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Rx Thudc b{n theo ilon

WINDUZA

Thinh phin: M6i lo don li6u chfa:
Azacitidine 100 mg
Dang bio rh6: B6t el6ng kh6 pha tiim
Oudng dtng:Tiem dudi da vi ti6m
truydn tinh mach
Dr6ng gr6,i: H6p 1 lo
Chl ilinh, Chdng chl ilinh, Liiu dtng,
C5<h dtng vi ci< th6ng tin kh6c:
xem td hudnq den srldung kdm theo.
Beo quan du6i 30'C.
Di xa tdm tay tre em,
Do< kf hudng d5n sfrdung tflt6c
khi dtns.
56 elSng kf:
56 16 SX, NSX v:r HD xem B. No., MFD.

vi EXP. tren hOp thudc.
san xuit tai An Do bdi:
Dr. Reddyt Laboratories Ltd.
Formulation Unit-Vll,
Plot No. P1 to P9, Phase-lll, VSEZ,

Duwada, Visakhapatnam District,
530046, Andhra Pradesh.
Nhi nhip khdu:

CONTENTS:
Each single-dose vial
contains: Azacitidine 100 mg
(Lyophilized)

Dosage: Please refer to the package insert.

Keep out of reach ofchildren.

Single dose vial

Must be diluted
Fol SubGutaneout and lntravenou5 Use
Only
Discard unused portion.
No Preservative added.

Store below 30'C.

Mfd. By: Dr. Reddfi's Laboratories Ltd.,
Formulation Unit -Vll,

Plot No.Pl to P9, Phase lll,
VSEZ, Duwada,
Visakhapatnam District 530046,
Andhra Pradesh, lndia.
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For Subcutaneous and lntravenous
Use Only

Contents
Each single dose vial contains:
Azacitidine 100 m9 (Lyophilized)

Dosage:
Please refer to the package insert.

Keep out of reach of children.

Single dose vial

Must be diluted

Store below 30'C
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Dr.Reddy's If
Rx Thu6c b6n theo don

HTIoNG oAN srl oulc
.Op".tV hrhng ddn s{t dltng trudc.khi ditng.

Ndu cdn thAm th6ng tin xin ltai y AA, cila Bdc si

WINDUZA
THANH PUAN: U6im6t l9 don litu chria:

Ho4t ch6t: Azacitidine 100 mg

Tr{ du-o. c: Mannitol, ni-to vd, nudc pha ti6m vd (dA bi bay hoi trong qu6 trinh s6n xu69.

D4,NG BAO CHE: BQt d6ng kh6 pha ti6m

Drloc LU. c HQC:

Co ch6 tric dune

Azacitidine dugc cho li phrlt huy trlc dgng ch6ng ung thu ctia minh bing nhiAu co ch6 trong
d6 c6 khd nang gdy dQc tr6n ciic ti5 bao t4o m6u b6t thucmg trong triy xuong vd DNA
hypomethylation. Cdc tirc dgng g6y dQc t6 bdo do nhidu co ch6, bao g6m fc ch6 DNA, RNA
vd protein t6ng hqp, k6t hqp thinh RNA vd DNA vd kfch hopt c0a con ducrng gdy hong DNA.
C6c tC bio kh6ng ph6t tri6n thi kh6ng nh4y cim v6i azacitidine.

SU ktit hqp vdo DNA ktit quA trong sp b6t hoat cta methyltransferases DNA, d5n dtin
hypomethylation cta DNA. DNA hypomethylation cta c6c gen methyl h6a kh6c thuong c6
li€n quan diSn quy dinh chu ky ti5 bao binh thucrng, su kh6c biQt ve c6c con duong chtit c6 the
d6n d6n t6i hiQn gen vh phpc h6i chric ning ric ch6 ung thu AOI vOi t6 bao ung thu. TAm quan
trQng tuong d6i cta hypomethylation DNA so v6i kh6 ndng gdy dQc hodc ciic hoat tinh kh6c
cira azacitidine di5n k6t qud l6m sing chua dugc thitit lap.

DUqC DSNG HQC:

H6p thu

Sau khi ti6m dudi da mQt li6u tton 75 mglm2,azacitidine <lugc hdp thu nhanh vdi n6ng d0 dinh
trong huy6t tuong la 750 + 403 nglmL xu6t hiQn 0,5 gio sau khi dtng thu6c (c6c dii5m l6y m6u

dAu ti6n). Sinh khd dpng tuyQt tlOi ctra azacitidine ti6m du6i da li6n quan d6n ti6m tinh mach
(liAu dcrn 75 mglm2) li khoing 89%o dqatrCn diQn tfch du6i duong cong (AUC)

DiQn tfch dudi ducrng cong vi n6ng dQ tOi tla (C,u*) cIua azacitidine ti6m du6i da x6rp xi tf lQ

trong khodng li6u 25-100 mglm2

Phdn b6

Sau khi ti6m tinh m4ch, th6 tfch phdn b6 trung binh ld 76 + 26 L vitthanh thai h9 th6ng lit 147

+47 llgiit.

