nhitm khuin vi nhiém ky it thudmg gép: Viém phai®s,

Rt th!.rfmlﬁngﬂp: Vidm phéi®,

mili hong, Viém mii

Thutmg giip: Nhidm khudn®,
nhiém khuin ditmg tiét nigu®,*,
nhifm khudn duimg hé hip
durdri, nihidm khudn phdi®

sinh nhi&m khudn duimg hé hip wén, | nhigm khuin gidm bach ciu
nhifm khudn gidm bach cﬁ:. Thurimg giip: Nhidm khuén
Viém phé quan®, Cam®, Viém da | huy&®®, du khudn huyét, nhiém
diy rudt®, Viém xoang, Viém khufin phéi®, nhigm khuin

duimg hé hip dwdi, viém phé
quan®, com®, viém dp day r_lllfit':'.
Herpes zoster’, nhiém khuan”

Khdi u linh tinh, dc tinh va
khiing xdc dinh (bao ghm cii u
nang vi polyp)

Thirmg gip: hii chimg loan san
tiy™"

Rii logn h§ msiu va bach huydt

Rt thudmg gép: Gidm buch ciu
trung tinh™*, s6t giam bach ciu
trung tinh™*, gidm tiéu ciu’™,
thitu méu, giam bach cdu’, gidm
bach huyét

Rt thutmg gdp: gidm bach cau
trung tinh ™%, sot gidm bach cu
trung tinh"#, gidm tidu cau™,
thidy méu, gidm bach cau’, giam
bach huyét

Thuémg gap: thiéu méu bét sin®

"RAi logn chuyéa hoa va dinh
dwimg

Rit thudmg gap: giam kali méu

Thuémg gip: gidm kali mdu, mat
LTS

Rt thuemg gap: dj cdm
Thuing gap: bénh thin kinh

ngoai vi*

Thuimg gip: nhire diy
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Rii loan mach

Thuimg gip: thuyén tic phéi®*
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| Thutmg glip: thuyén tac tinh

mach siu™*4

Rii loan ha hip, ngye va

Riil thutng gap: ho

Thisting gaip: khé thi®

trung thit Thirimg gap: kho the”, si miii
Rdi logn dg diy rudt Rt thuong gap: tieu chay, tho | Thuimg gap: téu chiy, 6i mi,
bon, dau byng, budn non budn ndn
Tharimg gap: O mira, dau byung
trén
Rii logn gan mét Rt thwimg gip: xét nghigm Thrirng glip: xét nghigm chirc
chitc nang gan bt thuomg nang gan bii thudmg

Rai logn da v mb dudi da

Rat thuirng gip: phit ban, da
khi

Thwimng gap: phat ban, ngira |

R&i loan co xirong vit mi lién
két

Rait thuémg gip: co co
Thirimg gip: Daw oo, dau oo
AUOnE

Rii loan chung va tinh trang

Riit thirdmg gap: mét méi, suy

Thuémg gip: mit moi, suy \

tai nod dimg thube nhuge, S0t nhirgic o
¢ Phiin ﬁngl&tulq:ri durgre bdo cdo nghiém trong trong cée thir nghi§m [im sang & bénh nhin NDMM
44 trai qua ASCT

* Chi dp dyng d&i vai cae phan img bt i nghidm trong o
* xem mye Tdc dumg khong momg mudn, md t cde phan (mg bat lgi dién hink

|uv'ﬁém

5i™ thudit ngdt phin tmg bt bgi két hop bao gdm cde thudt ngl sau: viém phé quan Ehﬂri,
i i do

viém phdi thity, vigm phdi Presmocystis firoveci, viem phii, viém phdi do klebsicila, viém phoi

legionella, viém phéi do myveoplasma, viém phdi pneumococcus, viém phdi do streptococcus, viém

phisi do virus, i logn phdi, viém phéi ke

b thudt ngit phan img bt loi két hop “Nhifm khudn huyét” bao gdém cic thuit ngit sau: Bacterial

nhigm khudn huyét do vi khudn, nhifm khudn huyél do Preumococeus, sde nhiém khudn, nhigm

khudn huyét do Staphylococcus.

* Thuat ngit phan img bat lgi két hop “bénh thin kinh ngoai vi* bao pdm cée thult nglr sau: bénh Iy

thiin kinh ngogi vi, bénh Iy thin kinh cam gidc ngoai vi, bénh da thin Kinh

1 Thudt ngdr phan img bét Ipi két hop “thuvén tic (inh mach siu” bao gom céc thudt ng sau: Thuyén

the tinh mach siu, huyét khoi, huyet khoi finh mach,

Tibm 14r theo bang d6i vai ligu phdp phoi hgp trong da w iy

Bang sau dugs trich i dif liéu thu thip trong cic nghidn el da u iy ddi vai liéu phap phdi hop, Dir

ligu khing duge didu chinh theo chu ki didu 14 dai hom trong nhém ding lenalidomide tidp e cho
khi bénh tién trién so voi nhom ching trong cde nghién cine da u tiy then chot,

Bang 2: Phdan timg Freit diri ghi mifin e tromge cdc nghién ciru fdm sang trén bénh nhdn da w niy
diepre diéu rf bng lenalidomide két hop vii bortezomib vi dexamethasone, dexamethasone, hogc

el phalar ve prednisome

H§ cor quan/
Thuiit ngir wua fién

Whiém khuodin vi nhitm kv
sinh

| Tht ei che phiin img bit lgi

Tin suft

Phan dmg bt lgi 4§ 3-4/ Tan
suifli

| Rt thwomg gap: Viém phdi®™=,

nhiém khudn duimg hé hip
trén®, nhidm khudn do vi khusn,
virus vii niim (bao gém nhiém
khudn co hii), viém mii hong,
viém hong. viém phé quan’.
vidm i

Thirtmg gap: Nhiém khuin
huyét"*, nhidm khuin phoi,
nhiém khudn duimg tiét nigu,
vidm xoang

Thutme gap: Viém phdi’™,
nhidm khugin, nhiém virus va
ndm (bao gbm nhifm khudn co
hai)®, viém mi 1 bao®, nhifm
Khufin huyé&®®®, nhifm nhudn
phdi®™, viém phé quin®, viém
phé guéin, nhi¢m khudn dudmg
bk hiap®™, nhidm khudn dudmg
Iifbu""". nhiém khudin viém ruit
kit
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Thudmg glp: bénh bach cdu niy
clp®, hoi chimg logn san tiy?, U
bidu md 1€ bio vy & da™5"

it gap: bénh bach chu cdp 1 bao
T, u bidu mé 1é bao diy ", bii
chimg ly gidi khéi u

Khili u lanh tinh, dc tinh vi it glp: ung thu bigu mé té b0 |
khing xde dinh (bao gm ci u | ddy™*, ung thr da o bao vay™ " |
nang vi palyp)

Riii loan mau va hé bach huyét | Rit thubng gip: giam bach clu

trung tinh"#**, giam tiéu
chu™*, thigu mau®, réi logn
xudt hayét”, gidm bach clu, giam
bach céu lympho

Thisimg gdp: sot giam bach ciu
trung tinh™?, thigu mau bét sin®
it gap: bénh tan mau, thidy méu
tin huyet iy min, thidu miu tn

Riit thutmg giip: gidm bach ciu
trung tinh"**, giam titu
ciu"**, thifu mau®, gidm bach
chu, giam bach clu lympho
Thurimg gép: st gidgm bach ciu
trung tinh**, thidu mau bat
siin.thidu mdu tin huyét

[t gltp: ting tinh dGng, bénh ddng
mau

huyét
Rii logn hé thing midn djch | 1t gip: qud man cam”
Rdi logn hé nji tide Thirimg glip: suy gidp

Rii logn chuyén héa va dinh
duimg

Rt thwdmg gip: giam kali
miu™™, tang diemg huyét, hy
dwrdmg huyétha canxi méu®, hg
natri mdu®, mit nude™, giam
thém an™, giam cén

Thuimg gip: ha magnesi mdu,
ting acid uric miu, thng canxi
mdu’

