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Rx — Thude ndy chi diing theo don thude

AZADINE
THUOC BOC
Dé xa pilm tay tré em
Byc kf hardmg diin si dyng trde khi dimg

Néu cim thém thing tin, xin hiti § kidn bic st
Thing bde ngay che bic si hofic duwge si nhimg tic dymg kiing mong muin gip phit khi si
dyng thude
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THANH PHAN CONG THU'C THUOC

Mdi o china:
Thanh phin hoat chdr:

Thanh phin 06 dupe:
Mannitol, medc cit pha tidm, khi nite.

DANG BAO CHE
Bit déng khi pha tidm,

MGt s phiin:

Bt hodic khii bit diing khé mau tring trong lo thuy tinh trong sudt,

CHI BjNH

Azavitidin duge chi dinh dé didu tri cho nhig bénh nhin ngrei lom khéng thich hop vi lidu phip
ciy ghép té bio gie tan milu trong nhimg tnrimg hop sau:

— Miic bi chimg ri logn sin iy (MDS) mitc 45 nguy co trung bish - 2 va cao theo HE thing
Chitm didm Tién kegng Qudc 18 (IPSS).

— Bénh bych cau ding tiry dom nhén man tinh (CMML) véi o 1§ 18 bao blast tiy xuomg tir 10 -
29% va khfng cd rdi loan thng sinh thy.

~ Bénh bach chu ding thy chp tinh (AML) véi 20 — 30 % t bao blast tdy xuong vik logn sin da
ding, theo philn logi cia To chire Y o€ Thé gisi (WHO).

— AML v > 30% t€ bao blast tiy xuwong theo phin logi ciia WHO.

LIEU DUNG YA CACH DUNG

Vige ditu trj blng azacitidin nén duge bit diu i theo dai dodi sy gigm sét coa bic st cd kink
nghidm trmgvh}u siF dyng cée tic nhin héa t lifu. Bénh nhin nén duge ding thuiic ching non
trirde khi digu tri d& han ché tinh trang budn nin vi nin,
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Lifu diing

Lidu khiri diu khuyén cio cho chu ko didu trj diu tidn, 851 véi tit ci cde bah nhin khiog phin
bift ki qui xét nghidém huydt hoe ban @y, 1 75 mg/m® dign tch b3 mit cor thé, tidm dwdd da hoge
truyén finh mach, hing ngdy trong 7 ngiy, sae 46 nghi 21 ngy (Chu ki didu trj 28 ngiy).
Bénh nhiin nén duwge didu trj voi 16 thifu 6 chu k. Vige ditu trj nén duge duy il mile 13 binh
nhén tiép tye nhin duge lgi tich tir vife dido i hodic dén khi bah tidn tridn,

Bénh nhin cin duge theo d6i dip i tinh v& huyét hge vi dic tinh trén thin (xem Cinh bdo
vt thin trong khi diing thudc); ob phii tri holin vige bit diin che ki tep theo hofic gidm
lidus b e i e iy,
Hﬂﬁmﬂﬁﬁg:miﬁdﬁwﬂmiﬁmﬂﬁwlﬂm:ﬂ:iﬁﬁnmmDn:ﬁﬂ,rhhic
bt vié mire 4§ tidp xiic nén lidu legng va lch trinh ding thube khuyén cio cia azacitidin duimg
wing khiic vii azacitidin duémg tiém. Ciin b y t& duge khuyén cio nén xéc minh tén thudc, lidu
I wit durdmg, ding,

Xeér nghigm

Xét nghigm chinc niing gan, creatinin huyét thanh vi bicarbonat huydt thanh nén e thye hifn
huﬁuhhihi:tlﬂudiht:i:iuuﬁ:mﬂinhnkjldi&uni_ﬂﬂngﬂ]immmmnhm#ﬂwm
hign trude khi biit diiu dida trj v khi cin thidt 48 theo di dip g vi ddc tinh, nhung o6 thidu Bi
truedrc: mdi chm ko dida i,

Biéw chinh liéw do dic tink vé huyet hoc

D¢ tinh vé huyét hoc dirge dink nghfa 1 56 hugng thilp nhit dat duge (didm thip nhilt) rong mit
ﬂmtﬁ;&hﬂnﬁn&urﬂu:hiﬁﬂ,ﬂxlﬂﬂ&bﬁﬁ: Tugmg Biped ciu trumgg tink tuyit Adi (ANC)
<1 x I0°L

Phuc hii duge dinh nghia b sy gin ting cin (cdc) dong t& bio trong db dic tinh vé hoyét hoc duge
quan sat thity it nhilt mt mira so v sw khic bidt tuy@ i gita diém thip ahdt va s6 lugmg ban
ﬂucﬁ?ﬁm&hmfdﬁnmiumﬁt{mIﬁaﬁtmgtﬁbhmhkﬁjpﬂahﬁasﬂlﬂ{mgdiim
thiip nhitt + (0,5 x [Js6 hogng ban diiy — s hegmy diém thilp ahd[]).

Bink nhin khing o6 56 1 bio mdu ban ddu gidm (tike ld bach ed Clz30x 107 wi
M;I? x ﬁﬁffdj;du =75.0x m’ﬂ;:mdﬁ:r:’ﬁéu trj ditu ;:Eu R :

H&mmmiﬁﬂhwvﬁlﬁr‘hmm khi didu tri bing azacitidin, chu ki didu iri tiép theo
nén dirge hodin lpi che dén khi 50 hgmg tdu el v ANC phoc hdi. Néu phye héi trong ving 14

v, khing cin didu chinh hiéu. Tuy nhién, néu khing phyc hii trong vong 14 ngiy, nén gidm
ligw theo bing sau, Sau khi dida chinh ligw, thin gian cha k¥ nén trd lai 28 ngiy,

86 hegng dicm thigp nhit rong chu ky | Lita ding trong cha ki tidp theo, néu khing dat e
sy phyc hii* trong vong 14 ngly (%)

ANC (x 10%1) "Tidn clin (x 10%/L)
<10 < 50,0 0%

>1.0 =500 100%%

‘Euﬂc h:lni—55|uﬁn525ﬂ1mgdbé|nlhipnhﬁl+{ﬂ,5Ili&hmnghnnﬂﬂu—:ﬂ]mgdiﬁm
thélp i)

Bfwk nhin rﬁlsﬁfrmgﬁébdp mdu Ban ddw gidm (e 1 WBC < 3.0 x 1PL hoge ANC < 1.5
MR hode tidw odu < 75.0 x 10°1) trudre lin dida o] ddu tidn
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Sau khi diéu trj bing seacitidin, oéu sy gidm WBC hofic ANC holdic tidu clu so véi tnsée khi dida
trj 14 < 50% hojic Iém hom 50% niwmg oo sw cii thién vi bt Zwﬁ#mm;dmmm
khdng nén iri hoin ehu ki tifp theo vi khing cdn didu chinh liku,

Néu sur gidm WBC hofie ANC hoje tidu clu so véi tnde khi dibu trj lin hon 50%, md khing ob
syt cdi thign v& syr bidt hiva ding 12 bio, thi nén tr hodn chu kj tifp theo cls ligu phip azacitidin
cho dén khi 50 legmg tiéu cu vi ANC phuc bii, Néo phyc hii trong ving 14 ngiy, thi ciin
difu chinh lidu. Tuy nhién, néu khing phyc i trong ving 14 ngily, hi :hdinhmhd&lﬂn
1:5:,-lumgi_'hmnmnnwmllulwit}'}.ﬂﬁnﬂldﬂ!iunhﬁ}-nm > 50%, thi khing ciin difu
chinh lidu. Néu mit 80 1é bio tily xwong < 50%, thi nén trl hoiin diéu trj vi gidm lidu theo bing
g,

S0 hegmg 18 bio 1y xuong uéudﬁnjm;chukj’ﬂﬂvlhw.nhﬂiﬁngﬁﬂdwcmphm
i trong vang 14 ngdy (%)

Sy phuc hii * = 21 ngiy Sur phye hii * = 21 ngiy

15— 50% 100% 500,
< 15% 100% 13%

* Sy phye hidi = sd hagng = 56 lugng diém thip ohit + (0,5 x [s5 lugng ban diu — s6 heeng didm
thdip nhit])

Sau khi diéu chinh lidu, thir gian chu k§ néa tr Ipi 28 ngiy.

Dl gy dje bigt

Newdi cao fudi

Khing b khuyén cho didu chinh litu ey thé cho ngiri cac tudd. Vi béah nhin cao tudi cd nhiky
khii nding bj suy gidm chire ning thin, nén vige theo di chirc niing thin co thi hit ich.

Bénk nhdn suy thin

Azacitidin ¢ thé duge ding cho bénh nhin suy thin mi khing cin didu chinh litu ban diu (xem
mye B tinh dinge ding hpe). Néu xiy m tinh trang gidm khng 18 nguyén nhin nfing 4§
bigarbonat huyét thanh xudng duwéi 20 mmol/L, lidu nén dupe gidm 50% trong chu ky tifp theo.,
Néu xdy ra tinh trgng ting khdng i nguyn nhin creatinin byt thanh hode nito uré mis (BUN)
lén 2 2 Lin s0 wii gid tri ban &u vi cao hon gidi ban trén ciia mire binh thirmg (ULN), ohu k§ tiép
theo nén duge hodn lai cho dén khi cae gis i trr li bink thiimg hofic gid tri ban ddu va lido nén
dungre gidm 50% trong chu ki diéu trj tiép theo (xem myc Canl bdo v thin trpng khi ding tuie),
Rénh nbdn sy gan

Chara cb nghifn cinu chinh thirc ndo derge tidn hinh & bénh nhin suy gan (xem mue Cind bdo
thin trong khi dimg thudc). Binh nhin suy gan niing cin duge theo dai cdn thin cée tie phi.
Khing c6 khuyén cio dibu chinh cy thé cho litu ki diu & bénh nhin suy gan teie khi bit ¢y
diéu tri; vie dien chinh lidu tifp theo phii dua wén che gid i xé nghiém huyft hpe. Azacitidin
chéng chi dinh & bénh nhin cé khéi u gan de tinh tidn trién (xem mye Chang chi dinh va Cink
bies v thiin trpmg ki ddeing thadc),

Binh nhi

Tinh un todn vi hidu qub cia aeacitidin & tré em by 0-17 tudi vin chim dege xéc dinh, DE L hidn
b dngre mi b trong che phin The dyng khdng mong mudn cda thude, Pic tinh dige ding hoe vi
e tink dige lye hpe nhimg khing the dua ra khuyén nghj vé Gide leong.
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Ciich diing

Azacitidin cb thé ding duimg tiém dudi da hode truyén finh mach,

Tiém diwdi da

Azacitidin sau khi hodn nguyén nén duge tidm dudi da vio bip tay, dii hodic byag, Vi tri tiém nén
iy 36i luin phign. Nén tibm mili mdi cich vi trl trnde 40 it nlhdt 2,5 em v kbong bao giir tidm
vilo viing bj dag, bim tm, 6 hode cimg.