Chuyr5n h6a sinh hoc

Dr,ra vio dir lieu in vitro, chuy6n h6a kh6ng xudt hiQn boi enzym cytochrom P450 (CYPs),
UDP-glucuronosyltransferases (gen UGT), sulfotransferases (SULTs) vd transferases
glutathion (GSTs).
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Dr.Reddy's If
Chuy6n hoa azacitidine trdi qua qu6 trinh th0y ph6n tp ph6t vi khu amin trung gian boi cytidin
deaminase. Trong c6c phAn 19 g1n ngudi, sr,r hinh thdnh crlc ch6t chuy6n h6a <lQc lqp vdi
NADPH goi y rdng sU trao d6i chdt <15 kh6ng qua trung gian boi enzym cytochrom P450. MOt
nghiCn cty in uitro cta azacitidine v6j tti bdo gan nguoi dugc nu6i cdy chi ra ring t4i ndng dQ

1,0 mM tl€n 100 mM (nghia ld l6n d6n khoing 30 l6n cao hcrn n6ng dQ dpt du-o.c vO mdt ldm
sdng), kh6ng cim img CYP I A2,2C19, hodc 3A4 hay 3A5. Trong c6c nghiOn cfu d6nh gi6 sg
fc chi5 cria mQt loat c6c isoenzym P450 (CYP lA2,2B,6,2C8,2Cg,2clg,2D6,2El vd 3A4)
l6n di5n 100 mM dd kh6ng tqo ra sg fc chti. Do d6, kh6 xdy ra su cim ung ho4c ftc chti enzym , ,., .
CYP b0i azacitidine o ndng ttQ huy6t tuong trong l6m sdng. // t

//// / ,/
Thditrt /""2-' 

-t'/-Azacitidine dugc thanh thii nhanh ch6ng ttr huy6t thanh vdi thdi gian b6n thdi trung binh (tyz
sau khi tiOm du6i da 41 + 8 phtt). Khdng c6 sg tfch lfry xiy ra sau khi ti6m dudi da 75mglm2
m6i ngiy mQt lAn :rong 7 ngdy. Thii trtr qua nudc ti6u li con ducrng thai trt chinh cta hoat
ch6rt vit/ ho{c c6c chAt chuy6n h6a. Sau khi ti6m tinh mach vd ti6m dudi da laC-azacitidin, 85
vir 50%o ph5ng xa dtng du-o. c thu h6i trong nudc ti6u tuong ring, trong khi d6 < lyo dugc thu
h6i trong ph6n.

Cr{c tl6ituong ddc bi6t

Anh huong cta cdc y6u t6 suy gan, tu6i, gidi t[nh, holc chring tQc l6n du-o. c dQng hgc cta
azacitidin chua du-o. c nghiOn cfu.

BAnh nhan suv than 'fi
Suy th4n 6nh huong kh6ng d6ng kO d6n duoc dQng hgc cia azacitidine sau khi ti6m mQt lAn vd N pt

nhi6u lAn dudi da. Sau khi ti6m du6i da mQt li6u don 75 mglm2, gi|tri phoi nhi6m trung binh ,Slt
(AUC vi C.u*) o c6c tl6i tugng suy th4n nhe, trung binh vir ndng tdng dAn tucrng ung ld I I - f HAt

2loA, 15 - 27Y vit 4l - 66Yo, dugc so s6nh vdi cric d6i tuqng c6 chric nlng th4n binh thuong. ) gH

Tuy nhi6n, ndng dQ quan s6t du-o. c cfing nim trong khoing n6ng dQ quan sdt th6y o nhirng
bQnh nhdn c6 chfc n[ng th6n binh thuong. Azacitidine c6 th6 duqc dirng cho bQnh nhin suy :
thfn mi kh6ng cAn <li6u chinh li6u kh<vi dAu, tuy nhi6n cAn theo d6i ve Agc tinh do azacitidine
vd/ho{c ch6t chuy,Sn h6a du-o. c thdi trt chir yi5u qua thdn. }
Gen duoc hoc , .

Anh huong c0a sg da hinh c0a enzym cytidin deaminase l6n chuy6n hoa azacitidin chua duoc :

nghiCn cr?u. ,i

cHi DINH: ,

Azacitidine duo. c chi dinh tl6 <li6u tr! cho bQnh nhdn tru&ng thinh kh6ng thfch hqp vdi tao m6u *:
cdy ghdp t6 bdo g6c c6 nhirng ditiu kiQn sau:

- C6 nguy co hQi cht?ng loan sdn tty (MDS) trung binh c6p dQ 2 vd nguy co cao dua theo HC

th6ng ch6m ili6m ti6n lugng qu6c t6 (IPSS)

- BQnh bach cAu ddng tiry m6n tinh (CMML) voi l0-29%ot6 bao blast ttiy xuong md kh6ng c6
r6i lo4n ting sinh triy xuong

- BQnh bach cAu dong triy c6p tinh (AM.L) voi 2O-3Ooh tr5 bao blast tty xuong vi rdi loan da
ddn, theo phdn lopi cia T6 chfc Y tC ThC gi6i (WHO).

Page 2 of 1.7
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Dr.Reddy's If
lmu DUNG va cAcn oUNc
Di6u trl azacitidine n6n duoc Uat aiu vi theo ddi bdi b6c sI c6 kinh nghi€m trong vi6c su dung
cictitc nh6n h6a hgc tri liQu. Benh nh0n cAn dugc dtng thui5c ch6ng iOn'OC trari bu6n nOn ui
n6n mua.