Thurdmg gip: ha kali mau™™,
ting dudmg huvét, ha canxi
mau®, ddi thio dudmg®, ha
phosphate mau, ha natri mau®,
ting acid uric médu, bénh pit,
mdt nuede™, gidm them &n®,
giam clin

Roi logn tim thiin

Rit thubmg gip: Trim cam, mét
rimﬂ

Thusimg géip: Trim cam, mit ngd

Rii loan bé thiin kinh

t giip: giam ham mudn tinh dyc
Rél thirdmg giip: bénh thin kinh
ngoai vi*%, dj cam, chéng mar™,
run, rdi loan vi gidc, dau diu
Thirlmg gap: mﬂl_diéu hoa vin
dli'rng,hfia'lm cdn biing, ngat™, dau
diéy thitn kinh, di cam

Rt thwimg giip: bénh than kinh
ngogi vi®

Thurdmg gip: tai nan mach méu
ndo®, ching mit*™, ngit™, dau
diy thin kinh

It glip: xudt huyét ndi sg”, thidu
mau ndo cyc by thodng qua,
thify mdu ndo

Réi logn mit

Rt thutmg gip: dyc thiry tinh
thé, thj lire mdr
Thirdmg paip: gidm thi lue

Thubmg gip: due thay tinh thé
it B ml mat

Rii lnan tai vt mé ilao

Thuimg gap: Digc (bao gbm
giam thinh lwe), viém xoang

Roi loan tim

Thurtmg glp: rung nhT™%, nhjp

tim chiim,

[t gip: Réi loan nhip tim, kéo dai

khodng QT, cudng nhi, loan nhip
i tim thu t

Thirémg gip: ahdi mau cor tim
{bao cdp tnh)"?, rung
nhT™*, suy tim sung huvét®, nhip
tim nhanh, suy tim®*, thitu mdu
cor tim”

Rdi logn mgch

t thudmg ghp: hu:.-'ét khisi tinh
mach’, chii yéu thuyén tic mach
phéi va huyét khii tinh mach
siu" %%, hg huyée 4p™

Thuimg gip: thng huyét dp, bim
tim”

Riit thuimg gap: huyét khdi tinh
much siu’, chi }'élﬂ thuyén Lic
mach phi v huyét khoi tinh
mich s 000

Thutmg gip: viém mach, Ha
huyét dp™, ting huyét dp

5



https://trungtamthuoc.com/

it gdp: thidu mau cyc b, thidu
méu ngoal vi, huyét khii xoang
tinh mach ndi sg

Roi logn hi hip, ngye vi trung
thit

Rt thutmg gip: Kh the™,
chiy mdu cam”, ho

Thwémg gap: ngl logn gigng ndi

Thuémg gip: suy ho hap®, khé
thé® ™, day mang phoi®, giam
oxy huyit™

Roi logn da day rujt

Rt thutmg glip: tiéu chay™™, o
ban®, dau bung™, budn nén,
6", khé tidu, khd migng, viém
miéng

Thutmg gip: xudt huyét tiéu hia
{bao gom xuit huyét tryc tring,
xudit huydt ir, xude huyét lodt da
dity val chdy méu nudu ring)” %,
khdr nuin

it giip: viém dai trang, viém trpe
tring

Thurmg gip: Xuat huyét da day
rugt "%t rude non™ tiéu
chay™, tio ban®, dau bung™,
budn ndn, &%

Rai loan gan mit

Rt thuimg giip: ting alanine
aminotransferase, ting aspartate
aminotransferase

Thudmg gip: tén Thwemg té hao
gan®, xét nghiém chirc niing gan
hit thwimg?, ting bilirumin méu

it giip: suv gan”

Thirdmg gip: & mit", nhiem dic
gan, ton thuomg té bio gan®™,
tdng alanine aminotransferase,
xét nghigém chirc ning gan bat
thuémg”

It gap: suy gan®

Rii logn gan vi md dudi da

thutmg gip: ban™, ngira
Thudmg gp: miy day, tin tidt

md hoi, da khd, ting sic 16 da,
cham, ban dé

It gap: ban do thube kém ting
bach clu & toan va triéu chimg
todn thin®, ddi mau da, phan
ung nhay cdm dnh sing

Thurtmg giip: ban™

it géip: ban do thudc kém ting
bach clu i toan vi trifu chimg
todn than *

Rii logn cor awromg va mi lién
kiét

Rt thiremg géip: véu co™, co co,
dau xuwong®, khb chg: vi dau co

Thuimg gip: véu co™, dau
xuong”, khi chju va dau md lign

Thudimg gip: tiéu ca miu®, bi
tiéu, di tiéu khong ty chi
It gip: hi chimg Fanconi méc
phai

xuremg vA md lign két (bao gdm | két v3 co xurong (bao gdm dau
dau lumg®*), dau dlu chi, dau lumg"*)
w. dau khap* it glp: sung khép
p: sumg khip )
Roi logn thin va tiét niéu H. thudmg gip: suy thin (hao {t gap: hoai or dng thin
glm tnromg hop edp)® #

Rui logn hé sinh sin vi teyén
vii

Thuémg gip: roi loan cuong
duong

Réi logn chung vi tai chd ding
thuiie

-

Rt thudng gip: mét moi®®, phi
(bao ghm phil ngoai bign),
501, suy nhuge, hdi chimg
bénh gidng cim (bao gdm s,
ho, dau co, dau co xuwrong, nhirc
dilu va rét run

Thuimg gip: dau ngyre™™, hén
mé

Rat thuimg gép: mét moa-

Thuimg gap: phi ngoai bién,
sO7, suy nhuge

M



https://trungtamthuoc.com/

Khsio sit

REt thutmg gip: ting alkaline
phosphatase mau

Thuémg glp: ting C-reactive
protein

Bién chimg, ngd dje vi thn
| thurorng

Thirémg gap: té ngd, bim tim”

00 Cde phin tmg bit lgi duge ghi nhin nghiém

g trong chc thit nghigm lim sing & bénh nhin

NDMM, nhimg nguin d3 sir dung lenalidomide phdi hop véi boriezomib va dexamethasone

~Xem myc Tde dung kidng mong mudn, me td cde phin img bt leri chere chon

o Cac phan img bét lgi duge ghi nhiin nghiém trgng trong cac thir nghi¢m kim sang o bénh nhin da
u tiy dugre didu trj lenalidomide phéi hop v dexamethasone, hojic vl melphalan vi prednisonc

+ Chi dp dyng ddi véi cde phin dmg thude bat lgi nghiém rong
* Ung thr da dang viy duge bdo cao trong cée thir nghigm 13m sing & bénh nhin da u tiy & diéu tri

trurtse da v lenalidomide/dexamethasone so vd&i nhdm

déi chimg

** ng thur bidu mé € bdo vy duge bdo cao trong mdt thir nghi¢m lm sing o bénh nhin da u Wy
mii duae chin dodn phéi hop vai lenalidomide/dexamethasone so voi nhom ddi chimg

T 1t dgmg bang tir dom 1r ligu
Béng sau duge trich tir dir ligu tip hop trong cac nghicn ciu

logn sinh iy v u lympho 1€ bao mantle. .
Bing 3. ADR duye bio cio trong cde thir aghi§m Fim sang o bénh nhiin midc hji chimg loan
sinh tiy duge didu tri bing lenalidomide #

iy chinh diing dom trj lidu d6i véri hii chimg

Phin logi th chire co the bj | Tated ADR / Thn sult Cie ADR d§ 3-4 / Thn sufit
dnh hirdmg Thojit ngir v
tién
Nhifm khudin va nhifm k¢ Rt thutmg gap: Cac bénh Rit thuimg glp: Viém phai®
sinh trang nhigm khlin do vi khudn, vi Thutmg gip: Nhiém khudn do
riit va néim (bao gom ci cie vi khuan, vi rit va pém (hao
bénh nhim khuan co hdi)® gom cd nhifm khudn co hii)’,
Viém phé quin
Réi logn vE médu va b bach | Rit thuimg glip: Gidm tigu Rat thudmg gap: Giam ticu ciu
hayét cdu™®, Giam bach chu trung | %, Giidm bach ciu trung tinh
tinh ™%, Giam bach ciiu ¢ Ciiam bach ciu
Thuimg pap: S6t do giam bach
clu da nhin trung tinh ™
R logn noi tiet Rt thutmg gap: Suy pidp
Rbi loan chuyén hoa vi dinh | Rt thuimg gip: Gidm cam Thuimg gap: Tang ddmg
' dwivng gitic thém &n huyét®, Giam sy thém in
Thudmg gap: Thira sit, Gim
cén L
Rii logn tim thin Thrémg gip: Thay doi tam
trang”
Réi logn b thin kink Rt thudmy pip: Ching mat,
Nhire ditu
Thudmyg gap: Chimg dj cam
R logm tim mach Thurimg gdp: Nhdl mdu co tim
cdp ¢, Rung nhi®, Suy tim®