Sou khi hodn nguyén, khing dwee loc hin dich. Xem thém hemg din bén dudi vé cich hodn
nguyén thude trnde khi sir dyng,

Khuyén cdo 48 xi ) an fodn
Azacitidin 18 m{t sin phim thude giy 8jc t& bdo vi cling nhar cic hop ehis cé khi niing giy de

khic, clin thin trong khi xir 19 va bi hién dich azacitidin. Cln dp dung cic quy trinh xit I v3
thii b cée sdn phim thude clling ung thir thich hop.

Néu azacitidin A pha tiép xic viri da, iy ria ngay vit k§ bing xa phong v nuie, Ndu thode tiép
xiie wiri nidm mac, hiy rira k§ bing nude.

{uy trink pha thude

Azacitidin nén duwge hoidn nguyén vl mede cit pha ém. Thid han siv dyng cia thude di hodn
yén ci thé duge kéo dii hing cich hodn nguyén véi nude pha tiém lyoh (2 °C dén 8 °C), Chi

Eﬂi‘rﬂﬁub&u quin thude 48 pha duge cung clp bén dudi,

1.

Ciéin chufin bj nhimg vait dyng sau déy:

Lo thube azacitidin; lo mete cit pha tidm; ging try phiu thudt khdng v tring; khiin i cfin
b iém 5 mL ob kim tiém.

2. Hist 4 ml menre At pha tiém vio bom tiém, dim bdo logi bo hét khing khi con s6t li trong
bom tiém.

3. Pam kim tiém xuyén qua niip cao su cia lp thube wzacitidin, sey 4 bom muie cit pha tidm
iy Ly,

4, EauHﬂrﬂlﬁmﬂlm.uhﬁ:mm!ﬂﬂuﬁcdnﬂ&.khid;tmmnhﬁndk:hﬂu:dﬂngnhﬁl.
Sau khi hodn nguyén, mdi miL hia dich 5& chim 25 mg azacitidin (100mp4mL). Sin phim
A Tedn nguyén 14 biin dich dyuc ddng nhit, khing ling cin. Nén Tegl bo sin phim néu cé
chirn cde ticu phin kim hade ede epe kit ty. Khing lpc hin djch san khi hoin nguyén vi
ditu niy cé thé logl bi hegt chit. Chn lwu 7 ring b lge 6 thé xudt hign trong mt 56
i chuyén dbi, diun nhon vi hi théng king do d46, kibng nén wir dyng céc hé i nliwr
vity dé tidm thudc san khi hodn nguyin,

5. Lim spch nip coo su vi i dung mit bom tiém kém kim tiém méi 0 dua vio l. Sau d6, 1t
I, dim béo ddw kim tiém nim duedd mire chit lang, Sau do, kéo pit ting vé phin san

di rit heomg thudle clin thift, d4m bio Inpihﬁhﬁiklﬂngthiufmsﬁflain'uugﬂnﬂli!m. Sou
dd, mist kim tiém m khoi lo vat wirt bo kim tigm.

6.  Sau db ding mit kim tidm dodd da méd (khuyén cdo ding o 25 gauge) gin vio bom tigm.
Khiing nén rita (purge) kim tnede khi tiém de gidim ti 1§ phin img tpi chd tiém.

7. Khi cin nhiéu hom 1 o, tit cd cée bude néu trén d& pha ché hin dich ph duge ip lyi. DA
vdi lidu dilng ciin nhidu hom | o, lidu ding phii duge chia déu, vi dy, lidu 150 mg = 6 mL,
2 burm tiém wii 3 mi trong mdi bom tiém. Do thude bj giit 1 trong lg va kim, ob thé khing
khd thi d€ nirt todn b hin dich ra khdi 1y,

8. Hoa dich trong bom tim pheii duge thi phin tin ngoy insde khi ding. Bom tém chia hin
dich di hodn nguyén cé thé duge 4 trong vimg 30 phist trnde khi ding dé dat dn nhidt 46
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kheding 20 °C-25 °C, Néu thir gian trdi qua 1u hon 30 phis, bin djch phii dge logi bi mit
céch thich hop v chuiin b mit lifu méi. D4 thi phin tin, lin manh éng tidm gilfa hai lng
biin tay cho dén khi dat duge hin dich dyc ddng nhit. San phim phal dirge Jogi bé néu
chira ciie tifu phin kim hodc kit vy,

Tim tein Lidne diing
Téng lidu diing duyc tinh todn dya vio dign tich bé mit co thé (BSA) theo clng thire nhir sau;
Ting lidu ding {mg ) = Lidu ding (mg/m?) x BSA (m?)

Bing sau cung cip mt vi du minh hoa cho cich tinh lidu azacitidin dyn trén dign tich bé miit co
thé (BSA) trung binh 1a 1 & m®,

Litw mg/m? ;:-:I :lll: :,'!"' trim | 58 lp thube cin ding ;i:g mi IIIl:i:l: .:;I:
ﬁu :h:ﬂnu:;n}m nguyén cn ding
75 mg/m? (100%) 135 mg 21p 54 mL
515 m;'m‘ (50%) | 675mg 1ip 2,7 mL
25 mg/m® (33%) 45 my llp 1.8 mL
Cich tidm thudc -

Azacitidin sau hodn nguyén nén duge tiém dindi da (déim kim tém & mit ghe 45 - 90 °) sir dung
kim tiém ofr 25 gauge vio bilp tay, dii hodic bung.

Ligu trén 4 mL nén duge tiém vie 2 vi tri kiic nha,

Vi tri tiém nén thay doi huin phicn. Nén tiém mili méi cdch vi trl tnode 46 it nhit 2.5 cm v khéing
bao gidr tiém vio ving bj dau, biim tim, dé hodic cimg.

Biit kj phiin thubc khdng sir dyng holic vit ligu thii mio cling phai dwoe xir I theo véu cdu eon dia
pheromg,

Tiém trupén tink mgch

Thude tiém phili due kidm te bing mit thimg 48 phit hign cic tid phin i sy 881 miu e
khi diing, bt cir lkhi nibo dung dich vi bao bi cho phép. Khing sit dyng san phim néu phit hign co
cdc tiéu phin hoge sir ddi miu,

{huy trink prha thude

Lily sib Iy by aczacitidin thich hop ¢6 dat duge 1idu mong mudn, Hodn nguyén mdi lo véi 10 mL
mrc cit pha tiém. Lic mgnh hofie in lo cho dén khi tt ci chit rin dwge hoa tan. Dhung dich tha
dugre phii trong sudt vi ed chim 10 mg/mL wacitidin,

Rt hegng dung dich szacitidin ciin thiét 48 dat duoe Tidu mong mobn vA tidm vio thi treyds chi
dich truyén natri cloeid 0,9% hojic dich traydn Ringer Lactat thé tich 50 -100 mL..

Dich trapén tinh mach Hhing heong thich

Acacitidin khing wong thich vai dich trayén Dextrose 5%, Hespun hodie dung dich ¢6 chim
bicarbonat. Clic dung dich ndy b khil ndng im ting tic 4@ phin hiy cia azacitidin vi do &6 nén
tranh dimg.

ek bragwsn thute
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Dung dich nzacitidin duge truyén (inh mach. Truyén todn bd lifu trong khodng théri ginn tir 10 -
40 phit. Viéc tifm troyén phéi dwge hoin tit trong ving 1 gid sau khi bodn nguyén lp thude
mzacitidin.

CHONG CHIi BINH

Bénh nhiin mdn chm véi azacitidin hofic bit k¥ thinh phiin nio cia thube.
H#nhnhﬂnﬂﬁkhﬁiugﬂnkthh tién trién (xem muc Cdnk bdo wh thin trang khi dimg thudc).
Phu nif dang cho con bi (xem mye St dung thude cho phy ni# o6 thai vd cho eon b,

CANH BAO VA THAN TRONG KHI DUNG THUOC

D sink huyét hpe

Digu trj biing azacitidin b 1ién quan dén thifu méu, gidm bach clu vi giim tiéu chu, dic bigt rong
2 chu ki didu trj ddu tidn (xem myc Tie dung kidng mong mudn cia thude), Cong thire mén todn
phén nén duge the hign khi chn thiét 8 theo dii ddp img vi doc tink, ninmg t5i thidu 14 tde
midli chu k§ didu tri. Sau khi dimg lidu khuyén cio cho chu ki diu tign, lida cho chu ky tidp theo
duwgo nén duge gidm hodie tri bofin cha ki didu trj tiép theo dipa trén s legng thip nhil vi dip img
Inayét hoc nhu mi t trong phin Lidy dimg vi cdch ding. Bénh nhin nén hio cdo kip théi cie con
sit. Bénh nhin va bic T eling nén quan sit cic diu higa vi tridy chimg chiy mén,

Suy gan

Chura c6 nghién eiru chinh thire nio duge tién hanh & nhimg bénh nhin suy gan. Nhitng bénh nhin
i ki u 16m do bénh di cin 48 dirge bao céo 1 b hon mé gan tién trign vi tir vong trong qud trinh
diu trj biing azacitidin, djic bigt & nhimg binh nhin cb albumin huyét thanh ban diu < 30 gL,
Aza:::inbidbingcﬂfmhﬁnhﬂunhﬂnhnhﬂn:{rkhﬁiupuinﬂnhﬁénﬁén{xmmuﬁﬂhing
ald dinh).