LIEU DUNG

LiAu khuy6n c6o khoi dAu cho chu kj,di6u tr! dAu ti6n, aOi vOi tet ca b6nh nh6n kh6ng phan
biQt xdt nghiQm huytit hoc co so, ld 75 mglm2 diQn tfch bC mat co th6, ti€m dudi da ho4i ti6m
tinh mach, hing ngdy trong 7 ngdy, sau d6 nghi 21 ngiry (Chu k) di6u trl 28 ngdy)

Li6u dtrng c6 th6 tdng di5n 100 mg/m2 n6u kh6ng co titc dung sau 2 chu k! dieu tri vd n6u
khdng c6 dQc tinh ngoii bu6n n6n vd ndn mua xdy ra. Khuy6n cin ctrc bQnh nhdn n6n duoc
di6u tri tiil ttri6u ld 4 - 6 chu kj,. Tuy nhi6n, d6p ung hodn tohn hay m6t ph6n c6 tn6 aOi nOl

chu kj, di€u tri b6 sung. Di6u tr! c6 th6 dugc ti6p tgc cho rl6n khi c6 tdc dpng tr6n b6nh nh6n.

BQnh nh6n cAn dugc theo ddi ph6n fng/ dQc tinh huytit hgc vir c6c dQc tinh th6n; tam dung b[t
dAu chu k! di6u tri ti6p theo ho[c giim li6u dilng nhu m6 t6 du6i <tdy c6 th6 Id cAn thitit.

Cdc xdt nghiQm

Xdt nghiQm chric ndng gan, creatinin huyi5t thanh vd bicarbonat huytit thanh n€n dugc x6c dinh
trudc khi bat tlAu di6u tri vd trudc m6i chu k) ttiCu tri. Ph6i x6t nghiQm c6ng thfc m6u dAy dri
trudc khi Ult AAu di€u trl vd khi cAn thitit dti theo ddi d6p fng vi dQc tfnh, nhmg o mric t6i
thi6u, trudc m6i chu kj,ili6u tr!.

Crin diiu chinh liiu do itlc tinh huy& hpc

DQc tinh huytit hgc dugc <linh nghia khi s6 lugng th6p nh6t d4t dugc trong mQt chu kj,nh6t
<linh n6u ti6u cAu < 50 x l0e/l valhoqc s<i lugng b4ch cAu trung tfnh tuyQt ddi (ANC) < I x
loe/l

Phuc h6i du-o. c dlnh nghia lir sg gia tang (c6c) dong ti5 bdo khi dQc tfnh huyiSt hqc dd dugc quan

s6t th6y khi s6 lugng m6u tai thoi di6m phpc h6i > sii lugng th6p nh6t + (0,5 x [s6 luong co sd

- sO lusng th6p nh6tl).

B€nh nhdn kh6ng gidm si5 lrqng mdu co so (vi du tii bdo mdu tdng WBC) > 3,0 x lTe/l vd

ANC > 1,5 x lTe/l vd tdu cdu> 75,0 x lTe/l) truoc ldn diiu tri ttdu fiAn

N6u dQc tfnh huy6t hgc dugc quan s6t th6y sau khi di6u tri azacitidine, cdc chu kj,titip theo
,. ).

cua vrsc dreu trl nen dugc tri hodn cho dr5n khi s6 lugng ti6u cAu vi ANC dA h6i phuc. N6u sg
I llr

phpc h6i trong vdng 14 ngiry, kh6ng cAn di6u chinh li6u. Tuy nhi6n, n6u sg phpc hdi chua

duqc dpt iluqc trong ,ong l4 ngdy, ndn gi6m li6u theo bdng dudi ddy. Sau di6u chinh lidu, thoi
nenchu tro 28

a
iONG'
rqN

IH PHi

iMINH

_/<v
)

3
56 lugng th6p nh6t % li6u dtng trong chu k) ti6p theo n6u sg h6i phgc*

kh6ng d4t ducr. c trong vdng 14 ngiyANC (x lOe/l) TiAu cAu (x l0e/l)

< 50,0 s0%< 1,0

> 50,0 100%> 1,0
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Dr.Reddy's If
* !u nhuc hoi : s5 tuqng > So luong th6p nh6t + (0,5 x [56 lugng co sd - s6 luqng th6p
nhAtl)

B€nh nhdn cd s6luo. ng mdu co s0 gidm (v{ du; WBC < 3,0 x 10 I hodc ANC <1,5 x l0e/l hodc
tidu cdu <75,0 x tTe/l) trtdc khi diiu tri ldn dtiu

Sau <ti6u tri azacitidine, n6u gi6m WBC ho4c ANC ho4c ti6u cAu til d6 trudc khi di6u tri li <
50%, ho{c lon hon 5070, nhrmg cai thiCn trong bdt ky rU biQt h6a dong t6 bio nio. c6c chu UV lfl/f
titip theo n6n kh6ng bi ch{m tr6 vd kh6ng cAn di6u chinh li6u ,/AL-
Ntiu gi6m bach cAu hoic ANC ho4c ti6u ciu lon hon 50% tir d6 trudc khi di6u tri, khdng "O'lf'cai thiQn trong sU biQt h6a c6c ddng t6 biro, c6c chu k) ti6p theo cta liQu ph6p azacitidine n6n

dugc t4m dirng cho d6n khi s6 lugng tiiSu ciu vd ANC dA h6i phgc. Ni5u sg phgc h6i di6n ra
trong vdng 14 ngdy, kh6ng cAn thi6t tliAu chinh li6u. Tuy nhi6n, n6u su phgc h6i chua dugc
dpt du-o. c trong vdng 14 ngdy,.mflt d0 tti bio triy xuong n€n dugc xric d!nh. N6u m3t d0 t6 bno

tty xuons ld> s}yo, kh6ng cAn <tiAu chinh li6u dtng. Ntiu m{t <t0 ti5 bdo ttiy xuong ld, < 5oyo,

n6n hodn di6u tr! vd giim li6u theo b6ng sau:

!II

(]
o 1al

t.l

I
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Mat d0 tiy xuong % li6u dtng trong chu kj,ti6p theo n6u sg h6i phgc* kh6ng d4t
dugc trong vdng 14 nghy

Sy h6i phpc* <21 ngdy SU hdi phgc* > 2l ngdy

15-50% 100 % 50%

<15Yo 100 % 33 Yo

Dr.Reddy's ef

* 
9u phuc hiii : 56 luqng 2 SO luqng th6p nh6t + (0,5 x [SO lugng

nn6tl)

Sau khi <li6u chinh thu6c, thdi gian cta chu kj,n6n quay tro lpi 28 ngdy

Ddn s6 tl[c bi6t

co sd - s6 luqng th6p

Npdi gid

Kh6ng cAn di6u chinh li6u dtng o ngudi gii. Vi nguoi gid c6 nhi6u kh6 ndng suy gi6m chftc
nlng th4n, do <16 n6n theo d6i chric n[ng thpn.

Suy thQn

Azacitidine c6 th6 dugc dtng cho b6nh nhdn suy th4n mir kh6ng cAn <ti6u chinh li6u ban dAu.

N6u bicarbonat huy6t thanh gi6m kh6ng rd nguydn nh6n du6i 20 mmol/l, li6u dtng n6n du-o. c
giim 5OYo o c6c chu k! ti6p theo. N6u creatinin huy6t thanh ho{c ur6 m6u nito (B[IN) cao
kh6ng 16 nguy6n nhdn > 2 lAn so vdi c6c gi6 tr! co bin vd tr6n gi6i hpn tr6n mfc binh thunng
(ULN) xby ra, c6c chu k! ti6p theo n6n dugc ngmg cho d6n khi giri tri tro l4i binh thuong
ho{c mfc co bin vi li6u dtng n6n du-o. c gi6m 50% O c6c chu k} ttiCu tri titlp theo.

Suy gan

Kh6ng c6 nghidn criu chfnh thfc nio dugc thgc hiQn o nhirng bQnh nh6n bi suy gan. BCnh

nhAn suy gan n{ng n€n duoc theo ddi cAn thfn aOi vOi citc titc dqng b6t lgi. Kh6ng c6 thay tl6i
cp th6 v6i liAu khoi dAu dugc khuyi5n c6o cho bQnh nhdn suy gan tru6c khi bit dAu <ti6u tr!;
di6u chinh li6u ti6p theo phii dugc dya tr6n c6c gi6 tr! x6t nghiCm huyiSt hgc. Ch6ng chi dinh
azacitidine 0 nhfrng bQnh nh6n c6 kh6i u gan 6c tinh tii5n tri6n.

BQnh nhi

DQ an todn vd hiQu qu6 sri dgng ciua azacitidine o tr6 em tir 0-17 tu6i chua duoc thitit lQp.

Khdng sin sO ligu.

ChuAn bi thu5c azaqilldlrc

Azacitidine li mQt lo4i thu6c gdy tlQc tti bao vd cfing nhu v6i c6c hqp ch6t Agc h4i c6 kh6 ning
kh6c, n6n cAn th$n trgng khi xri lli vd chuAn bi h6n dlch azacitidine

Ntiu azacitidine hodn nguy6n titip xric vdi da, rta k! bing xd phong vd nu6c ngay l4p tfc. N6u
, t .r,

thu6c ti6p xfc vdi mdng nh6y, nia k] b6ng nudc.

C6c lq dqng azacitidine ld li6u tlon khdng chfta b6t kj ch6t bdo quin. Phdn kh6ng dtrng cta
thui5c cAn duo. c lo4i bo dring c6ch. Kh6ng luu b6t k! phAn chua st dpng cho viQc sft dgng vC

sau.
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Dr.Reddy's If
Hudne d6n cho vi6c ti6m duoi da

Azacitidine cAn phii dugc hoin nguy6n vO trirng vdi 4 ml nudc c6t pha ti6m. C6c dung m6i
pha lodng n6n duoc ti6m chdm vdo trong lq. Lic manh hodc quay trdn lo cho d6n khi h5n dich
ddng nh6t lir dugc. H6n dich sE duc. K6t qud sau khi pha lodng hdn dich chta azacitidine 25
mg/ml. Kh6ng lgc hdn dich sau khi pha. Lim nhu v6y c6 th6 lo4i bo c6c ch6t c6 ho4t tinh.

Chuin bi cho vi6c duoi da neav lflp tfc:
LiAu lcm hcrn 4 mL cAn phii duoc chia ddu vdo
nhiet d0 phong cho d6n I gid, nhung phii dugc

ChuAn bi cho vi6c ti6m duoi da chim:

2 6ngti6m. Sin phAm c6 th6 ducy. c b6o qudn o
ding trong vong I gid sau khi pha.