| Rii logn mach méu

Thutme gip: Tang huyét dp,
Ty mdu

Thuemg gap: Che hidn cb huyet
khdi tinh mach, chi véu I3
huyét khdi tinh mach séu v

thuyén tic phdi I

T
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' Rbi logn his hip, ngyre vl Rat thuémg gip: Chiy miu
trung thit cam”
“Rdi logn tiéu hoa Rit thuomg ghp: Tieu chay”, | Thubmg gap: Tiéu chiy”, Budn
Bau hun%{hm gom ci bung ndn, Bao ring
trén), Budn ndn, Mon mima, Téo
bon
Thwémg gip: Khi mi¢ng, Kho
Lidu
Réi logn gan mét Thuimg gap: X¢ét nghiém chire | Thutmg gadp: Xét nghi¢m chirc
ndng gan bt thudmg ning gan bt thuimg
Réi logn da va md dudd da | Rat thuomg gap: Phit ban, Da | Thuimg gip: Phat ban, Ngia
khéi, Ngira
Réi loan co xromg va md lién | Rit thuimg gap: Co thist oo, Thutmg gp: Pau lumg”
két Pau co xuweng (bao gom dau
lung® vi dau o tir chi), Dau
khép, Bau co
Rii loan thin va tiét nifu Thuimg gap: Suy thiin®

Cac rbi logn chung v tinh | Rt thuimg gap: Mét moi, Phit | Thuimg giip: St
trgng sir dyng thudc tai chd | ngoai vi, Hg:’ chimg gidng cam
(bao gom st nong, ho, viém

hong, dau ¢o, dau co Xuomg,
dau diu) B
Chéin thueng, ng) djc vi cic Thutmg giip: Té ngd
bién chimg thi thudjt
* xem phin M th vé cac phan tmg bit Igi da chon

*Céc phan img bit lod duge bédo cho 13 nghiém trong trong cde thir nghiém 1im sang vé hi chimg roi
loan sinh L0y

~ Thay 48 tim trang duge bio céo 1i mdt phin img bt loi nghiém trong thuimg g8p trong nghién
clru giai dogn 3 hi chimg rdi loan sinh ty; nd khéng duge bio cio 13 phin (mg bat Igi di 3 hode 4
Phuong phip duge dp dung dé dua vao SmPC: Tt ¢a cic ADR duge thu thip béi phuong phip
nghién ciru giai doan 3 diu dirgc dira vie EUSmPC. Bi viri cic ADR nay, viée kidm tra bd sung tin
suft cia cdc ADR dirge thu thip béi phueng phip nghién ctro giai dogn 2 8 duge thye hign va néu
tn sudt ciia cic ADR trong nghién ciu giai dogn 2 cao hom so vai trong nghién ciru giai dogn 3, thi
phin img ¢é trong EU SmPC o tin sudt nd xdy ra trong nghién ciu giai dogn 2.

# Phurong phap duge dp dung cho hi chimg rii logn sinh tiy:

« Mghidn ciru gial dogn 3 héi chimg rbi loan sinh thy (guin thé mi ddi an todn, sy khic biét gita
lenalidomide 5/ 10mg va gia duge theo phic db dimg thude ban ddu iy ra & it nhit 2 d&i trgmg)

o Tét ci cic phan img bdt lgi xdy ra khi didu trj v&i > 5% ddi wromg sir dung lenalidomide v 1y 1§
chénh l&ch it nhit 2% gia lenalidomide va gid duge

o Tt ca céc phan tmg bdt loi 40 3 hoge 4 xdy ra khi didu trj & 1% A5i tugng sir dung lenalidomide va
1y 18 chénh léch it nhit 1% gitra lenalidomide vi gid duge

o Tit ca cée phan dmg ¢ hai nghiém trong xay ra trong didu trj & 1% d6i twong sir dyng lenalidomide
va ty 1€ chénh lé&ch it nhdt 1% gitra lenalidomide va gid dugg

» Nghién ciru giai dogn 2 hoi chimg rbi loan sinh wiy

o Tat ci cic phan img bdt lgi xay ra khi didu tr vl = 5% d4i tgmg duge dicu trf bing lenalidomide
o Tét e edic phan (mg bt loi dd 3 hode 4 dang didn trj & 1% d6i twong duye didu trj bing lenalidomide
o Tét ¢h cdc phan img bét i nghiém trong xay ra trong diéu tri & 1% dbi nromg dugre dicu tri hang
lenalidomide

il
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Bing 4. ADR duge bio céo trong cie thir nghiém Eim sang i bénh nhéin bj u lympho té bao vi

Phin logl h§ cor gquan Thadt
_mgir wu tién

Tit ci ADR / Tin suiit

Ciic ADR @§ 3-4 / Tin suit

Nhi¢m khuin vi nhitm ky
sinh triang

TR thuremg gap: Nhicm khuan

do vi khudn, vi rit va ndm (bao
gom ca nhifm khudn co hii)’,
Viém miii hong, Viém phdi®
Thirdmg gip: Vidm xoang

Thuémg gip: Nhicm khudn do vi
khudn, vi rit va {hao gom
ci nhidm khudn co hai)y, Viem

phii?

Ciic khii u Kanh tinh, fc tinh
vi khing xdic dinh (bao gom u
nang vi polyp)

'l'hEl?mg eip: Phén imng lan ring
khdi u

Thirémg gap: Phiin (mg lan rjng
khi u, Ung thu da dang vay ™,
Ung thu biu mﬁ-}é bao day ¢

- ———g—

Rili logn vé mdu va b bpch

huyét

Rét thuimy pip: Giam tidu ciu’,
Gifm bach ciu trung tinh™ %,
Giam bgch ciu’, Thidu méu’
Thuémg glip: s0t gigm bach ciu
trung tinh **

Roi loan chuyen hoa va dinh
dirirng

Rt thudmg gap: Giam cam gide
thém an, Gidm cin, Ha kali miu
Thuémg glip: Mat nudc®

Roi loan tim thin

Thuimg gip: Mat ngi

Riit thanimg gip: Gidm tiéu ciiu
Gidm baeh ey trung tinh ™,
Thidu mau®

Thutmg eip: St gidm bych cu
trung tinh™ ", gidm bgch ciu ©
Thuemg giip: Mat nude’,

Ha natri mau, Ha canxi mau

R logn hé thiin kinh

Thuémg gdp: Loan vi gide, Nhire
daiu, bénh thin kinh ngogi bién

Thuimg gip: bénh thin kinh
cim gide ngogt bidn, chimg ngd
ljim

Roi loan tai vi tai trong

Thudrng ghip: Chdng miit

| Roi loan fim mach

Thuimg gap: Nhai méu co tim
(bao phm cd cap tinh)™", Suy tim

| Rbi loan mach méu

Thuémg gip: Ha huyét dp”

Thurdmg gip: Huyét khoi tinh
mgch siu®, thuyén tie phai” ?,
Ha huyét ap®

Rii loan hiy hip, ngue vi trung
thit

Riit thirtmg gap: Kho thi”

Thudng gip: Kho thé®

' Rii logn tiéu hoa Rat thurimg gap: Tiéu chay”, Thurimg gap: Ticu chay”, Dau
Budn néin®, Nén mim®, Tao bin | bung®, Tho bon
Thurime pip: Pau bung”
i logm da vt md dundi da Rat thuimg gap: Phit ban (bao | Thuwomg gip: Phit ban

i E'Ei-lllial i ;-u'n:g' vi md liém |
kel

eOm di img viém da), Ngia
Thutmg gap: DA md hdi ban
dém.Dakhd
Riit thurirng gip: Co thilt eor, Bay
lumg