Sy thin

Ciic bilt thutmg v thin tir ting crestinin huyé thanh dén suy thin va tir vong 08 duge bio cio &
nhimg bénh nhin dugs didu trj bing azacitidin Bém tinh mych két hop v che the nhin hoa tr lidu
khée, Ngodi ra, nhidm toan {ng thin, duge dinh nghia 1 tinh trang gidm bicarbonat huyét thank
xuting < 20 mmol/L kit hop véi nirde tidu kim va ha kali mau (kali huyét thanh < 3 mmol/L) di
xufit hién & 5 ddi argng mic bénh bach clu tiy man tinh (CML) duge difu tr] bing sxscitidin vi
ctoposid. Néu xiy ra tinh trgng gidm bicarbonat huyét thanh (< 20 mmol/L) hoje ting creatinin
huyét thanh hofic BUN kbéng rii nguyén nhin, nén gidm lidu hodc tri hodin vige ding thube (xem
mye Lidu ding v cdck ditng),

Bénh nhin nén bao cho ngay tinh trang thidu niée va v nida vii bic 5.

Mic di ghi nhfin syr khiic bigt oo lién quan vé mit lim sing vé tin sedt cée phin tmg o6 hai
gitra nhitng d0i tigng o chirc néng thin binh thuimg so véi nhimg ngwii bj suy thin, nhumg bénk
nhiln suy thin cin duge theo ddi chit chis vé djc tinh vi azacitidin vidhode cie chiit chuyén héa
cila 06 chit yéu duge bai tidt qua thin,

Xeét nghigm

Xet nghigm chire ning gan, creatinin huyét thanh va bicarbonat byt thinh nén diege xéc dinh
trdie kchi bt didu didy trj vil trurde mdi chu ky didu ti. Clng thire méu fodn phin nén deoe thye
hin truedre khi biit i dii trj va khi cin thidt 88 theo ddi dap g vi dic tinh, nhumg t8i thidu la
trurire i chu ki didu trf (xem thém mpe Tie ding khdng mong mudn cia thadc),

Byl tim vd phdi
AZADINE - Tt furdryg dim 317 alymg fi
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Bénh nhin cb tién i suy tim sung huyét bénh tim khéng dn dinh vé mit lim sing hojic bénh
phi di bj logi khd che nghidn ciro then chit (AZA PH GL 2003 CL 001 vi AZA-AML-001) vi
de i tinh an todn vil hifu qud cia azacitidin & nhimg bénh nhin niy vin chia duge xic dinh, Dir
figus glin ddy tir mt nghién ciru 4m sing & nhimg bénh nhin oo tién sir binh tim mach hoje phii
i biét cho thity ti 1§ mic cde bién cf tim mach ting ddng ké khi dimg szacitidin (xem mye Tic
dyng khdng mong mudn cia thudc). Do 6, nén thin trong khi ké don szacitidin cho nhing bénh
nhiin ndy. Cin ciin nhic dinh gid tim phii tnade v trong qud trinh didy t.

Fiém cim mac hogi nk

Viém cin mae hogi b, bao gbm ci cie hgp tir vong, di duge bio cdo & nhimg bénh nhin

dupe didu trj bng azacitidin. Nén ngimg dicu trj bing azacitidin ¢ nhitng bénh nhin xult hign
vitm cin mpc hogi tir v nén didu trj ngay Ip tirc biing cdc bign phip thich hop.

Hi chimg by giii kidi u

Whimg béah nhdn ci nguy co mic hgi chimg ly giti khdi u la nling ngei o khéi u lén truée kii
diéu tri. Nhitng bénh nhiin ndy cin dupe theo dai chiit chd vi &p dyng céic bign phip phing npim
thich hep.

Hi eliing bige hia

Cée tradmyg hop mic hii chimg bigt hia (cén dugc goi 1 hiii chimg acid retinoic) d8 duge bio cio
& nhiimg binh nhin ding azacitidin dang tiém, HQi chimg bigt boa o thé gi bir vong vil ciic trigu
chimg efing nbir bifu hign lim sing bao ghm suy i blp, thim nhitm phdi, sét, phat ban, phi phii,
phﬂugq.ihit’m,tingcﬂnnhnﬂ:,hindi:hnﬂngphﬁd.lrind’q’:hmingnauﬁiﬁmihj U dip vl rli
logn chirc ning thin (xem muc Tde dwng Hidng mong s ci thude), Digu trj
corticosteroid tidm tinh mpch lifu cao vi thea dii huyét ding nén duge cin nhie khi bt diu x
hign cic trigu ch hu@u:ﬁinm.gmnp&cm bigt hiva. Citn cin nhic ngimg tam thin
azacitidin tiém cho dén khi cée tridu chimg bign mét v néu tifp e, nén thin trong,

SUDUNG THUOC CHO PHY NU' €O THAI VA CHO CON BO
Phy ni trong 4§ mdi sink d¢ / Bign phip trdnh thai & nam vé nie
Phy nif cd khi ndng sinh con phéi sir dyng bign phdp trinh thai higy qui trong va it nhdt 6 thing

sau khi didu tri.

Nam gidi nén duge khuyén mmf nén e con trong khi dang dién trj vA phdi sir dyng bién phip
triinh thai hido qud trong va it nhit 3 thing sau khi didu irj.

Fhy ni mang thai

Khdag co dif ligu diy di vé vide sir dung azacitidin & phy nit mang thai. Céc nghifn i trén chudt
di cho thily dc tinh sinh sin. Rii ro tiém dn di vii con nywdi vin chira dinge bidt Dy wén két
qué tir cAc nghin ol trén dieg vt vi co ché hoat ding cia thude, khing nén sir dung azacitidin
trong thesi ky mang thai, diic bigt 13 trong tam ci ngguyét du 1ida, tnr khi thise sy cdn thidt. Cin cfin
E‘lf:h;li{ch:ﬁnﬁﬁndtmmm vii il To cb thé xdy ra 861 véi thai nhi trong timg tnrimg hep oy

Pl wit cho can bi

Chun i fifn azacitidin vi chit chuyen héa ciu nd ob durgc bl Hiét viio it me hay khing. Do cb
khd niing gy ra céc phan img php nghiém trong & tré bi me, nén ching chi djnh cho con b tromng
qud trinh dicu trj bng azacitidin,

Khd nding sinh sdn
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Khiing o & lidu trén nguii vé the dyng ciia azacitidin d0i vi khi ning sinh sin. O djng vit, céc
phin img bt lgi khi sir dyng azacitidin d6i voi khi niing sinh =in cia con dye 43 duge ghi nhin.
“Trudrc khi bt diu didu tri, bénh nhin nam nén dwge i vin vé vide hue ik tinh tring.

ANH AUGNG LEN KHA NANG LAl XE VA VAN HANH MAY MOC

Azacitidin cé anh hudmg nhé hodic vim phii dén khi nding lii xe va sir dung miy moc. B cb bio
clo vé tinh trang mét méi khi si dyng azacitidin, Do 86, bénh nhin nén thin trong khi 14 xe hode
viin hiinh miy méc.

TUONG TAC, TUUNG KY CUA THUOC
Twenyg tie thuie

Dita trén dif lifu in vitro, qua trinh choyén hba cia azcitidin dirtmg nhir khéng qua tung gian cic
isoenzym cytochrom P450 (CYT), UDP-glocuronosyltransfemse (UGT), sulfotransferase {(SULT)
vii ghutathione transferase (GST); do do, cic tuong tée litn quan dén cde enzyme chuyén béa ndy
tromg eo the sdng duge coi 1 khing cb khd ning xdy ro.

Téie dyng ire ché hode cim (mg c6 ¥ nghla lim sing cla azacitidin A& v cde enzym eytochrom
P450 1 khéng o6 khi ning xiy m (xem phiin fe tinh diepe ding hec).

Chura 6 nghign e chinh thire nio vé tromg tie thude trén 18m sing véi azacitidine duge tién
hinh,

Teeag ky cia thudc

Azacitidin khiing twomg thich véi dich tuyén Dextrose 5%, Hespan boje dung dich cé chim
bicarbonat. Cie dung dich niy e khi ning ldm fing tée 43 phiin hiy cta azacitidin v do dé nén
trinh ditmg.

Sin phim thudc ndy khing duge trfn Hin véi cic sdn phim thubc khic ngoai trir nhimg sin phim
o néu & e Cdoh ding,

TAC DUNG KHONG MONG MUON CUA THUOC
Tdm tir hi o an fodn
Do twomg ngec lim mde MDS, CMML vi AML (c6 20-30% 1 ban blast thy xreemg)

Ciéic phan tmg ¢ hyi dwge col i cb thé hodc cb khi niing lidn qusn 3n vige sit dyng azacitidin d&
xhy ra & 97% binh nhin.