C6c sin phAm hoin nguyOn c6 th6 b6o qudn trong lo hopc 6ng ti6m. Li6u lon hon 4 mL cin
phdi dugc chia <l6u virc 2 6ng ti6m. Sdn ph6m ph6i dugc lirm lanh ngay l4p tfc. Khi
azacitidine dugc hoirn nguy6n v6i nudc pha ti6m kh6ng dugc ldm lanh, sin phAm hodn nguyOn
c6 th6 b6o quin trong diAu kiQn l4nh (2'C - 8oC, 36oF - 46"F) l€n tl6n 8 gio. Khi azacitidine
dugc hodn nguydn v6i nu6c pha ti6m dugc lim l4nh (2'C - 8oC, 36"F - 46'F), s6n phAm hodn
nguy6n c6 th6 b6o quin trong didu.kiQn l4nh (2"C - 8oC,36oF - 46'F) d€n22 gio. Sau khi
chuy6n tt tli6u kiQn l4nh, h6n dlch <16 v€ nhiQt tlQ phdng 30 phtt trudc ti6m.

Ti6m duoi da

Dil tp ra mQt h6n dich it6ng nh6t, lugng thu6c trong c6c 6ng ti6m phdi dugc tao h5n dich lai
chi ngay tru6c khi dtng. DC t4o h6n dich l4i, quay trdn m4nh 6ng tiOm gifra ldng bhn tay cho
<ltin khi h6n dich d6ng nhdt vd dsc ld du-o. c.

H6n dich azacitidine dugc ti6m dudi da. Li6u lcrn hcrn 4 mL cAn ph6i dugc chia d6u vio 2 6ng
ti6m vd ti6m viro 2 vi tri ri6ng biQt. Ludn chuydn c6c vi trf cho m5l tAn ti6m @Ap dti, bung vd
c6nh tay tr6n). Ch6 ti€m ti€m mdi n6n c6ch xa ch6 ti6m cfr it nhAt I inch vd kh6ng bao gio
ti€m vio nhirng chd md v! trf ti6m li mdm, thuong nhg, d6 ho4c cimg.

Sau khi hoin nguy6n, h6n dlch khdng dugc lgc.

DQ 6n tlinh cfra h6n dich: Azacitidine dugc hohn nguy6n vdi nu6c pha ti6m kh6ng duoc lim
lanh c6 th6 bao qu6n trong vong 1 gio o 25'C (77'F) ho6c cho di5n 8 gio o kho6ng nhiQt tlQ ttr
2'C d€n 8'C (36'F vd 46"F); khi hodn nguy6n v6i nudc pha ti6m dugc lirm l4nh (2oC -8"C,
36"F -46'F), sin phAm hoirn nguy6n c6 thi5 bAo quin trong 22 gio o khodng nhiQt dg tt 2"C
dr5n 8'C (36"F vir 46"F)

Hufng din chuAn bicho ti6m truydn tinh m4ch

Hda nguy€n azacitidine thich hqp tl6 <lat tlugc li6u mong mudn. Hoirn nguy0n.m6i lo thu6c vdi
10ml nudc c6t pha ti€m. Lic hodc quay trdn lg cho d6n khi tAt ctrcitc ch6t rin hda tan..Dung
dich thu du-o.c sE chftaazacitidine l0 mg/ml. Dung djch thu duo.c phdi trong. CAn ki6m tra
bing dung dlch thu6c ti6m c6c ti6u phdn vi sg d6i mdu trudc khi dtng.

Rrit luqng dung dich azacitidine thfch hqp dti chia thirnh nhirng liAu cAn thitit vi ti6m vho mQt

tfi dich truy€n dung tfch 50-100 mL chfa hoflc dung dlch ti6m sodium chlorid 0,9Yo ho{c
dung dich ti6m ringer lactat.

Tinh kh6ng tucrng thich dung dich ti6m tinh m4ch

:
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Dr.Reddy's If
Azacitidine kh6ng tuong thfch v6i dung dich dextrose 5%o, Hespan holc dung dich chfta
bicarbonat. Nhirng dung dlch niy c6 kh6 ning liim tdng t! lC gi6ng h6a azacitidine vd do 116

n6n trrlnh.

Ti6m truy6n tinh m4ch

Dung dich azacitidine dugc chi <linh ti6m.truyAn tTnh m4ch. Ti6m tdng liAu trong khodng thoi
gian tir l0 -40 phrit. ViQc dtng thu6c cAn phii hodn thinh trong vdng 1 gio sau khi hodn /tl/,."
nguy6n azacitidine. /LA,
DQ 6n tlinh cria dung dich: azacitidine hodn nguy6n d6 truyOn tinh m4ch c6 th6 bio quAn'o "=-
25"C (77'F), nhmg viQc dtng thu6c phii duo. c hodn t6t trong vdng 1 gid sau khi hoin nguy6n.