Thirimg giip: Bau khip, Bau diu
chi, Yeéu co”

Thurimg giip: Bau g, Yéu
cold, Brau khdp, Dau diu chi

Roi logn thin va tiét nigu
Cie rii loan chung vi tinh
trang tai ché ding thude

Thuimg gip: Suy thin®

Rét thuémg gap: Mét mai, Suy
ﬂhl,!'l;!'l:[l. Fhir ngoai vi, Hii chimg
bénh gitng cim (bao gom sot°,
113]

Thurémg giip: én lanh

| Thurimg gdp: Sat’, Suy nhuge®,

MAEL midi

“ xem phin mi 4 cde phin img duge chon

0

REDD =,

=

A



nhét 2% chénh lch v

https://trungtamthuoc.com/
¢ Céic phin (mg c6 hai duge bio céo ki nghiém trong trong cic thir nghiém 1im sang u lympho 18 bao
v, Phuremg phéap duge dp dyng cho u lympho 1é bao v

» Nghién ciru giai dogn 2 u lympho té bio v c6 ddi chimg
o Tét ¢i céc phin tmg bt lgi xdy ra khi didu tr véi = 5% ddi tegng trong nhdm lenalidomide v it

I¢ giftu nhdm lenalidomide va nhidm dbi chirng

t
o Tdt ci cic phin img bIl]s;rE clip 30 3 hodic 4 khi diéu trj & = 1% dbi twong trong nhim lenalidomide

va ty |18 chénh lech it nhit 1 0% gitta lenalidomide va nhém dbi chimg

o Tit ca cée phin (mg o6 hai nghiém trpng xdy ra trong didu tri & =1% dbi trgng trong nhdm
lenalidomide va it nhit 1,0% chénh lgch vé ty 1& giia lenalidomide vi nhom dbi chimg

« Mghién ciru giai doan 2 u lympho té bdo vé dem nhénh

o T4t cé céc phan img bat lgi xay ra khi didu trj véi = 5% doi wgng
o Tét ca céc phan img biit Igd cip 48 3 hofc 4 xay ra duge bao cdo & 2 dii rgng trér 1én
o Tét cd cdc phan (mg bét lgi nghiém trong xay ra duge bio cdo & 2 d6i twong rd Ién
Toim 11 theo bang cho lidu phdp phoi hop trong FL
Bang sau ddy dya trén dir liéu thu thip duge trong clc nghién cie chinh (NHL-007 va NHL-008)
bing cich sir dyng lenalidomide két byp vii rituximab cho bénh nhin u lympho nang.

Bing 5: ADR duwge bdo cio trong eie thir nghim lim sang & bénh nhiin o lympho thi
dwyc diéu trj biing lenalidomide két hop véi rituximab

mang

Phiin logi hé cor quan/Thuft
ir wu tién

Tit ci ADR / Thn suit

Cac ADR &) 3-4 / Tin suilt

| Nhim khudin va nhitm ky
sinh trang

Cdie khoi u lanh tinh, dc tinh
vit khiing xic djnh (bao ghm u
nang va polvp)

Riit thuﬁniﬁgﬁp: Nhiém khudn
duimg hi hilp trin
Thurimg gip: Viém phéic, Cim,
Vigm phe quan, Viém xoang,
Nhidm khudn duime tiét nigu

Thuémg gip: Viém phdi’, Nhiém
khudn huyétd, Nhigm khuin
phdi, Viém phé quin,, Viém da
diy ruft, Viém xoang, Nhidm
khudn duimg tiét nigu, Viém té
bﬁ-ﬂﬂ

Rét thudmg glp: Lan rdng khdi
“!.

Thuimg gip: Ung thar bigu mé 1@
hdo vay & da®"

Thuémg gap: ung thur bidu mo 12

bao ddy “*

Rt thuimg gap: Giam bach ciu
trung tinh™*

Thuime pip: Thidu mdu 2, Gidm
tidu ciu”,

S8t gidm bach cu trung tinh®,
Thidu méu bt sin, Giam bach
ciiv " Giam bgch huye™

Thudmg
canxi huyet ®, Ho kall mau, gigm
photphat huyét, Tang axit uric
mau

p: Mt nude, Tang

Rii logn v& miu vi b§ bach Riit thudmg gdip: Gidm bach cdu
huyét wrung tinh ™, Thiéu mdu®, Giam
tiéu ciu”, Gidm bach cau**
Giam bach huyét bao *+*
Rdi loan choyvén héa vi dinh | Rét thudmg glp: Gidm cam gide
derimg thém dn, Ha kali huyét
Thurimg gdp: gidm photphat
huyét, Mit nue
Rii loan tim thin Thuémg gp: Trim cim, Mat
ELL _—
Rii logn hé than kinh Rit thidmg gip: Pau diu, Ching
mit
Thurémg pip: Bénh thin kinh
cam gide ngoai bién, RGi logn vi
| gide
Rii logn tim ?tgﬁp: Loan nhip tim®

Thurdmg gap: Medt

Rl logn mach min

Thuimg gip: Ha huyét dp

Thutmg gip: Thuyén e phii ©
¢ Ha huvét p

Réi loan b hip, ngye vi trung
thit

Rat thudémg gp: Kho thi, Ho
Thurtmg gip: Dau hiu hong,

| khén tidng

Thurimg giip: Khd thir?

Ll
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Rili loan tidu hoa

Rat thudmg gép: Pau bung?, Tiéu
chay, Tao bim, Budn ndn, MNan
mira, Chimg kha tigu

Thurdmg glp: Dau byng trén,
Vidm miéng, Khi migng

Thurimg gép: Pau bung®, Tidu
chay, Tho bén, Viém miéng

Roi loan da v mb dwdi da

Riit thudmg gip: Phat ban *®,
Maira
Thirimg glip: Da khé, DO md hai

Thuwimg gip: Phat ban *, Ngim

Thuidmg gip: Dau déu chi, Yéu
oo, Pau co xuwong, Pau co, Pau
ci

L ban dém, Ban dé |
Rbi logn co' xwomg va md lign | Rat thudmg gip: Co cimg co, Thusdmg gap: Yeu co, dau o
kit Dau img, Dau khip

Rdi logan thin va tiét nigu

Cac roi logn chung va tinh
trang tai chi ding thude

Thutmg gip: Ton thueng thin
ciip tinh®

Rit thutmg gap: S0t M@t méi,
Suy nhuge, Phil ngogi vi
Thuwimg gap: Kha chiu, ém lanh

Thirimg gp: Mét mdi, suy
nhurge

Khdo st

Rit thudmg gap: Alanine
aminotransferase tang
Tharémig gap: Gidm cin,
Bilirubin mau thng

AR xem philn Md ta tac dung khdmg mong mudn cia chc phan (mg bt byi da chon
Phuromig phip nghién el dp dyng cho u lympho thé namg:

Thir nghiém giai dogn 3 cd ddi chimg:
o NHL-007 ADRs- Tht ca cdc bién cd bt loi xiv ra khi didu trj 6 > 5,0% 851 trgng trong nhém
Iegalidumide-" rituximab v tin sudt cac hom it nhit 2,0% (%) & nhom Len so vai nhdm chimg - (quén
thé an todn
a N}IbﬂﬂT}ADR cfip 46 3/4- Tht ci céc bién cd biit gi 45 3 holic 4 xay ra khi didu trj ¢6 it nhit 1,0%
d6i trgme nhom ding inlenalidomide / rituximab vi tin sudt cao hon it nhdt 1,0% & nhom ding
lenalidomide so voi nhom ddi chimg - {quﬂn thé: an todn)
a NHL-007 ADRs nghiém trong- Tt ca céc AE nghiém trong xdy ra khi didu trj vai it nhat 1,0% doi
tugm trong nhom lenalidomide ¢ rituximab i tin sudt cao hom it nhdt 1,0% & nhém lenalidomide /
rituximab so v nhom chimg - (quén thé an todn).
Thir nghi¢m giai doan 3- dom nhanh FL:
o NHL-008 ADRs- T cd cde phin tmg bit lgi xdy ra trong didu tri oo = 5,0% dbi wwong
o NHL-008 Gr 3/4 ADRs- Tit ci ciic phan tmg bat lgi 8 3/4 xay ra khi dieu trj duge bio cio & >
| .0% dbi tigmg
o NHL-008 ADRs nghiém trong- Tit ci céc phin ing o6 hai nghiém trong xéy ra duge bio céo o =
0% dbi tugmg
¢ac phan img bit Jgi dwge bdo cdo L nghiém tong trong clc thir nghi¢m [dm sing u lympho thé
I'Iﬂl'lg
b Chi dip dyng cho cée phin img c6 hai nghiém trong cia thudc
* Phiél ban bao pbm PT Eduil ban va phat han dat =N
** Giam bgch ciu bao ghm gigm bach cu PT vi giam s6 lugng bach ciu
*** Giiim bgeh huyét bao gom giam 58 lugng bach huyét PT va gidm € bio bach huyét

fd wher mfari - i ey Bneee s fiew Fredeed
Neodi cée phin lmg cb hai néu trén duge xdc dinh tir cic thir nghiém kim sang quan trong, bang sau
dure y tir dir 1idu thu thap duge tr di liéu sau luu hanh thude.

T
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Biing 6. ADR dwye bio edo trong vige sir dyng san luu hanh & nhimg bfah nhin dwye diéu tri
hing lenalidomide

Phiin logi b co' quan /Thuit | Tit ch ADR / Tan suiit ' Cie ADR a4 3-4/ Tan suit
ngir wu tién i
Nhidm khuin vi nhitm ky Chua duge bidt: Nhim vi-rit, | Chua dugc bigt: Nhiém vi-nit,
sinh tring bao gim vi-rit herpes zoster via | bao gom vi-rit herpes zoster vi
vi-rit viém gan B t8i hoat dgng | vi-rit viém gan B & hogt dgng
Khii u lanh tinh, dc tinh vi Hiém gip: Hai chimg 1y gidi
khiing xéc dinh (bao gim u khéi u
nang vi polyp) c
E&ﬁm méu va hé bach Chua duge bidt: Bénh mau kho
huyét dong mic phai
Rii logn hé thing mién djch Hidm glip: Phan img phan v&* | Hiém gip: Phian img phan v&*
Chua duge biét: Thai trir ghép
tgngein
Roi logn nji tiet Thuimg giip: Cudmg gidp ! !
R logn b hiip, Wng ngye va | It gp: Tang 4p dong mach phdi | Hiém gdp: Téng dp ddng mach |
trang thiit ' phii
| Chua duge biét: Viém phdi ke
Roi loan tién hia Chura i Viém tyy, thing
dirimg tidu haa (bao gdm thing
tii thira, rut vi rudt gia)*
Rii loan gan miit Chura i Suy gan cip tinh 2, Chura bict: Suy gan cip tinh *,

Viém gan.nhim djc *, Viém Vigm gan nhigm de
gan phin gidi té hao ~, Viém
gan (r mit *, Viém gan phin
gidi té bio hiin hop / Viém gan
(r mét *

Roi logn da vd md durdi da it gdp: Phiy mach J
Hiém gip: H{i chimg Stevens-
Johnson #, hogi tr thuymg bi
nhigm ddc *

Chua rd: Viém mach bach ciu,
phén img thudc vi ting bach
céu 4i toan va cde triéu chimg
Iodn thin *

“xem phin Tde dung khdng mong g, md ti cie phan g bét lgi 43 chon

MG th edic phin dng bdt loi duoe chon

Tink xinh qual thei o

Lenalidomide of 1ién quan vé cdu triic vii thalidomide. Thalidomide 1 mit hoat chit duge bier giy
quiii thai & ngwiri, gy ra cic dj tit bm sinh nghiém trong de doa tinh mang, O khi, lenalidomide giy
e dj tit tuemg ty nhar nhimg dj tit duge ma ta v thalidomide. Néu ding lenalidomide trong thivi ki
mang thai, lm}ali-l:tmnid: s8 cd tic dung gy qudi thai & nguii.

Cricimn i odu e Hink va

= Pa u liy méi duge chin dodn: bénh nhin di trii gua ASCT duor digu tri bing duy tri lenalidomides
Duy tri lenalidomide sau khi ASCT ¢6 lién quan dén tn sut cao hon giam bach r:ﬁ.u trung tinh 4§ 4
50 viri duy trl bang gid duge (32,1% s0 véi 26,7% [16,1% so véi 1,8% sau khi bt diu diéu trj duy
iri] trong CALGB 100104 va lan It 13 16,4% so vai 0,7% trong [FM 20035- 02). _
Gidm bgch cAu trung tinh xdy ra khi didu trj din dén ngung sir dpng lenalidomide duge bao céo Lin
lgt & 2,2% bénh nhén trong CALGB 100104 vi 2,4% bénh nhén trong IFM 2005-02. SOt gidm bach
ciu da nhin trung tinh & 4 dirge bée cdo vai tn sudt tuong ty & nhom duy il lenalidomide 5o vl
nhém duy tri bing gid dugc trong i hai nghién ciu (1dn hegt 14 0,4% so voi 0,5% [0,4% so vii 0,5%
sau khi bét ddu didu tri duy i) trong CALGB 100104 va 0,3% so0 véi 0% trong 1FM 2005-02).

i)
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Duy tri lenalidomide sau khi ASCT c6 lién quan dén thn suat giam tiéu cdu 46 3 hoje 4 cao hon so
véri duy tri bang gid duge (lan lugt 1a 37,5% so vai 30,3% [17,9% 5o v 4, 1% sau khi bat diu diéu
trj duy tri] trong CALGB 100104 v 13,0% so viri 2.9% trong IFM 2005 -02).

» Bénh nhin da u tiy mdi duoe chin dodn khéng i diby kién dé cly ghép nhin lenalidomide két
harp v bo ib va dexamethasone

Giam bach cAu trung tinh 6 4 dugc quan sit & nhim RVd it hon so v nhém d6i chimg Rd (2.7%
so viri 5,9%) trong nghién ciru SWOG S0777, S8t giam bach cdu trung tinh 4§ 4 dupe bio cio voi
téin suiit twong ty & nhdm RVd so voi nhiom Rd (0.0% so vai 0,4%).

Giam tiéu ¢l 30 3 hode 4 dwge ghi nhin trong nhém RVd nhidu hon & nhém 48 chimg R (17,2 %
s vérl 9,4%).

» Bénh nhén da y tiy moi duoe chin dodn khing di diéu kién dé ciy ghép nhin lenalidomide ket
hop vii dexamethasone

Sy két hop cia lenalidomide vii dexamethasone & binh nhin da u tiy méi duge chan dodn e lién
quan dén tin sudt gidm bach chu trung tinh cdp d& 4 thip hon (8,5% & Rd va Rd18, so vii MPT
(15%). S8t gidm bach chu trung tinh 43 4 khong thuimg xuyén duge quan sat (0,6% & Rd va Rd1¥
socvin 0, 7% trong MPT). )

St két hop lenalidomide v dexamethasonc i bénh nhin da u thy mai duge chin dodn cd lién quan
dén thn sufit gidm tidu cdu @9 3 va 4 thip hom (8,1% & Rd va Rd18) so vii MPT (11,1%).

« Pa u tiv m&i duwge chin dodn: bénh nhin khing di didu ki¢n cliy ghép dupe digu 1rj bing
lenalidomide két hop vii melphalan v prednisone

Sir két hop cia lenalidomide viri melphalan va prednisone & bénh nhan da u tiy mdi duge chan dodn
civ lién quan dén tin sudit gidm bach clu trung tinh &4 4 cao hom (34,1% & MPR + R / MPR + p) s
véri MPp + p (7.8%). Tiin sudt s6t giam bach ciu trung tinh 4§ 4 cao hom 33 dupe quan sit thay (1,7%
aMPR + R / MPR + p so v&i 0,0% & MPp + p). :

Sur ket hop lenalidomide voi melphalan vi prednisone ¢ bénh nhdn da u tdy mai duge chiin dodn cd
lién quan dén tin sudt cao hom gidm tidu cu @) 3 va d 4 (40,4% & MPR + R/ MPR + p) so vii MPp
+p(13,7%).