Céic phin tmg cb hai nghiﬁnlmu&ph&hiﬁiuhﬂtdn'wghi ohiin tir nghién ciu then chit (AZA
PH GL 2003 CL 001) bao ghm sét gidm bach ciu trung tinh (8,0%) va thifu mdu (2,1%). Cée
phin img cb hgi ndy cling 8 dupe bio cho trong cée nghidn ol b trg (CALGB 9221 vi CALGR
B921). Cée phin img cé hai nghiém trong khic tir 3 nghién i ndy hao gbm cic bénh nhidm
trimg nhar shigm tring huyét do gidgm bach ciu trung tinh (0,8%%) va viém phdi (2.5%) (mét &b
trurdmg hop cb két cuc tir vong), gidm tidu clu (3,5%), phin img qua min (0,25%) vt céc bién cb
souiit huyt (vi dy nhr xodt huylt oo [0,5%], xult huyét dwimg titu héa [0,8%] vi xodt buyét nji
=0 [0,5%])

Cée phin tmg co hai thuémg dwge bio cho nhdt khi dido ir bing aracitidin [4 cée phin (mg vé
byt hoe (71.4%) bao ghm gidm tidu chu, gidm bpch chu trung tinh va gidm bach chy (timg 1
B4 3-4), chc bidn o dudng tiéu hoa (60,6%) bao ghm budn ndn, ndn (hrimg 1 B 1-2) hoje
phisin érng b chih t8m (77, 1% thietmg 14 DS 1-2).
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B egmg mgwedi ém tie 63 i trii lén mede AML o6 > 30% 18 bio blast tiy xuong

Cic phin img 6 hai nghidm trong phi bién nhit (> 10%) doge ghi nhin tir AZA-AML-001 trong
nhim ditu tri biing azacitidin bao ghm sdt giam bach chu trung tinh (25,0%), viém phéi {20,3%)
vil 68 (10,6%), Céc phin fmg cb byt nghiém trong khéc it dwge bio cdo hon trong nhtm didu tri
béding aacitidin bao pbm nhilm tring hayée (5,1%), thids miu (4,29), nhidm tring huyét do gidm
cllu tnung tinh (3,0%), nhilm tring dwimg tiét nigu (3,0%), gidm tido clu (2,5%), gidm bach
trungz tinh (2,1%), viém ma té bio (2,1%), chdng mit (2,1%) va khi thr (2,1%).
Cibe phin imyg o6 hai duge bio cio phd bin nhit (= 30%) khi dila trj biing azacitidin 18 cic bikn
cf dudmg tidu ha, bao ghm tio bin (41,9%), budn ndn (39,5%) vil tigu chiy (36,9%; thiimg 14
B 1-2), e i logn chung va tinh trang tai noi ding bao gom st (37,7%; thuimg 14 DS 1-
2) wi el bifn of vé huyét hoc, bao gim st glim bych ciu trung tinh (32,2%) vi gidm bych clu
trung tinh (30,1%; thuimg 1i B 3-4),
Bing dank sdch cde phin img ob hgi
Biny | durdri ity chim cdc phin img ¢b bai lign quan dén diu irj biing azacitidin tho duge tir cic
nghién ciru 1m sing chinh & bénh nhin MDS vk AML va gifim sét sau khi dun ra thj truémg.
Tén sult duge xie dinh I ot thiemg gip = 1/10), thwimg gip (= 1/100 dén < 1/10); it glp ( =
/1,000 3én < 1/100); hikm gip ( = 110,000 dén < 1/1.000); rit hidm giip (< 1/10.000); chia xéc
dinh (khéng thé wée tinh tir dif lifu c6 s, Trong méi ahém tin sult, cac the dyng khimg mong
musin dusy trinh bay theo thit tir mire 83 nghim trong gidm din. Cle phin mg o6 had due trinh

I — TR

by trong bing dudn ddy theo tin suit ceo nhdt duge quan sét thiy rong bdt ki nghién cin lim
sang chinh nio,
Hi e quan Tin sufit Téc dyng khing mong muin
Vidgm phdi® (bao pim cd vi khudn, virus vi ndm),
Rit thimg g | oo i hong
NLaEm triing huyét’ (bao pém ci uli:huin. virus vik
; . nikm}, nhifm tring huy@ gidm bach clu”, nhifm trimg
Eﬁ:ﬁ‘:jﬂf duimg hid hiip (bao gdm dirtmeg bo bilp trén v viém
b Thinimg gip phé qudn), nhifm tring dismg et nigu, vitm mé té
5 mﬁmmm.mﬂmnﬁnﬂmmmmm.
vidm hong, vigm miii, nhidm herpes simplex, nhifm
iniing dn
Chira i Vidm win mae hogt ol
Khit u linh tinh,
fic: tinh val khdn
xfic dinh {'hq:rg.gm Chara ris Hii chimg kit héa"®
cd u nang vi
_pnl:r'p}
Sit giam bach ciu trung tinh®, gidm bach clu trung
Rbi fogn mbu v | AN fhirimg gip tinh, gidm bach clu, gikm tidy 1.;"1.1 iién miu
hié bpch byt —
Thittmg gip Gidn todn thé byt cln’, suy tiy xiong
ﬁ‘?éi":i“:h“ hdog | g Phin fig gt ol
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Rilt thistmg gip | Chin din, gidm cim gidc thém dn, gidm kali méu
Réi loan chuyén
héa va dioh dutmg | TIWOUEEHP | Mikt nudc
Hiém gip Hii chuimg ly gidi khdi u
Riit Miit
R g thin s s
Thirimg giip Lii 1, lo fiu
Rt thurbmg gip | Chéng mit, nhic déu
Rii logn thiin kinh
Thirimg gip Xudt buyét ngi 59", nglt xiu, budn ngd, b bi
R logn miit Thirdmg gip Nubit huydt mfit, xudt huylt kél mgc
) Thwrimg giip Tedn dich ming ngodi tim
Rii logn tim - —
it gip Vidm milng ngodi tim
ﬂlmmﬁ Thibog gip ﬂﬂﬁuy&w.mmﬂimhm&wmmw
Rilt thirdmg gip | Kho tha, chiy miu cam
Ri logn ha hdp, _— ;. . -
: dich ming phii, khé thér khi ging sire, dau hong
Wing nguc vi trung | ‘Thuimg gip +fhash qeia
Hiém glip Binh phii ke
Rl tharimg gip | Tiéu chiyy, ndn mir, the ban, buén ndn, dau byng
R logn tidu hin Xuiit huyét tigu héa" (boo ghm xubt huyét & migng),
Thidmg gip :l.h:ﬁthn?ﬁdnuivim mi¢ng, chiy méu nuou, kho
Réi loan gan mdt | fi gip Suy gen’, hin mé gan tién tridn i
Chim xult huyd, ngi {hmg&mnhmanuﬂn_.
RALnsomg 200 | it ban, b tim ::ﬁmh:qfél ’ :
Rart xuit the, mity day, ban dé, phit ban
Rbilomn davima | THemg gl | gt hirk. g o !
duri da
ft gdp Béuh da ting bach cAu da nhin trung tinh cé sdt (hi
chimg Sweet), vifm da ma bogd thir
Clura i Vidtn mach & da
Eran , dou eo i | ila
Rl fogr co xumg | 1A g gip nmﬁfm‘bm;;ﬂnﬂhmaﬁm umg, dan
vil mi lign kit
ﬂmﬁ:ﬁggﬁp Co thili oo, dm oo
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I?.ﬁilngnthlnvi Thiimg gip Suy thiin", titu méu, ting ereatinin huydt thash
tét nigu It gip Mhidm toan éng thin

S8", mit mii, suy nburge, dan ngue, ban 46 tpi ohd
Rt thibmg gip | tiém, dau tai chd tidm, phin img toi chd tiém (khong

xfic dinh)
Rdi logn chung vi
tinh trang tad neri Blim tim, ty miu, chai phiit ban, ngi, viém, déi
dilng Thuémg gip nﬂu,nﬁ-:ninvimﬁtm tpi chid tiém), khi chju,
&nl'nh.mﬁthur&taiviwhsmgmﬁng
Hiém gip Hoqi tir tai ché tigm
Xét nghigém Rt thirimg glip | Gidm ciin

"= e oot vong hidm pip 8 duee Bdo cdo

* = xem mpe Cink bde vl thdn tromg ki ditng thidc

M i cic phitn ing o6 bl 33 chpn

Cie phin g 6 hat v hunedt hoe

Cie phiim {emg 6 hai vé huyée hoo dwpe bio cio phi bidn nhit (= 10%) lién quan dén dibu i bing

azacitidin bao gém thidn miy, gidm tifn ciu, giim bach chu trung tinh, st gidm bach clu trung

tih vil gidm bach ciu, vi thidmg & mirc di 3 hofic 4, Nguy co xdy m céc bién ob ndy cao hon
Ichlkzlmmdﬁxiymv&idnmﬁlmﬂphm& bénh nhan di phys: hii chire ning
hoc. Hau hét céc phin tng cé hai vé huyé hoc duge kicm sodt bing clch theo dai thiimg

xuyén cing thirc miu toin phin vi tri hodn viée sir dung azacitidin trong chu ki tiép theo, khing

sink dy phing vivhode hi trg yéu 18 ding tnoomg (vl du: G-CSF) cho tinh trang gidm bach chu

trnyg tinh vi truyeén méu cho tinh trang thitu miu hede gidm tidy ciu néu cdn.

Nhidm triing

Uc chié nhy co thé din dén gidm bach ciiu tnng tinh v ting nguy co nhilm tring, Cic phin img
cd hpi nghigm trong nh nhigm ting huyés, bao gém nhilm tring huyd gidm bach elo trung tinh
vi viém phdi di duge bdo cio & nhimg béah nhin dimg azacitidin, mat 56 tnsimg hop eb eb kit
cye tir vong. NIidm triing co thé dirge kitm sodt biing cach sir dyng thube chéng nhifm tring cing
v i troy yeu t thng tradmg (vi dy: G-CSF) a8 didu trj gidm bach cdu trung tinh,

Chay mau

Chily mi céh thé xay ra khi ding soacitidin, Cée phin Eminnﬂ hai nghidm trong nhi xuft huydt
tiéu héa vit xuit huy@t ndi sp 43 duge bio cho. Bénh nhiin ¢ duge theo ddi cic diu higu vi ritu
chimg chiy miu, dic bigt 1a nhitng ngeii bj giam tiéu ciu i trude hodc lign quan dén dido tr,
ik i
EﬁmMnmephinﬁ'ﬁmmﬁunghﬂﬂh'qng&nhih\gh#lﬂrnhﬂndﬂugmutﬁdmﬁﬂn_ﬂ
iriimg byp co phin img giong phin v§, phii ngimyg didu rj bng aacitidin ngay 1ip i vA bat
diu digu trj trigu chimg thich hop.