CH6NG CHi DINH

D! rng v6i b6t k! thinh phin ndo ctia thu6c

C6c kh6i u 5c tfnh tiiln tri6n

Phg nt cho con bri

cANTT BAo vA THAN TRoNG KHI DUNG THUoC

Edc tfnh huv6t hoc

Di6u tri bing azacitidine c6 li6n quan dtin thitiu mriu, gi6m bpch cAu vd ti6u cAu, d6c bi6t trong
2 chu kj,dAu ti0n. Phii xdt nghiQm c6ng thfc m6u dAy dt dC theo d6i d6p fng vd d6c tinh, it
nhdt trudc m6i chu kj, di€u tri. Sau khi sft dung azacitidine o li6u khuytin c6o cho chu kj, diu
ti6n, lidu.cho chu k! titip theo n6n dugc gidm ho{c viQc dtrng thu6c n6n ch4m lqi dga tr6n s6

lugng thdp nhdt vir ph6n ftng huy6t hgc. BQnh nhdn cdn dugc tu vdn dO b6o c6o kip thdi c6c
giai do4n c6 sdt. Bdnh nhdn vir bric sT cfing n6n du-o. c tu v6n d6 quan s6t ciic d6ru hieu vd tri€u
chung chiy miiu.

Suy qan

Khdng c6 nghi0n criu chfnh thric ndo duoc thuc hiQn o. nhirng b6nh nhdn bi suy gan. BCnh

nh6n c6 kh6i u to do b6nh di cdn phii duo. c thdng b6o v6 h6n m6 gan li6n tyc vir khA ndng tu
vong trong khi diAu trl, dflc biQt ld o nh&ng bQnh nhdn d6 c6 albumin huy6t thanh co bin < 30
g/L. Ch6ng chi dlnh o nhirng b6nh nhdn c6 kh6i u gan 6c tinh ti6n tri6n.

Suy th6n

Cic bdt thuong th4n do tdng creatinin huyrit thanh di5n suy thAn vir tu vong dE du-o. c b6o c6o o
nhirng bQnh nh6n tlugc diAu tr! bing azacitidin ti6m tinh mach k6t hqp vdi c6c thu6c h6a tr!
liQu kh6c. Ngodi ra, nhi6m toan 6ng thfn, dinh nghTa li ha bicarbonat huy6t thanh < 2Ommol/L
k6t hqp v6i nudc ti6u nhiSm kali, miiu c6 tinh ki6m (kali huy6t thanh < 3 mmol/L) ti6n tri6n
trong 5 ddi tuqng bi benh bach cdu t0y mdn tinh (CML) di6u tr! bdng azacitidin vi etoposid.
Ntiu bicarbonat huy6t thanh gi6m kh6ng 16 nguy6n nhdn (< 20 mmollL) ho{c t[ng creatinin
huy6t thanh ho4c BUN xiry ra,n6n gi6m li6u hoac hodn dilng thu6c.

BQnh nhin cdn dugc tu v6n OC Uao c6o cho nhdn vi6n y t6 vO bQnh thitiu niQu vdr vO ni€u ngay
lAp tfc.

M4c dir kh6ng c6 sg kh6c biQt c6 li6n quan ud m6t lam sdng o tAn s6 clua cdc ph6n fng phu
duo. c ghi nh4n giira c6c tl6i tugng c6 chric n[ng th6n binh thuong so vdi nhfrng ngudi suy
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Dr.Reddy's If
thfn, bQnh nhdn suy thpn v5n.cAn du-o. c theo ddi chAt che d6c t(nh vi azacitidine vdy' ho6c c6c
ch6t chuytin h6a cria n6 cht y6u du-o. c tlio th6i qua th4n.

C6c x6t nghiOm

Xdt nghiCm chfc ndng gan, creatinin huytit thanh vir bicarbonat huytit thanh x6c ilinhn6n duoc
m6u <lAytrudc khi bit dAu di6u tri vi tru6c m5i chu k) diAu trl. Thpc hi€n c6ng thftc dri trudc

khi bat dAu di6u tri vd khi cAn thi6t dC theo d6i d6p ftng vd dQc tfnh, nhurng o mfc t6i
trudc mdi chu kj,di6u tri

Tim vd b6nh ph6i

BQnh nhdn c6 ti6n sri suy tim sung huy6t ning, b€nh tim mpch kh6ng 6n dinh hoac b€nh ph6i
bi loai khoi nghiOn.ciru (AZA-001). vd do d6 su an toin vd hiQu qu6 cria nhirng b6nh nh6n ndy
dE kt6ng duoc thi6t lflp. Qfr li6u gAn ddy tt mQt thu nghiQm iam sdng o bQnh-nh6n c6 ti6n si
bgnh tim mach hodc ph6i cho th6y mQt t! l9 tang it6ng k6 cric bi6n ci5 tim mach vdi
azacitidine. Do d6, n6n th4n trong khi k6 toa cho nhirng bQnh nhdn ndy. D6nh gi6 tim ph6i
tru6c vd trong khi tli0u trl n€n duo. c xem x6t.

Vi6m cdn hoai tri AU!
Vi6m cdn hoai tt, bao gdm cd citc trudng hqp tt vong, dd dugc b6o crio d nhirng bQnh nh6n
dugc di6u tri bing azacitidine. Di6u tri azacitidine nOn ngmg o nhirng b6nh nhdn vi6m cin
hoai tt vd tli6u tri thfch hqp n6n dugc b6t dAu ngay l4p tric,

C6c khuv6n e6o dIc bi€t

o

I
o sl

o

Phu nir c6 khii ndnq mane thai/ Neira thai o nam vd nir

Php n[ c6 kh6 ndng mang thai vd dirn 6ng ph6i su dgng biQn phrip trrinh thai hiQu qui trong
su6t thoi gian di6u tri vi 3 th6ng sau sau khi diAu tri.