« D u tihy; bénh nhin e it nhit mdt lin diéy tri tuede db

Sir két hop lenalidomide vii dexamethasone & bénh nhin da u thy co lién guan dén ty 1§ giam bach
¢diu trung tinh cip d6 4 cao hom (5,1% & bénh nhin ditu trj lenalidomide / dexamethasone so vii
0,6% & bénh nhin diéu trj bing gis duge/dexamethasone). Cae dot st do giam bach ¢liu trung tinh
45 4 durgre quan st khing thuimg xuyén (0,6% bénh nhin diéu tri bing lenalidomide / dexamethasone
soowom 0,0% & b¢nh nhin dicu tri gia dirge/ dexamethasone). )

Sir két hop lenalidomide v&i dexamethasone & bénh nhin da u Wy cd lién quan dén ty I gidm ticu
chu d6 3 va d5 4 cao hon (Yin lugt [ 9,9% va 1,4% & bénh nhén dupe didu trj bing lenalidomide /
dexamethasone so v 2,3% vit 0,0% & bénh nhin duge diéu trj bing gid duge/ dexamethasone).

. méic hii chimg rdi loan sinh tiy

€ nhimg bénh nhan mAc hai chimg rbi loan sinh ty, lenalidomide ¢ lién quan dén 15 ¢ gidm bach
chu trung tinh cdp 6 3 hodic 4 cao hon (74,6% & bénh nhin didu trj lenalidomide so véi 14.9% o
hénh nhdn diing gia duge trong nghidn ciu giai dogn 3). Cie dot sit do giam bach céu trung tinh d§
3 hodc 4 duge quan sat thay ¢ 2,2% bénh nhin didu tri bing lenalidomide so v 0.0% o bénh nhin
diéu tri bing gia dwge). Lenalidomide o6 lién quan dén 1y 1¢ gidm tiéu cdu d§ 3 hoje 4 cao hom (37%
& binh nhin digu tri lenalidomide so véi 1,5% & bénh nhin ding gid dwge trong nghién ciru giai dogn
3L

* Bénh nhin Vi

(3 beah nhdn u lymphe 1& bio vo, lenalidomide ¢ lién quan dén ty 12 giam bach cdu trung tinh cip
&6 3 hode 4 cao hom (43, 7% & bénh nhin didu tri hing lenalidomide so v 33, 7% & bénh nhin nhom
chime trong nghién ciru giai doan 2). Cac dpt mﬁlﬁlu gidm bach ciu trung tinh cip 43 3 hode 4 duge
quan sat thay & 6,0% bénh nhan duge ditu tri bing lenalidomide so vii 2,4% & bénh nhin ahém
chimg. )

« B¢ an u lympho thé nang

Sy ket hyp lenalidomide va rituximab trong u lympho thé nang ¢6 lién guan dén g 1§ giam bach cdu
trung tinh cip 43 3 hofke 4 cao hom (50,7% & bénh nhin duge didu trj bing lenalidomide / rituximab
50 v 12.2% ¢ bénh nhin duge didu r bing gia duge / rituximab). Tét ca gidm bach ciu trung tinh
chp d 3 hodc 4 déu 6 thé hii phue dirge thng qua viée nglt lidu, giam licu va [ hofic chim sbc hd

£
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g voi cdc véu th ting trudmg. Ngodi ra, sbt gidm bach cdu trung tinh duge quan sét thiy khing
thuimg xuyén (2,7% & bénh nhéin duge didu trj bing lenalidomide / rituximab so vai 0.7% & bénh
nhin duge didu tr biing gid dwge! rituximab).
Lenalidomide két hgp v rituximab ciing cé lién quan dén ty 1§ gitm tidu ciu 4§ 3 hoje 4 cao hon
(1,4% & bénh nhiin diéu trj lenalidomide / rituximab so v&i 0% & bdnh nhin ding gid duge /
rituximah),

ik [}
Tang nguy co DVT va PE cé lién quan dén viée sir dyng két hop lenalidomide véi dexamethasone o
bénh nhén bi da u tiy, va & mise @3 thip hon & bénh nhan duge didu tr] bing lenalidomide kit hop
viri melphalan va prednisone hodic & bénh nhin da u tdy, hdi chimg loan sinh ty va u lymphao té bao
v dirge didu trj bang mdt logi thude lenalidomide. _
Ding dbng thiv thube tao hing cau hode tién sir DVT trude dé clng ob the m thng nguy co huyét
khdi i nhimg bénh nhan nay.
Mhii mdu co tim 38 duge bdo cie & nhimg bénh nhin ding lenalidomide, diic biét & nhimg nguii cd
chc véu & nguy co da bidt

! f
Rgi loan xudt huyét dirge ligt ké theo mt s6 hé co quan bj anh hudmg: Koi loan mau vi b bach
huvét; rbi loan hé thiin kinh (xuft huyé nji sp); rii loan ha hip, ngye va trung that (chiy miu cam);
réi loan tidu hda (chay mdu nudu ring, x hu_-,.'él trT, st huydée trye tring}',:gi loan thiin vl tiét nigu
(tidu ra mdu); chin thuong, ngd dic vi che tai bién this thugt (tham tim} va réi logn mach mdu (bém
).
Phan g df tmg v pln img do nghidgm fromng
Céc trtmg hop phin (mg dj img bao gém phi mach, phin img phin v§ v phan img da nghiém trong
bao gom $J5, TEN v DRESS d2 duge bao 4o khi st dung lenalidomide. Phan tmg chéo cf the xiy
ra gitta lenalidomide va thalidomide d& dwge béo cdo trong ¥ vin. Bénh nhin co tién sir phit ban
nghiém trong lién quan dén didu trj bing thalidomide khdng nén diing lenalidomide {xem phan el
buder wit thein tromg dic Bigt kR sie dang).
Khoi u die: timi nguyin phdt thir hai )
Trong céc thir nghiém lam sang & bénh nhin u thy d3 duge didu tri tnnfe diy bing lenalidomide /
dexamethasone so v nhom chimg, chi véu bao gom ung thu da té bao ddy hofic 1 bdo vily.
Bénh bach cdu ddng iy cdp {irh
* Bénh do u tay
Cdie truémg hop AML 83 duge quan sii thily trong e thir nghiém 1&m sang vé bénh da u tiy mai
due chin dodn & bénh nhin dang diéu tri bing lenalidomide két hop véi melphalan hofic ngay sau
HDM / ASCT (xem phﬁn Canh beto dde bigt va thdn rrong khi s dhene). Su pia tang ndy khdng duge
quan =it thay trong cdc thir nghig¢m lim sang vé bénh da v 1oy mdi duge chiin dodén & bénh nhin ding
lenalidomide két hop vl dexamethasone so vai thalidomide két hop vai melphalan va prednisone,
= Hidi chimg rbi loan sinh gy
Cic bién co st bao gém cd di truyén hoc té bao phirc tap va djt bién TPS3 b lidn quan dén sy tién
trién thanh AML & nhimg déi twong phu thude véo truyén méu vé co bit thutmg Del (5q) (xem phin
Cimbr beior diie bige vél than trong khi sic dyng). Nguy oo tich 1y wée tinh trong 2 ndm tién trign thanh
AML I 13,%% & bénh nhan cé bit thuimg Del (5q) c6 1ap so véi 17.2% & bénh nhin c6 Del (5q) vé
mit bt thuromg di truyén 1& bio bb sung va 38,6% o bénh nhin cb nhifm sic thé 40 phirc tap.
Trong médt phin tich hilu ky cia mdt thir nghiém lim sing vé lenalidomide trong céc hii chimg roi
logn sinh thy, 1y 1§ tién trién wée tinh trong 2 nidm 167 AML 14 27,5% & bnh nhiin duong tinh Vil
IHC-p53 vd 3,6% & b§nh nhan &m tinh v&i [HC-p33 (p= 0,0038), O nhitng bénh nhin cb [HC-p53
duromg tink, t¥ 18 tién trién thanh AML thip hon duge quan sit thiy ¢ nhifng bénh nhin dgt duge dip
img ddc lip vi truyén mdu (T1) (11,1%) so vii ngudi khong dap img (34,8%)
R lovgn gan
Cic phan tmyg bét lgi sau hnu hanh sau ddy ¢4 duge bio cao (n sult chira bidt: suy gan cap tinh va
i mit (cd hai déu c6 kha nidng gy ur vong), viém gan nhidm dc, viém gan phan giai té bdo, viém
gan phin gidi t€ bio hin hop! viém gan i mét.,
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TTdn cor viin ;

Cie truimg hop tidu co vn hiém gdp 03 duge quan sit thiy, mit so truimg hop trong sb 48 xdy ra
khi dimg lenalidomide vai statin.