Phdn g e bt o dee wd md dudd d
I‘]lﬂnlv.h::inphﬂnl'mg_-l:ﬁmidr-dnﬁduﬁidﬂi&lqun:}ﬁnvjmﬁhHhﬁugnb[ﬂmnm;n&hai
il trong sb ndy din dén vide ngimg sir dyng azacitidin hofic gidm lidu svacitidin trong cic nghién
eiru then chid. Phin 16m cic phin img c6 hoi xiy ra trong 2 ohn ki didu trj diu tign vi oo xu hinimg
gidm din & cde chu ki tidp theo,
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Ciic phin (ng eb hai dwdi da ninr phat ban/v tai chib tidm, phit ban, ban 46 vi (o thiong
da ¢ thi clin duge xir tri bing céc thude ding thiri, chiing han nhu thubc khing histamin,
corticosteroid vi thude khing viém khony steroid (NSAID), Nhiing phin img trén da ndy cin
dugc phiin biét wai nhilm ring md mém, dai khi xdy ra tgi v trf iém. Nhidm tring mi mém, bao
gﬂmviemmmiuuﬂwmdnmﬂmmmﬁmgmpmhmﬂnnﬁnmmg,di
duge bio cio khi sir dung azacitidin sau khi thude duge ey hinh trén thi nsimg. DE bidt eich xir
Mlhnﬂng:hphlnﬁmgﬂ&hﬂdunhi!mlrﬂhg.xmunl'l'ﬂénﬂ'&ﬂgﬁ'h'ﬁu.

Phn img o6 hai trén dwdng tidu ki

Cic phén img ¢6 hai trén duimg tiéu hia dige bdo clo phi bidn nhit lign quan din didy i bing
azacitidin bao plm tio bén, tifa chiy, budn nén vi ndn. Nhimg phin img cb hai ndy duge xir |
theo trig chirng biing thude ching ndn 38 didu tri budn nén va ndn, thude chiag téu chiy dé dity
trj tiéu chay vi thudc nhodn tring vivholc thude lim mém phian o didu i tho bén,

Phdn ienge ot hat & ihgn

Che bist thurimg v thin, tir ting creatinin huyét thanh va tidy méu dén shidm toan éng thin, suy
thiin vi tir vong di dwpe bio céo & nhimg bénh nhin difu trj bing cscitidin (xem Chnh bdo vé
thiin irpng ki ding fradc).

Fhinh'-ngrdkm'&gm

Bénh nhiin cé khdi u lm do bénh di can di duye bio cio H bj suy gan, hon mé gan tidn tridn vi i
vong trong qui trinh didu trj bing azacitidin (xem mye Cinf b wi thin trong khi diing thidc).
Bién ed thm mageh

D ligu tir mije nghién cira lim sing cho phép ghi danh nhiing bitsh nhiin cb tifn sir bénh tim mach
hodo phi di biét cho thy sy gia ting cic hicn ¢b tim mach & nhitmg bénh nhin mdi dupe chin
dodn mic AML duge didu trj bing azacitidin (xem myc Cdnk hdo v thin trong khi ding thudc).
Hyﬂ’}imr:mfi

Thing tin vé tinh an toin cim azacitidin con han ché & nhim bénh nhin > 85 i (v 14 [5,9%]
bénh nhiin > 83 wdi duge dicu trj trong Nghién cim AZA-AML-001),

Trd e

Trong Nghién cine AZA-IMML-001, 28 bénh nhi (o | thing tuwdi dén dudi 18 tudi) 45 duge didu
trj being azacitidin cho bénh MDS (n = 10) hoe bénh bach ciiu dong tity dom nhin & toé em (TMML)
in=18) {xem musc Exie fnh dupe e hpe),

Tiit i 28 binh nhin déu gép it nhilt | tde dung phy vA 17 (60,7%) gip it nhit | tic dyng phy lisn
quan dén didu trj. Céc the dyng phy duge bio céo phd bikn nhit trong todn b nhom biah nhi i
sih, clic bién o6 nayét hoc hwo om thit miu, gidm tiéu clu v s8t gidm bach e tning (b, va
ciic bitn o duimg titu hoa bao gdm tio bén vi ndn mim

mg;zﬂ.mau phidi mft bién co khin cip trong qui trinh didu tr din dén vige ngimg
thude (sit, binh tidn tritn vi da bung).

Trong Nghién vine AZA-AML-004, 7 bnh nhi (i 2 dén 12 wdi) 8 durpe Sidu ir bing azacitidin
cho béah AML thi phit & cip d phiin i sau khi thuyén gidm hodn tedn Ha dia [CR1] (xem mue
Exic tinh dinge e hot),

Ci 7 bénh nhi diu gip it nhit | tic dung phy lign quan din didu . Céc tic dung phy thutmg gip
mhit dwge bio cho la giim bach cdu ey tinh, niin, gidm bach chu, gidm téa cau, tiéu chiy
i ting alanin aminoiransferase (ALT). Hai bénh nhi gip phii mét the dyng phy lién quan dén
didu trf diin dén ngimg thude (st giim hach cau trung tinh, gidm bych clin trung tink),
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Khing of tin higu an todn mdi nao dirge wie dinh 6 50 hrong han ché bénh nhi duge diéo trj bing
uau'tiuﬂnu'mgwﬁtquiuinhnghhc&uﬂmnﬂng_ﬁﬁmmmmtﬁngmémmgmdmﬁnhim

nguir trnimg (himk,

Bio edo ADR

Thing bao ngay cho béc 57 hodc dwge 5f khi gip ce tic dung khong mong mudn nlur trén khi si
dyng thude holic bio céo ce phin tmg eb hai ol thude vé Trung tim Thing tin thude vi Theo
disi phin img cd hai cta thude (ADR) Quiie gia.

QUA LIEU VA CACH XU TR

Miit treimg hop qué lide szacitidin 43 duge bio cio trong cic nghién cim im sing. Mt bénh
nbidn bj tida l:l'lij',lmﬁnnﬁu vik niin sau khi tifm tinh mach mét ligu dom khodng 290 msfmz,gﬁp
lin 4 1in lidu khéd ddu duoe khuvén clo.

Trong tnrimg hop qud lidy, biah nhin cin dwge theo dii chng thire miu thich hyp va cin
ﬁéﬂﬁhﬂmn&;xnhiﬂ.ﬁhﬁmeﬁihﬁcLﬁiidﬁ:dﬁnhihihiqu&ﬁ&umiﬂ?;:. o

BAC TINH DUGC LUC HOC

Nhimm dugpe 15 Thudo ching ung thi, chit twong ty pyrimidin,
MaE ATC: LOIBCO7

Cor chié thic djng

Acacitidin cho 14 cé tie dung ching ung i thing qua nhitu o ché, bao gom dje tinh 1é
bito trén cic té bdo tao mdu bilt thirimg trong tiy xuong va giim methyl hén ADN, Téc dung giy
dc té bdo ciia aracitidin cd thé 18 két qui cia nhidu co ché, bao gbm de ché tng hop ADN, ARN
vi protein, ghn vio ARN v ADN, vi kich hoat cic con gily tin thwong ADN, Cée tf bio
khiing thng sinh twong 84 kém nhay cdm véi azacitidin. Vide gin aracitidin vao ATYN ddn din bt
het che enzym ADN methyltrams ferase, diin d%‘éiiﬁm methyl hin ADN, Gidm methyl hda ADN
ciin cic gen bi methyl hoa bt thudmg lign quan dén qué trinh didu héa chu ki 1 bio binh thitm,
bigt héa va chét o bio cb thé din dén 16 bidu hign pen v phyc hii chitc ndng e ché ung thir cho
:.i:téhﬂnunglhmTﬁmqmnlmna‘.mt;?dﬁi:ﬁ.ngj&mmnh}-lhdlﬁﬂﬁmmlﬂgcﬂnh!ﬁhm
hode cic hopt ddng khic cia sxacitidin dbi v kit qui lim sing viin chus duge xde dinh.