Phu nfr mang thai

Kh6ng c6 dir liQu tlAy dt vd viQc sri dqng azacitidine o phg nir mang thai. Cic nghiOn cfu tr6n
chuQt ttd cho th6y c6 ttQc tinh sinh sin. Nhirng nguy co ti6m An aOi vOi con ngudi ld kh6ng 16.

Dua tr6n ki5t qu6 nghiOn cuu dQng vdt vh co chti ho4t dQng, azacitidine khdng n6n duo. c sri
dpng trong khi mang thai, d{c biet ld trong thdi k} 3 thring dAu ti6n, trir khi rAt cAn thiiit.
Nhirng lgi ich c0a diAu tri n6n dugc cdn nhic v6i c6c nguy co c6 thd cho thai nhi trong mgi
trudng hqp c6 th6.

Neudi dang cho con b[

Kh6ng bitit liQu azacitidine hodc cta crlc chAt chuy6n h6a c6 dugc bdi tirSt qua sfra mg hay
khdng. Do c6c phin ung c6 h4i nghiOm trgng ti6m An 0 ngudi dang cho con bri ndn chiSng chi
<llnh cho nguoi dang cho con b[.

Khi nlns sinh s6n

Kh6ng c6 dir liQu tr6n con ngudi vA enh hucmg oiua azacitidine l6n khi nlng sinh sin. O tlQng

vAt, cAc ph6n tmg U6t tqi v6i viQc sti dgng thu6c l€n khi ndng sinh sfin nam gi6i de dugc ghi
nh4n. Ddn 6ng nOn dugc khuy€n kh6.ng n6n sinh con trong khi di6u tri vd phii sir.dgng biQn

ph6p trrlnh thai hiQu qui trong khi tti6u lri v.a : th6ng sau khi tti6u tri. Trudc khi bat <tdu di6u
tr!, bQnh nhdn nam n6n tim ki€m sU tu vdn vO luu trfr tinh trirng.

)_
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Nguoi tlang vfln hirnh mriy m6c vi ftii tiu xe

Azacitidine c6 inh hucrng nho holc vira l6n khd ndng liii xe vh v6n hdnh mily m6c. M6t m6i <tE
duoc biio c6o vdi vi6c sti dung azacitidine. Vi vdy, cAn thdn trong khi l6i xe hodc v6n hdnh
miy.

TUONG TAC CUA THU6C vol CAC THUoC KHAC vA CAC TuoNG TAC
KHAC:

Dga tron dr liQu in vitro, chuy6n h6a bdi enzym cytochrom p450 (cyps), uDp-
glucuronosyltransferases (gen UGT), sulfotransferases (SULTs) vd transferases glutathion
(GSTs) kh6ng xu6t hi6n, do d6 tuong t6c li6n quan d6n citc enzym chuyiSn hoa iniivo dugc
coi Id kh6 xiy ra.

T6c dpng r?c ch6 ho{c cim ung l6m sAng d6ng kii cta azacitidine trdn enzym cytochrom P450
le kh6 xiy ra.

Kh6ng c6 nghiCn criu tr6n l6m sing chinh thftc v6 tuong titc voi azacitidine dd duoc ti.5n hdnh.

TAC DUNG KHONG MoNG MUON

Bing du6i il6y liQt k€ c6c phdn ung bdt lqi li6n quan d6n di6u tri thu dugc tir c6c nghi€n cr?u

l6m sing vd gi6m s6t h4u mii.

TAn s6 dugc tlinh ngh]a ld: r6t ptrO Ui6n (Z l/10), ptr6 Uitin (> 11.100 d6n <l/10); it gip e I I
1.000 d6n <l/100); hi6m gap (Z I / 10.000 d6n <l / 1.000); rdt hi6m (<l / 10.000); kh6ng duqc
bii5t d6n ftt6ng th6 udc tinh tir dir lieu c6 sin).

m5i nh6m tAn tdc m muon thc d thri dAn mftc

_oa

,PHi
..l0lr

'li\Nl
cHi

*

\

,)'
/

it eip Hi6m gip
Kh6ng

ttuqc bi6t
-Aoen

Phfln lo4i hQ

th6ng/ c0 quan
n6t ptro ui6n PtrO Ui6n

Vi6m
hoaitri*

canVi6m ph6i-,
vi6m mfri hong

Gi6m b4ch cAu

nhiSm trtng
huy6t*, nhi6m
trtng ducrng h6
hAp tr6n, nhi6m
trirng duong ti6t
niQu, vi6m m6
t6 bdo, vi6m
xoang, vi€m
hong, vi0m mfri,
nhi6m
herpes dcrn gi6n

Nhi6m tring
vi nhi6m ki
sinh trtng

Suy ttiy xuong;
giA\ tgdn th6
huy6t c6u

ROi loqn miu
vi he b4ch
. t.
huyet

s6t
cau,
cau,
cau,

gi6m b4ch
gi6m b4ch
gi.am ti6u

thi6u m6u

ungPh6n
qua man

HQ th6ng mi6n
d!ch
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nai - lo4n
chuy6n h6a vir
dinh dudng