Rii loarn tuvén i

Cée trudmg hop suy gigp va che trdmg hop cudmg gidp 34 duge béo cdo (xem phitn Canh bdo dc
higt v thein trong ki sie cumg, Roi fogn tupén gidp).

Plrcint simgy lan reing khai  ve hoi chimg [y gial kivii u .

Trong nghién ciu MCL-00Z, khoang 10%% bénh nhin dwoe didu tri bdng lenalidomide d3 trai qua
TFR g0 vii 0% & nhém dbi chimg. Phin lém cac phan img xdy ra trong chu ki 1, ult ci déu duge
dénh gid 12 lién quan dén diéu tri, va phin lém cde bao cdo B mie ) | hodc 2. Bénh nhin cé MIPI
cao khi dwroc chin dodn hode mic bénh khéi u 1ém (1t nhdt mdt tén thuong = 7 em cb dudng kinh dai
rhdt) lie diu cd thé c6 nguy co TFR, Trong nghién ciu MCL-002, TLS duge béo cio cho mdt bénh
nhan & mdi nhém trong hai nhém diéu tri, Trong nghién cinu b trg MCL-001, khodng 10% d6i tugng
o6 TFR; thi cd céc bio céo déu 1 mire 46 | hodic 2 vé mire 40 nghiém trong va tit ca déu duge danh
pid 14 lién quan dén digu tri. Phiin 1ém cde phan ing xéy ra trong chu k¥ 1. Khing cd bdo cdo nio vé
TLS trong nghién ciru MCL-001 (xem phin Cdnk bdo diic bige va thin trpng khi sir dung).

Trong nghién ciu NHL-007, TFR duge bdo cio & 19146 (13,0%) binh nhén & nhom diim
lenalidomide / rituximab so vai 1/148 (0,7%) bénh nhéin & nhom ding gid duwge / rituximab, Héu hét
céc TFR (18 trong 56 19) duge bie cio trong nhdm ding lenalidomide / rituximab xay ra trong hai
chu k¥ di%u trj ditu tién. Mt bénh nhidn FL trong nhdm lenalidomide / rituximab d3 trdi qua phin
img TFR Clip di 3 so vGi khing cb bénh nhin nio trong nhom ding gia duoe / rituximab. Trong
nghi&n ciru NHL-008, 77177 (4,0%) bénh nhin FL rdi qua TFR; (3 bao cdo ld mie & | va 4 bdo cio
I mire 3% nghiém trong 2); trong khi 1 béo cdo duge coi la nghiém trong. Trong nghién etuNHL-
07, TLS xdy ra < 2 bnh nhin FL {1,4%) & nhom ding lenalidomide / rituximab vi khing c¢d binh
nhan FL ndo & nhom gia dwge / rituximab; khing oo béah nhdn ndo o6 phan (mg cdp 4§ 3 hofic 4,
TLS xdy ra & | bénh nhin FL (0,6%) trong nghién ciu NHL-008. Mijt phan img niy duye xéc dinh
la mit phan img oo hai nghiém trong & cip & 3. DO voi nghién ciu NHL-007 khéng oo bénh nhin
néo phai ngimg didu tr lenalidomide / rituximab do TFR hojc TLS.

Rai logn tidu hda

Thitng duémg tidu hia 43 duge bao cdo khi didu trj biing lenalidomide. Cde 18 thing dudng tiéu hoa
et the diin dén céc bién chimg nhifm khufin vi c6 thé din dén ur vong.

* Thitng .!Eiu ngay cho bic 57 hoge dige 57 cdc tde dung cd hgi glip phal kii s dung thude.

QUA LIEU

Khéng ci kinh nghigm cu thé trong vige didu tri qua licu lenalidomide trén bénh nhin. miic du rong
che nghién efu vé ligu lugmg, mit s bnh nhin 43 diang dén lidu 150 mg, vi trong cic nghién ciu
dom lidu, mit 20 bénh nhin g8 ding dén lidu 400 mg. Doc tinh gidd han lidu rong cdc nghién cie
ndy ¢hd }'éu it hu:.rét hoe. Trong nrdmg hop dang qua ligu. nén cham soc hd tre.

DU LT HOWOC

Mham didu tri; Cde thube e ché mifn dich khic.

Ma ATC: LO4A X4,

Cor ché tie djng

Lenalidomide lign két e tiép i cereblon, mét thanh phén cia phirc hop enzyme E3 ubiquitin
ligase véng cullin bao gém protein gin két tin thuong deoxyribonucleic acid (DNA) 1 (DDB1),
cullin 4 (CUL4) va dide tiét cua cullins 1 (Rocl). Trong cde té bdo tpo méaw, cerchlon két hop céc
protein co chit Aiolos v Tkaros 14 cac ybu 18 phign mi dang bach huyét, din dén sir ubiquinin héa
vi suy thodi tip theo, tao clc hidu tmg gy d0c 1€ bao vi didu haa mién dich tre tidp.

Cu thé, lenalidomide irc chi sy ting sinh va ting cuimg qus trink chét té bao cba mt s o bio ung
ther e médu (bao gom té bio u MM trong huyét tong, t€ bao u lympho thé nang va nhimg & bao co
khiém khuyét nhidm sfc thé 5), kich thich mién dich qua trung gian 18 bio NK (Natural Killer) vi 1é
bao T, v ting cudmg sb lugng té bao NK, T va NK T. Trong MDS Del (3q), lenalidomide di cho
théy @ ché chon lpe céc ddng vo tinh bt thiimg bing cach tang corché gy chét té bio theo chuong
trinh ciia 1& bao Del (5q).

K&t hop lenalidomide va rituximab lam ting ADCC vi qué trinh giy chét 1€ bio khéi u theo chomg
trinh ¢ cic 1 bito u lympho thé nang.
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Corché tic ding cia lenalidomide cling bao gdm cic e ding bd sung nhu ching qué trinh o mach
miéu, tao hing cdu. Lenalidomide & ché sy two mach bing cich ngan chiin sy di chuyén va su ke
dinh cia cde 1& biio nji mae va sy hinh thanh céc vi mach, 1am ting san xult huyél sic 18 thai nhi
bellngg céc 1é bdio pde tao mdu CD34 + v dre ché syr sdn xudt che evtokines gy viém (vi dy, TNF-a v
IL-6) bding céc mono bio.

DUDC PONG HOC

Lenalidomide e& mit nguyén tir carbon khong déi xdmg vi vi thé ¢o thé tdn tai dudi dang cée dang
hogt tinh quang hoe S () va R (+). Lenalidomide dwoe san xufit nhu mdt hdn hop racemic.
Lenalidomide ndi chung hda tan nhidu hom trong dung mdi hitu cor nhung cd &6 hda tan Ién nhdt
trong dung dich HCLO M.

Hip tha

O nhimg ngudi tinh nguyén khée manh, lenalidomide duge hip thu nhanh sau khi uing lic doi, vii
nong 43 tbi da trong huy;t tomg dat durge gitta 0,5 va 2 gidr sau khi ding ligu, O bénh nhén, ciing
nhu & nhing ngudi tinh nguyén khoe manh, ndng 40 16i da (Cmax) va dién tich dudi duimg cong
(AUC) ting theo t¥ I§ tang li-élu. Diing nhiéu lidu khdng giv tich ty thude ding ké, Trong huyét iromg,
niing & twomg ddi cia cdc dong phin S va R cua lenalidomide Lin lupt 13 khoang 56% va 44%.