Higa qui Lim sang vi an todin
Bi turgrmg et e (M8, CMMY. v AML Jod 20-30% o bio blast tiy xinemg])

Hidu qué va & an todn cis azacitidin 43 m:gcn]hiﬂn ciry trong m? nghidn ol so sdnh Pha 3,
nhifin md, da trung tim, cd dbi chimg, quic 1€ (AZA PH GL 2003 CL 001) trén nhimg bénh nhin
trurdmg think milc: MIS mire nguy co trung binh-2 v cao theo HE théng Chim diém Tién hrgmg
Quéc té (IPSS), thifu miu dui ddng 6 ting qui mirc & bio blast (RAER), thifu méu dai ding cé
ting qud mire 16 bio blast dang chuyén cip (RAEB-T) vi bénh bach ciu déng tdy don nhin mi
tink et didu chinh (mCMML) theo b thong phin logi Phip-M§-Anh (FAR), Nhimg binh nhin
miic RAEB-T (21-30% b bio blnst) hifn duge col 14 bénh nbfin AML theo b théng phin logd hidn
tai cia WHO, Azacitidin cfng v chiim s6e gidm nhe vl vu (BSC) {n ~ 179) 48 duge so sinh vl
céc phic d chim sde théng thudmg (CCR). CCR bao ghm BSC don thadn (n = 105), cytarabin
lidu thip cling v&i BSC (n = 49) hojic héa tr lifu cim tg tidu chudn cing vai BSC (n = 25), Binh
nihki due bite 5T b chon trede vio | trong 3 CCR i khi phiin nhdm ngliu nhin, B&nh nhin
duge nhin phic b duge lya chon trude niy néu khing duge phin nglhu nhien vio nhém wacitidin.
La mit phin cim tifu chi tuyén chon, bénh nhin dhrge yéu ciin phii cb didm BCOG (Eastern
Cooperative Oncology Group) tir 0-2, Bénh nhan mic MDS thir phit b loai khod nghicn e, Tidu
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chi dénh gid chinh cia nghién cir 14 1 sdng tng thd. Azacitidin duoe dimg v lidn tidm dudi
da 75 mg/m" mfi ngiy trong 7 nghy, sau 48 1 thid gian nghi 21 ngay (chu ki didu mj 28 ngiy) vai
trung vi 14 9 chu ki (pham vi = 1-39) vi trung binh li 10,2 chu ky. Trong qudn thé c6  djnh diéy
trj (ITT), o twdbi trumg vi 1 69 tudi (phym vi tir 38 dén B8 wéi),

Trong philn tich ITT mén 358 binh nhin (179 bénh nhin ding azacitidin vi 179 béah nhin ding
CCR), diéu trj biing azacitidin 6 lién quan &én thiri gian sfng trung binh 14 24,46 thing so véi
15,02 thing & nhimg binh nhin duge 4 n}hhgm:hhhtﬁma'},dm wviri gid trj p cim
kidm djnh log-rank phin ting 14 0,0001. Ti s6 nguy co (HR) dbi véi hidu qui dido trj 1d 0,58 (95%
CI: 0,43; 0,77). T1 1§ s6ng sau hai nm 13 50,8% & nhimg bénh nhin ding azacitidin so vai 26,2%
& nhitng bénh nhin ding CCR (p < 0,0001),

W \ Log-Feank p = 0,0001
s HR = 0,58 [05%. CI. 0.43-0.77)
Deaths: AFA =8, CCR=113
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Chii thich: AZA = azacitidin; CCR = phic 43 chdm séc thing thirdng: CF = khodng tin cigv; HE = 6 5
HEHY COf

[nhnﬁuﬂiu{rncﬁ;milidiu i nhat quin bét ke Iy chon digu i CCR nao (chi ding BSC,
cyturshin Titu thilp cdng vii BSC hofic héa trj lido cdm img tiky chudn cing voi BSC) duge sir
dung & nhém chimg.

Khi phin tich cde nhéim di truyén 1€ béo theo IPSS, nhimg phit hién tong tyw v trung vi b
& sting sbt tdng th mmgmm thity & tiit cd chc nhom (di tuyén 1 bio 14, rung binh, kém,
bao gom cd don bii nhi¢m sic thé 7).

Khi phitn tich cic nbom i, sy gia ting vé trung vi t 1§ sing st thng thé A dwge quan sit thiy
d tit ci che nhim (< 65 wdi, > 65 tudi vi > 75 tudi).

Bitu trj bing azacitidin c6 lign quan dén gif trj trung vi thiri giun dén khi tir vong hofie chuyén
thinh AML li 13,0 thing so vir 7,6 thing ddi vii nhitng ngudi duge didu trj bing COR, edi thign
5,4 thing v gid trj p can kiém djah log-rank phin thng ki 0,0025,

Didu trj bing azacitidin cing lign quan dén vige gidam tinh trang =idm o6 bio miu vi cée trigy
ching lién quan, Bidu irj biing azacitidin diin dén gifm nbu ciu truyea héng cho va tido clu, Trong
st nhimg bénh nhin trong nhém weacitidin phy tude truylén béing cdu loc ban diy, 45,00% trong
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st nhiing binh nhin niy @ tré nén phy thufe truyén hing cdu trong thi ghan didy trf, 5o
viri 11,4% bénh nhin trong nhém CCR kit hgp (chénh ch ob § nghia kit {p < 0,0001) la
33,6% (95% CL: 22,4; 44,6). O nhimg bénh nhin phy thube trupén hdog ciu lic ban diu vi iy
nén khng phy thode, thin gian trung vj cla sy khéeg phy thuie truyén héng chu 14 13 thing &
nhén wzacitidin,
E:‘pﬁnﬂdlrl.l'r.'-dmmgiﬁbﬁingiﬂﬂnuﬁuﬁhmwmmﬂgﬁﬂﬁtllp[mm.ﬂipﬁnglﬂmg
(thuyén gidm hodn todn [CR] + thuyén gidm mit [PR]} dwipc xéc dinh béi nghién cim
vién ki 29% & nhom azacitidin v 12% & nhém CCR két hop (p = 0,0001). Bép img tfng thé (CR
b PR) do IRC xéc dinh trong AZA PH GL 2003 CL 001 1 7% (12/179) & nhém azacitidin so véi
1% (2/179) & nhém CCR kit hop (p = 0,0113). Sy khic biét gita dinh gid cia IRC vi nghién ciu
vién vé dip img 14 b qud cla tiu chi ciia Nhim Céng tic Quée tf (TWG) yéu chu cdi thitn sb
lrgmg 1 bdo mibu ngogi vi vil duy trl nhimg cdi thién ndy trong 1di thidu 56 ngdy. Loi ich vé khi
niing sdng st cling i duge chimg mink & nhitmg bénh nhin chua dat dinge dip imye hodn todn/mét
phiin sau khi diéu trj bing aeacitidin, Cii thign vé m3t huyét hoc (1ém hodic nhé) theo xic djnh cia
&Edalmﬁdmh&hﬂhmmm&m\réiimhﬁnhrmﬂndumniﬂntribing{!ﬂ
hop (p < 0,0001),

() nhirmg bénh nhin cb mit hojic nhidu bit thiimg vé di truydn o bao Kic ban dlu, ti 18 binh nhan
oh dip img di hwéutﬁh&utﬂt{mqjurt?wi,maﬁ: response) iwomg by nhau & nhim weacitidin vi
nhém CCR ket hop. Bip img di truydn tf bio phin nhi (minor cytogenetic response) cao hon déng
ké vé mit thiing k& (p = 0,0015) & nhom azacitidin (34%) so vén nhém CCR kit hop (10%).

BN tieyrng ngaedd lm tie 65 tudi trer lén mde bénk AML véi > 30% 18 bio blast iy xiemg

Két qui trinh biy dudi ddy dpi dign cho nhim di trgng o6 ¢ dinh didn irj (intent-to-treat) duge
nghién ciry trong AZA-AML-001 (xem mype Chf dink df‘uii{ chi djnh durge phé duydt),

Hifu qui v &) an todn cia azacitidin 48 duge nghidn e trong mi aghién ol quic &, dn trung
thm, ¢6 361 chimg, nhiin mé, nhém song song, Pha 3 trén nhitng bénh nhin tir 65 tudi tré 18 duge
chiin dodn milc AML de move hojic thit phit vt > 30% t& bio blast tiy xuong theo phin loai cis
WHO, nhitng ngwii khing 00 didu kign 3¢ ghép 1 bio gie tpo min (HSCT). Azacitidin két hgp
virl chiim sbc gidm nbe 180 wu (BSC) (n = 241) 4i diege so sinh v CCR, CCR bao gbm BSC dan
thisdn (n = 45), cytarabin liu thip két hop véi BSC (n = 158), hode héa trj lidy liku coo tidu chufa
win cytarabin v antheueyclin két hgp wii BSC (n=44), Béoh ohiin dge bic 1 lira chon tnede vio
| trong 3 CCR tnnde khi phin nhém nglu nhién. Bénh nhin 52 duge didu tr thes phic b 4 chon
nrdre ndu khéing duge Eﬁ:ﬁn ngdu nhién vio nhdm azacitidin, La mét phin cia titu chi tuyén chon,
bnh nhin dugo yéu cilu phii ¢6 didm BCOG tir 0-2 vil bt thuéng di truyén o bio nguy co trung
binh hodc kém. Tiéu chi ddnh gid chinh cin nghién cin 1 ti 1 sOng tong thé,

Azacitidin duge dilng voi lidu tiém dwdi da bl 75mgim?ingily trong 7 ngly, sau d6 nghi 21 ngay
(chus ey didu trj 28 ngiy), trung vi 13 6 chu ki (phem vi: 1 dén 28), & bénh nhin chi ding BSC
trung vi i 3 chu ky (pham vi: | dén 20), & binh nhiin ding cytarabin L thip trung vi 1 4 chu ky
@Enui; 1 dén 25) vi & binh nhin hia tri Ligu lifu cao tiéa chudn trung vi B 2 el ky (phpm vi:
I , chu kf cém (g edng voi 1 hodic 2 chu ki cing cf).

Cio thimg o ban diu cia timg cd nhin nemy dwong nhay gita nhém azscitidin vi nhém CCR,
B3 ik trumg vi cim ede ddi trong 14 75,0 tedi (dao djng tir 64 dén 91 whi), 75,29 i ngyeri da
triing va 59,0% li nam gici. Tei thii didm bun dibu, 60,7% dwge phin logi 18 AML khéog xde dinh
khiic, 32,4% 12 AMIL ob che thay d8i lién quan d8n logn sin tiy, 4,1% la u tiy lién quan dén didy
i v 2,9% 3 AML 6 bt thudmg di trayés téi phét thee phiin logi el WHO,

Trong phin tich TTT cla 488 binh nhiin (241 bénh nhin ding azacitidin vi 247 béuh nhin ding
CCR), dil trj bing azacitidin cb [ién quan dén thén gian sdng =Gt rng vi 1i 10,4 thing so véi 6,5
thing Adi i nhiing ngwii dayge didu i bing CCR, chénh Kech 3,8 thing, véi gid trf p ciae kiém
dinh log-rank phéin ting 14 0,1009 (hai phia). T s nguy co dbi vii hidu qua ditu tr 14 0,55 (95%
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C1 = 0,69; 1,03). Ti 1¢ sbng s6t sau mdt nim 14 46,5% & nhitng bénh nhdn dilng wzncitidin so véi
34,3% & nhimg bénh nhin ding CCR,
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M4 hinh Cox PH duge difu chinh theo cic yeu 10 tign lugng co bdn duge chi dinh trude 48 xde
dinh HE cho azacitidin so wii CCR 1& 0,80 (%5% CI = 0,66; 0,99; p= 0,0355).