Ch6n 6n Ha kali m6u He
ly
kh6i

th6ng
gidi

u

niii lo4n tim
thin l5n,

ngt

lITr4ng
lo md't

th6i
6u,

R6i lo4n he
thAn kinh
trung uong

C.h6ng m{t, dau
ddu

xu6t huy6t nqi
so, h6n m€

lo4n
t.Lac ror

mit ttithuy6t
Xu6t
xu6t
mac

huy6t m6t,

lo4n
T,.uac rot

m4ch miu
Tdng huy6t 6p,

h4 huyi5t 6p, tu
m6u

th0
sric

kh6
gang

hqng
quin

)

thanh

khi
dau

BQnh ph6i
KC

R5i lo4n h6
hdp, 6ng nBFc,
trung th6t

Kh6 tho

Chc r5i lo4n
ti6u h6a

Ti€u chiy, n6n
mria,
butin
bung

tito b6n,
n6n, dau

Xu6t huytit ti6u
h6a, xu6t huytft
trf, vi6m mi€ng,
ch6y m6u nu6u,
kh6 ti6u

Suy gotr*,

h6n m6 gan
,i .a

tlen tnen

R6i lo4n gan
mat

Ch6m xu6t
,inuyet, ngua,
ph6t ban, bAm
m6u

Ban xu6t huy6t,
rqng t6., ban
d6, <li6m vdng
ph6t ban

BQnh da liSu
trung tfnh c6
s6t c6p tinh

Cic r5i lo4n da
vir m6 duoi da

Dau co, dau co
xucrng

Cic r5i lo4n co
xucrng khfp vit
m6li6n k6t

Dau khop

i
ongToan

thQn

Suy thdn, ddi ra
m6u, creatinin
huy6t thanh
tdng

Riii lo4n th$n
vir ti6t niQu

Ho4t tu t4i
ch5 ti€m

BAm tim, tu
,.

mau, crmg ran,
ph6t ban, ngfa,
vi6m, d6i mdu,
n6t xu6t huy6t

Circ r6i lo4n
chung vi vi tri
t4i noi ti6m

Met m6i, s6t,
dau nggc, ch5
tiOm ban d6,
dau tqi chd
ti6m, ph6n img
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t?i ch6 ti6m
(kh6ng xitc
<linh)

(tai ch5 ti€m),
kh6 chlu

Didu tra GiAm cAn

Trong truong hqp qu6 li6u, bQnh nhin cAn duoc theo ddi vdi s6 lugng m6u thfch hqp vd cAn

dugc tliAu tri h5 trg khi cAn thi6t. fh6ng c6 thu6c gi6i dQc dac biet aOi vOi qu6 li6u.

HAN DUNG:

- O5i voi lg chuz mO nip: 24 thdngk6 ti ngdy sdn xudt

- Sau khi hoin nguy6n:

+ Azacitidine pha ti6m: 100 mg/ l9 hodn nguyOn vdi nu6c c6t chua dugc ldm lanh tt6 ti6m
dudi da c6 th6 b6o qudn 1 gio t4i nhiet d0 25'C (77"F) ho4c 8 gio trong khoing nhiet dg ttr
2oC - 8"C (36"F - 46'F); n6u hodn nguy6n v6i nu6c cdt pha ti6m dugc lim lanh (2oC - SoC,

36oF - 46oF), thu6c c6 th6 b6o qu6n 22 giir trong khodng nhiQt dg tt 2'C - 8'C (36'F - 46"F)
+ Azacitidine pha ti6m : 100 mg/ l9 hoirn nguy6n vdi ho4c dung dlch 0,97o sodium chlorid
ti6m hoflc dung dich ringer lactat ti6m d€ ti6m du6i da c6 th6 b6o qu6n I gio tpi nhi6t tl6 25"C
(77'F)

DIEU KIPN gAO QUAN:

Bdo quin du6i 30'C.

QUY CACH DONG GOI: Hop I lq bot d6ng kh6 pha ti6m.

Sin phdm duo. c d6ng trong lg thty tinh lo4i I vir dugc nip bing nft cao su bromobutyl vi hin
kin.

NHA SAN XUAT:

Dr. Reddy's Laboratories Ltd.

Formulation Unit7, Plot No. P1 to P9, Phase-lll, VSEZ, Duwada, Visakhapatnam-district,

Andhra Pradesh, An D0.

. 
Hi6m c6 trudng hqp tit vong ild duqc bdo cdo

euA LrEU vA cAcH xtl rni
Mdt truong hqp qu6li6u
nhdn bi ti6u ch6y, bu6n
mglm2,gAn 4 lAn so v6i

D4,I DrDN CO SO

Ki A ddng ddu)

/) +\

vfi azacitidine dd dugc b6o ciio trong c6c thft nghiQm Iam sing. BOnh

n6n vh n6n sau khi nh6n duoc ti6m tTnh mach duy nh5t kho6ng 290
li6u khuyi5n c6o b6t dAu

LTD.
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TUQ.CUCTRIJS'NG
P.TRI.ISNG PHONG

Hq t6n: Kailash Uday
Chric danh: Truong VPD

parD|FN

tfir rnAHH pHd

VAN PH0

cH[Mlt'l
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