S dung dong thin véi mit bira &n gidu chit béo va gidu calo & nhimg ngwr tinh nguyén khie manh
lam giam mirc d§ hap thy, din dén giam khoang 20% dién tich duwdi dudmg cong ndng 46 theo thii
ginn (AUC) va giam 50% Cmax trong huyét twong. Tuy nhién, trong thir nghiém dang k¥ da v 1
va hii chimg rfi loan sinh iy, khi hidu qud vi an todn 33 duge thié Bip déi vivi lenalidomide, thuéi
duge ding ma khéng quan tim dén lugng thite dn dn vio. Do d6, lenalidomide o6 thé duge ding
cing win thirc &n hodc Khng.

Cée phin tich dugc dfng hoe cho thiy ring ti 1§ hip thu dwimg uwing cia lenalidomide tuong t gita
bénh nhéin da u thy, hdi chimg roi loan sinh 1y va u lymphao 1@ bao mantle.

Phiiin bis ) o
Trong thir nghi%m in vitre, ("C) —lenalidomide géin két vi protein huyét trong thip, 6 1y 1§ gin kér
v protein huyét irong trung binh L 23% ddi véi bénh nhiin da u ty vi 29% rén ngudi tinh nguyén
ke manh,

Lenalidomide ¢é trong tinh dich ngwéd (<0,01% lidu) sau khi diing 25 mp/ngdy vi khong thé phit
hién dure trong tinh dich cos mdt ngudi khoe manh sau 3 ngdy ngimg thude,

Chuyén hia sinh hoe vi thai trie

K&t qua tir cac nghién cira vé chuyén hia /e virro & nguis cho thiy lenalidomide khang due chu:r'l’:r}
hia bdi cde enzyme cytochrome P450 cho thiy ring sir dung lenalidomide vdi cic thudc e ché
enzyme cytochrome P450 khing ¢o khi ndng gy ra twomg the thude do chuyén hda & ngudi, Cic
nghién ciru in virro cho thiy lenalidomide khang o6 tic dyung tc ché CYPIA2, CYP2C9, CYP2C19,
CYP2D6, CYP2EL, CYP3A, holic UGTIAL. Do dé, lenalidomide khang gy ra bit ki trong tac
thudic cé ¥ nghia 1dm sng khi ding chung vdi cdc co chit cla cdc CNEYIME NAY,

Cac nghién ciru in vitro cho ﬂ'lﬁ}' lenalidomide khéng phai 1a co chit coa protein khang ung thur vi
ciia nguiri (BCRP), cic chit van chuyén protein khdng da thude MRP1, MRP2 hojc MRP3, céc chit
viin chuyén ation hitu co (OAT) OATI va OAT3, polvpeptide vin chuyén anion hiru co 1B
(OATPIBI1), cic chit vin chuyén cation hira co (OCT) OCT1 va OCT2, MATED va céc chit viin
chuyén cation hitu co méi (OCTN) OCTNI va OCTNZ

Céc nghién clru in vitro cho thiy lenalidomide khdng 6 tie dung (e ché 351 voi bom tiét mudi mjt
cha ngwdi (BSEP), BCEP, MEP2, OAT, OAT3, OATPIBL, OATPIBS, v OCT2, ;

Phén 1én lenalidomide duoe logi bo thdng qua bai tidt qua nirde tidu. Sy dong edp cia sy bai tiét thin
ddi vii tong thanh thai & céc d5i trgmg cé chire ndng thin binh thuimg 13 90%, vai 4% Icnalidomide
durgre thii teir trong phén.

Lenalidomide bj chuyén hda kém do 82% lidu duge thii uir durdi dang khdng thay ddi trong nude
tiéu. Hydroxy-lenalidomide va N-acetyl-lenalidomide twong (mg la 4,59% va 1.83% liéu dd duge bai
tiét. Thanh thai thin coa lenalidomide vurgn qua toe 8 loe ciu thin va do d6 bai tié tich eyc xay ra
& mit mire di ndo do.

CJ licu tir 5 dén 25 mg/ngay, thiri gian bén thai trong huyet womg khodng 3 gilr & nhimg nguiri tinh
nguyén khde manh vii khodng tir 3 dén 5 gier & nhimg bénh nhin bj da u tly hofic hii chimg rdi loan
simh tiry hode u lvmpho 1€ bao mantle,

Newrerd cao tuii

el
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Khitng cé nghién ciru lim sang chuyén dung 88 duge tién hinh 8é danh gia dwge ding hoc cla
lenalidomide & ngudi cao tudi. Cic phin tich duge ding hoc dén sb bao gdm nhimg bénh nhdn c6 4§
tudi tir 39 dén 85 wai va cho thiy 43 twdi khang inh hidmg dén 49 thanh thai lenalidomide (ndng A4
trong huyét iromg). Bé&i vi bénh nhin cao twdi cd nhidu khi ning bj suy gidm chire niing thin nén cin
thin trong khi lya chon liéu ding va thiin trong khi theo dbi chirc ning thin,
Suy ihdn
Duore dong hoe cia lenalidomide duge nghién el & nhitng bénh nhén bi suy thin do b¢nh khing ac
tinh. Trong nghién ciru ndy, hai phuong phap duge sir dung d& phin loai chire ning thin: dg thanh
théi creatinin trong nude tidu do duge trong 24 gitr va 49 thanh thii creatinine woc tinh bing cong
thire Cockeroft-Gault. Két qua cho thay khi chite ning thin giam (<50 mL/phit), thanh thai
lenalidomide todn phiin gidm tuong éng din d&n ting AUC. AUC ting gap 2,5, 4 va 5 lan twong img
& nhirng bénh nhén suy thin vira, suy thin ning, v& bnh théin giai dogn cudi so vl nhom thopaa ~
cdc dbi fgmg o6 chire néng thin binh thikmg va nhimg bénh nhén suy thin nhg. Thiv gian ban thai %
cita lenalidomide tEng tir khoang 3,5 gitr & nhimg d6i tugng c6 4§ thanh thai creatinine > 50 mL/phit HONG G
dén hom 9 giir @ nhimg bénh nhin suy gidm chirc ning thin <50 mL/phit. Tuy nhién, suy thin khing IEN Yol
lam thay d6i sy hip thu cia lenalidomide. Cmax twong ty nhau gitta nhimg nguii khoe manh va bénh i | E.-.
nhéin bi suy than. Khadng 30% thude trong co thé dd duge logi bd trong mt dot chay thin 4 gid. | rm'mj r
Khuyén céo didu chinh lidu & bénh nhin suy chire ning thin duge mé ta trong myc Lice legmg vi f/:}jiy
Suy gan o
Phan tich duge ddng hoe bao ghm nhitng bénh nhin suy gan nhg (N = 16, thng bilirubin > | dén<1.5
x ULN hoic AST> ULN} va cho thiy suy gan nhe khong anh huémg dén d thanh thai lenalidomide
{ndng & trong huyét twong), Khang 6 4 1i¢u cho binh nhdn suy gan tr vir dén nang.
Cic yéu 16 ngi tai khde _
Cac phin tich duge ddng hoc cho thiy trong hrong e thé (33 dén 135 kg), gici tinh, chang the va
loai bénh dc tinh v& huvét hoo (da u thy, hdi chimg rbi loan sinh tly hode u lympho (€ bio mantle)
khing cé anh huémg cé ¥ nghia vé mjt lam sang dén thanh thii lenalidomide & nguwdi lon.
QUY CACH BONG GOL
Hop chira 2 vi % 14 vién nang; Hjp chira 4 vi x 7 vién nang; Hjp chira 3 vi x 10 vién nang.
HAN DUNG
24 thang ké vir ngdy sin xudt,
* Khing dimg :ﬁujc It han.
BAOQ QUAN
Bio quin & nhigt di dudi 30 °C. :
TIEU CHUAN CHAT LUQNG: Tiéu chuiin co sé
NHA SAN XUAT
Dr. Reddy's Laboratories Lid,
Formulation Unit-V1I, Plot Mo, P1 o P9, Phase 111, VSEZ,
Duvvada, Visakhapatnam District - 530046, Andhra Pradesh, An D{.
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