Thém vilo dé, mic di nghién cim khing di sine manh dé chimg minh sy khio bigt o6 § nghin thong
ké khi so sinh seacitidin véi cie nhim didu tri CCR duoe lyra choa trede, nhmg Iﬁﬁigim:ﬂrrg
sit cim nhimg bénh nhin duge didu tj bing azacitidin dai hom khi so sinh viri cie hra chon didy
tr CCR 1d BSC dow thuiin, cytarabin iy thiip két hop vii BSC va fwomg tr khi so sinh véi hoa
trj lidu litu eso tigu clnadn két bop véi BSC.

Trong tt ci céc phin nhim dwge chi dinh trede (todi [< 75 wii v = 75 wii], giti tinh, ching tie,
diém BEOOG [0 hodie 1 vi 2], nguy cor di truydn 1f bio ban diiu [trmg binh v kém], khu vye dja
1, phiin logi AML cita WHO [bao ghm AML véi cie thay ddi lién quan dén loan sdn tiy], sd
hugmg bach cdu ban diu [< 5 x 10%L vi> 5 x 109L), t£ bio blast tiy xwong ban dio [< 50% v >
50%] wi tidn sir MDS), cb xu indng ring lei ich stng con tbng thé nghifng v azscitidin, Trong
mijt 58 phiin nhém dige chi dinh tnnde, 1 58 nguy co cia t 12 sbag thag the dyt § nghia thbng ke
magﬂm%ﬁmmuswwdiwy&nn&muﬁp.henhnhhmﬁcmmmmmay
dbi lién quon dén chimg Jogn sin ty, bénh nhin < 75 Wik, bénh nhin oit vi bénh nhin da tring.

Céic diip tmg huyét boc va di truyén & bio di dise dinh gié bii nghign cini vién v TRC vai két
quit twomyg Wy, Ty 1§ dip img toeg the (thuyén gidm bodn todn [CR] + thuyén gidm hoin toin v
phye hid cing thite miu khng hodn todn [CRI]) theo xic dinh cia IRC 14 27,8% & nhom azacitidin
vil 25,1% & nhém CCR két hop (p = 0,5384). O nhitng bifnh nhin dat duge CR hojic CRi, thivi gian
thuyén gidm trung vi 14 10,4 thing (95% C1 = 7,2; 15.2) d6i vl nhim azacitidin vi 12,3 thing
(95% CT = 9,0; 17,0) ddi viri nhism CCR. Lyi fch wé sbng con ciing ¢3 duge chimg minh & nhimg
bénh nhdn chiea dgt durge dip dng hobn todn voi aeacitidin so vwoi OCR.

Biéu trj bing azacitidin 48 cii thifn s6 hepng 1 bao miu ngogi vi v dfin dén gidm nhu clu truyén
hitng clu vi tide chu, M béoh nhin duge coi 13 p]wﬁlliltmﬂn hibng cdu hofe tidy ciu loe bin
dilu ndu biah nhin & dupe truyén hing ciu hojic iy cin mot holic ahidu lin trong 56 ngiy (8
fhn) trudee hofic trong thid gian phin nhim nghu nhidn. Mt bénh ohin dwoe coi 14 khiing phay
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thube truyén hdng ciu hofe tidu clu trong thir gian diku trj néu bénh nhin khing dupe truyén
béng cdu hoje tibu cdu trong bt ki 56 ngiy lién tiép ndo trong thii gian hio cio,

Trong 6 nhimg binh nhiin trong nhém weacitidin phy thofe trayén hing cdu e ban diio, 38,5%
(95% CL= 31,1; 46,2) trong s nhitng bénh nhiln niy 3 1rdr nén khing phy thube truyén hing cilu
trong thir gian didu tri, so véi 27,6% (95% CI = 20,9; 35,1) binh nhéin trong cic ahéin OCR két
hap. ¢ nhitng bénh nhin phy thude vio truyén hing ciiu khi hﬁt&iuﬂdatdum:wkhﬂnghﬁu
umar.:uuyénmummmmmdﬂuui.uhﬁgunmuicmsukhmqpmmm& g
cin 1 13,9 thing & nhém azacitidin vi khing diyt duge & nhim CCR.

Trong 54 nhimg bénh nhin trong nhém azacitidin phy thude tnyén tiéu chu e ban dlu, 40,6%
{PmEI=3l]."i|".ﬁl.'l,1!|-]-u'mgaﬁnhﬁ:ghhhuhhﬂyditﬂnﬂnkhﬁ:gphuﬁuﬂ:ﬂhmwﬁlﬁh
chu trong thiri ginn didu trj, so voi 29,3% (95% C1 = 19,7; 40,4) binh nhin trong cic ahdm CCR
chﬂp.ﬁnhﬁnghhﬂlu]ﬂnmﬂmﬁ:tuyﬁnﬂudulimhan 1 va dat duge sy khing phig thude
viio truyén tidu clu trong qud trinh didu tri, thin gian trung vj ciia sy khiing phu thude trayen t
cilu lii 10,8 thing & nhém aeacitidin v 19,2 thing & nhim CCR.

Chit lngmg Cuije sbag Lifn quan dén Sikc ke (HRQoL) dwge dinh gi bing Bing ciu hoi Chét

lgmg Cule sdng Cht I6i cin T clrine Nghidn ol vi Bicu trj Ung thir Chin Au (EORTC QLQ-

C30). Dit lign HRQoL cb thé duge phin tich cho m1 nhim nhi cia wén b quiin thé nghién cin,
dii b nhimg han ché trong phin tich, dif 1igu hign oo cho thiy bénh nhin khang bj suy gidm
Tugnig cubc sing cé § nghia trong qui trinh didu trj bing aeacitidin,

Mmrmm

Nighién cing AZA-TMML-001 s m{t nghizn ciru Pha 2, qude €, da trung tlim, nhiin mé nhim dinh
gid dhrge difng hoe, duwe Iye hoc, d an todn vi hopt tinh cls szacitidin tude phisp 1 hao gle tgo
miu (HSCT) & bénh nhi méi dwge chiln dodn mie MDS tién trifn hofic IMML. Muye tiéu chinh
ciin nghién cim lim sing 18 dinh gis the dyng cla azacitidin lén ty 1§ d4p img & Chu ki 3, Ngiy
23,

Bénh nhin (MDS, o= 10; IMML, n= 18, tir 3 thing dén 15 tudi; 71% 1t mam) duge didy trj
azacitidin tikm finh mach lidu 75 mg/m? mdi ngdy tir Ngay | dén Ngiy 7 cda chu ky 28 ngiy, t0i
thidu 3 chu ky vi 164 da 6 cho k.

Viéc tyln dhon vio nhém nghién cim MDS d bj dimg lai sau 10 bnh nhin MDS do thifla hidy
quit: khdng co dip img ndo duge xde nhin & 10 binh nhin niy.

Trong nhém nghign cins IMML, 18 bénh nhin (gdm: 13 dt bidn PTPN1L, 3 ddt bidn NRAS, 1
d¢ bidn KRAS vii | chiin dofn l4m sing i u xo than kinh I[‘H’F-I}]dldmnhr}rinnh?n.hluﬁ
sius bénh nhin 43 hoin thinh 3 chu ki difu to vh 5 trong 50 ho di hodn thinh 6 chu k. Tong clng
11 bénh nhiin IMML d5 b dip dmg lim sang vao Chu k¥ 3, Ngiy 28, trong sb 11 biah ohin niy,
?{SH&E]h{nh::hiudﬂu‘rd@im;ﬂmﬂngdmﬂ:nhﬂn{!h&nhnhﬂn:bdﬁpﬁnglﬁmuﬁnghu&n
tokn (cCR) vl 6 bénh nhin o6 dip img lim sing mjt phiin (¢P'R). Trong nhém bénh nhin IMML
dure didu tri biing avncitidin, 7 (43,8%) i c6 dip img tido clu kéo dii (s5 aymg tidu ciu
> 100 * 10%L) va 7 {43,8%) bénh nhin ciin truyén méu khi ghép 1 bio poc tao miu (HISCT). 17
trong 56 18 bénh nhiin dwge tidn hinh HSCT,

Do thit ké nghi®n e (sf hepng béah nhin nhé va nhidu yéu 18 gly ohidu), nghién cin B sing
niy khiing the két lujn lid azacitidin tnede khi ghép 18 bio goe tao mén (HSCT) cb cii thign kit
quii séng s6t & bénh nhin IMML hay khing,

Mghién ciu AZA-AML-004 1 nghin cim Pha 2, da trung tim, nhdn mé nhim dinh gid tinh an
todn, dirge lyo hoe v hid qui cia azacitidin o véi khdng dibu trj ung thr & tré e vi thank thiu
nién mde AML trong tinh trang i plsit & clp df phin o san CR1
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Riy bénh nhin (fudi trung vi 6.7 twbi [doo ddng tir 2 dén 12 twdil; 71,4% 14 nam) duoe didy i
biing axncitidin diréimg finh mych 100 me/m® mdi ngiy tir Nghy | ddn Mgy 7 cia méi chu ki 28
ngiy, 1i da 3 chy k¥,

Nam bénh nhin duge dinh gid tinh trang bénh 1o du i thidy (MRD) vio Ngiy #4, vii 4 bénh
nhiin dpt dwge sy On dinh phin tir (n = 3) hofic cdi thién phdn o (n = 1) v | bénh nhin bj i phat
lim sdng, Sdu trong =6 7 binh nhin (90% [95% C1 = 0,4; 1,0]) dwge didy trj bing azacitidin d&
trii qua HECT.

Do quy midh miu nhi, hifa qui cos sescitidin trong dicu tf AML & tré em chun duge xdc dijnh,
Xem mye Tie dyng khing mong mudn eda thude 88 bidt thism thing tin v& tinh an toin,

BAC TINH DUGC DONG HQC
Eﬁp tha

Sau khi tigm dudi da mit ligu don 75 mg/m?®, awacitidin duge hﬁp thu nhanh ching vii ndng 49
dinh trong huyét twong 13 750 + 403 ng/mL dat dwge sau 0,5 it sau khi diing thube (diém liy min
dfiu tién). Sinh khi dyng tuyét dbi cia amcitidin sau khi Gém dudi da 5o vt tém finh mach (liéu
dom 75 mgim®) 1 khokng 89% dya trén difn tich dudi dudmg cong (AUC),

Dign tich duiri dwimg cong v ndng 45 ti da trong huyét trong (Cous) cla azncitidin tiém dudi da
grin nihir ti 18 thufin trong khodng lidu tir 25 dén 100 mg/m?.
Philn bi

Sau khi tiém finh mgch, th tich phin b trung binh 13 76 £ 26 L vA 46 thanh thii todn thin [ 147
447 L'h

Chuyén hia

Dia trén dit lifu in vitro, qua trinh chuyén hia azacitidin deimg nlnr khdng qua trung glan ciia cic
mz;rm' eytochrom P450 [(CYF), UDP-gluecuronosyliransfernse (LHGT), sulfotransferase (SULT)
wit glutathione transfierase (GST).

Azacitidin tri qua qud trinh thity phin va ki amin te phit nhir eytidine deaminase. Trong ede
phén dogn 89 & gan ngudi, sy hinh thénh cic chat chuyén hia khing phy thude vio NADPH, ngy
¥ ring qud trinh chuyén hoa azacitidin khng duge trung gisn b cde isoenzym cytochrom P450.
Mt nghién citu in witre v& meacitidin trén tf bio gan nudi cly cho thiy & ndng dg tir 1,0 uM
dén 100 uM (tire 14 cao hom khodng 30 Hin so vii ndng 8 dat dugo trén lam sing), seacifidin
khong giy cim (mg CYP 1 A2, 2019, 1A4 hodc 3AS, Trong céc nghifn cim dinh gid sy e chié
miit loat cic isoenzym P450 (CYP 1AZ, 286, 20K, 209, 2C19, 2D6, 2E1 v 3A4), seacitidin 1én
dén 100 pM khing giy e ché. Do db, khi ning ply cim img hoje ire ché emeym CYT ela
amcitidin & ndng 40 huyét twong dgt duge trén 13m sing 14 khng ed.

Thal irir

Azacitidin duge dio thii nhanh khai buyét twong voi thivi gian bin thai trung bink (15) saw khi
tiin duvi o 1 41 + 8 phit. Khdng cb 57 tich Ly thube sau khi tiém dudi da azacitidin ligu 75
mg/m®, mit lin mdi ngly, trong 7 pgdy. Bii L'Lél_qr.ln nurde iy 14 con durimp thdi trir chinh cia
aenciticin vivhoje ehe chil chuyén hoa cia nb. San khi tiém finh mach v tiém dudi da "C-
azacitidin, 85% v 50% hugng phéng xa dil dimg duge tim ﬂl-'ﬁ.jl troeg A Lt iring khi < 1%
dhrge tim thily trong phiin,

i trgmy dic bige

The ding cla suy gan (xem myc Licn divng wi cdch ding), gié tinh, tuli the hoje ching e déi
win durge dfng hoc ola seacitidin chua duoe aphién oim chinh tite
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B tugmg iré em

Trong nghién cin AZA-IMML-001, phin tich duge ddng hpe duge xie dinh tir 10 binh nhi mic
MDS vi 18 bénh nhi mic JMML viio Ngiy 7 cia Chu k§ | (xem mme Diic tink diepe liec hoe). B
uﬁimwwmhmhdﬂn M‘I}EEil].,][l,ﬂ—'lj}::ruilrl{ﬂ,lﬁ,ﬂtuﬁidﬂ'wﬁi
binh nhin JMML.

Sau khi tiém tinh mch lidu 75 mg/m?, azacitidin nhonh ching dgt Cue trang ving 0,083 gié & 4
nhém bénh nhin méc MDS vi JMML. Gid trj trung bink nhin cin Cosx 140 hugt 14 17975 vi
lDBﬁ,fqu.me,vﬂg:ijuilmnghlnhnhﬂnmﬁuﬂhﬂnlmiﬁﬁﬂﬁ.‘iv&EMEﬂg-ﬂMnL.hm
img lin et cho binh nhin MDS vi JIMML, Trung binh nhin the tich phiin bd & nhém bénh nhén
MDS vi IMML l4n et 14 103,9 vi 61,1 L. C& vé nhur thng heong azacitidin trong huyét trong
a0 hom & nhim bénh nhin MDS; tuy nhién, sy bién thién gifta cie ci the tir trung binh dén cao
A durgre ghi nhiin a8 vid cd AUC vt Co

Trung binh nhén théri gian bin théi ty, lin hegt 13 0,4 va 0,3 gidy, vA trang binh nhin 45 thanh thai
Bl gt 18 166,4 vit 148,3 Ligid dbi vai MDS vi IMML.

D Higu diroc dong Hr nghién ciu AZA-TMML-001 d3 dwoe Wing hop va so sinh véi di lidu
dirgre déng hoc tir 6 d8i trgmg ngudi lm bj MDS duge ding azacitidin 75 mg/m? dudémg finh mach
trong nghién ciu AZA-2002-BA-002, Cine vk ATCo. trung binh eta avacitidin tiong 1 nhau gifa
bénh nhin nguwii ldén vi bénh nhin nhi sau khi ding dutmg tinh mach (14 legt 1 2750 ng/ml. so
wii 28B40 ng/ml. v 1025 nggidv'ml so vdi 882,1 nggidvmL),

Trong mehién cim AZA-AML-004, tich durgn: ddng hoe di duge xac dinh tir 6 lrmgnﬂ T hénh
nhin nhi, trong 86 c6 it nhit mét nnﬂﬁ@wﬂﬂmh@cmﬂhcﬂlﬁédﬂm:ﬂgﬂnmmc
timh clvepret fyre ), B tudi trung, vi (Khodng) cia binh nhiln AML 6,7 (2-12) L,

Sou khi diing nhigu li¢u 100 mg/m?, gia trj trung hinh nhiin cin Caa vit AUCH viio Mgy 7 cia
Chu ki 1 lin lot 18 1557 ng'mL v 899 6 ng-gidvmL, vér sy bifn thién coo gifta cic cd the (CV%
1én lrgt L 201,6% vi B7,8%). Azacitidin nhanh ching dat Cuwe, voi thivi gisn trung vj 13 0,090 gi
sau khi tidm tinh mach vi giim din véi bz trung binh nhin 13 0,280 git. Gid trj trung binh nhin
clin 3 thank thai v thé tich phiin bd B hegt 1 127.2 Ligitr va T02 L,

Mire 46 tiép xie duge ding hoc (zecitiding duge quan sit thiy & tré em mie AML khi thi phat &
clip 45 philn by san CR1 tuong drong véi mire 4§ h'éprﬁu: tie i lidu ghp cua 10 tré em méc MDS
i 18 tré em mic IMML vi ciing twong duong voi mize 40 tiép xie v azacitidin & nguini Iim mic
MIDS,

Suy thin

Suy thin khing nh haimg déng k& dén mire 4 tép xic duge ding hoe cla azacitidin sau khi
tiém dodi da mt i va nhida Ko, Sau khi tém dudi da mit lide don 75 mgim?, gid i iép xde
trung binh (AUC vl Conae) & nhimg bénh nhin suy thin nhe, trung binh v njing ting ln et 11-
21%, 15-27% vt 41-66% 50 wiri nhitng bénh nhiin o6 chire nding thin binh thikmg. Tuy nhién, min:
tip ®fic nim trong cing khodng Hiép xic chung d3 quan sét thiy & nhimg bénh nhin o6 chire ndng
thiin binh thutmg. Azscitidin cb thé duge sit dung cho biah nhin suy thin mi khing cin ditu
chinh lii‘u_hm 1, mi¢n 4 nhimg bénh nhin niy duge theo ddi dc tinh vi azacitidin vivhoje céc
chift chupln hia cia nd ehi yéu dwgpe dibo thii qua thin.

Dhargre 15 di truyin
Téc dung cia cie da hink 48 bidt cis cytidine deaminnse 3 vii qud trinh chuyén s szcitidin
viin chira duge nghidn el chinh thire.

QUY CACH BONG GOI
Lo thiy tinh, Hp 1 lp,
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HAN DING
Lo chera mdr 24 thing ke tir ngiy sén xuiit.
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PIEU KIEN BAO QUAN
Lo chua mer: Khing qui 30 °C, noi khd, tréoh dnh sing
Hiin dich hode dung dich sau hodn neuvén: xem mye Han diing.

TIEU CHUAN CHAT LUQNG CUA THUOC
Tidu chulin co s

TEN, BJA CHI CUA CO SO SAN XUAT

INTAS PHARMACEUTICALS LTD,

Bia chi: Plot No.- 5 to 14, Pharmez, Near Village Matodu, Tal — Sanand, Dist- Ahmedabad,
Gujarat, India,
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