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see package insert

1 pre-filled syringe contains

oxy polyethylene
glycoi-epoetin beta, sodium
monohydrate, sodium selphate,
mannitol, methionine, poloxamer
188 and water for injections.

For subcutaneous or intravenous
Medicine: keep out of reach
Diosage and administration:

store at 2-8 °C (in a refrigerator).
Do not freeze. Keep the pre-filled
syringe in the auter carton in
order to protect from light
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MIRCERA®

Methoxy polyethylene glycol-epoetin beta

1 MO TA
1.1  Nhém duge Iy / diéu tri
MIRCERA la phdn t& ddu tién thudc nhém mdi cdc chdt hoat héa lién tuc thu thé
Erythropoietin, con dude goi 14 methoxy polyethylene glycol-epoetin beta,
1.2 Dang dugc phdm
Dung dich tiém, dude trinh bay & dang dung dich v triing va ¢6 thé ding ngay, nhu sau:
e Bdm tiém déng sin chita mét liéu don.
e Lo chita mét liéu don.
1.3 Pudng diing
Tiém dudi da hodc ti€m tinh mach

1.4  Tinh vé trung/ Biic xa
Khéng dp dung.
1.5 Thanh phin dinh tinh va dinh lugng

Bom tiém déng sin chita mét liéu don 30ug, 50ug, 75ug, 100ug, 120pg, 150ug, 200ug
hodc 250ug methoxy polyethylene glycol-epoetin beta trong 0,3ml; hodc 360pg, 800ug
methoxy polyethylene glycol-epoetin beta trong 0,6ml,

Lo chita mét lidu don 50pg methoxy polyethylene glycol-epoetin beta.

Hoat chit chinh methoxy polyethylene glycol-epoetin beta la mét su két hdp dong hoa tri
gitta moét protein dudc tao ra tir k¥ thudt tdi td hgp DNA trong t€ bao tritng chudt Hamster
Trung Quéc v mdt chudi methoxy-polyethylene glycol (PEG) mach thing. Su két hgp nay
s& tao ra mdt phin tlf ¢6 trong lugng x4p xi 60 kDa. Ham lugng thudc tinh bing pg biéu thi
khdi Iugng phén protein clia phian tf methoxy polyethylene glycol-epoetin beta khéng bao
gdm khéi lugng cda chudi gin thém PEG,

Dung dich trong sudt, tir khéng miu dén mau vang nhat.

T4 duge: sodium phosphate monobasic monohydrate, sodium sulphate, mannitol,
methionine, poloxamer 188 vi nudc cit pha tiém.

2 CAC PAC TINH LAM SANG

2.1  Chi dinh diéu tri

MIRCERA duge chi dinh d€ diéu tri thi€u mdu do bénh thin man tinh & cd nhitng bénh
nhin dang dudc thdm phin m4u 13n nhitng bénh nhin chwa dugc thim phin mdu.

2.2 Liéulugng va Céch dung

Liéu chudn

S8 14n diing MIRCERA sé it hon nhitng chat kich thich tao héng ciu khdc do thude c6 thi
gian bdn thai dai hon.

Diéu trj véi MIRCERA phdi duge bit ddu dudi sy gidm sdt cla bédc si.

Diéu tri bénh nhin thi€u miu do bénh thin man tinh

Dung dich c6 thé tiém dudi da hodc tiém tinh mach, thy theo titng bénh cinh l4m sang.
MIRCERA c6 thé dudc tiém viao dudi da & viing bung, cdnh tay hodc dii. C4 ba vi trf nay
déu thudn tién nhu nhau d€ tiém MIRCERA dudi da,

Nén theo d&i mifc hemoglobin ctia bénh nhin mdi hai tudn mét ldn cho dén khi mic nay 6n
dinh, va theo ddi dinh ky sau d6,




Bénh nhén hién chua dude diéu tri véi chat kich thich tao hdng cAu nao:

Bénh nhin khéng dang thdm phdn mdu — DE ting lugng hemoglobin 1én cao hon 11g/dL
(6,83 mmol/L), liéu khdi ddu khuyén cdo 14 1,2ug/kg cin ning ding 1 1dn mdi thdng béng
cdch tiém dudi da. Hodc cdch khdc, c6 thé diing liéu khdi ddu 0,6ug/kg cin ning 1 lan mbi
2 tudn bing cdch tiém tinh mach hodc tiém dudi da.

Bénh nhéin dang thdm phdn mdu - D€ ting lugng hemoglobin 1én cao hon 1lg/dL (6,83
mmol/L), liéu khuyén cdo 1a 0,6pg/kg cin nidng 1 14n mdi 2 tudn bing cdch tiém tinh mach
hodc tiém dudi da.

Né&u sau mdt thdng diéu tri, t6c d§ ting hemoglobin it hdn 1,0g/dl (0,621mmol/l), lidu
MIRCERA c¢§ thé dudc ting thém khodng 25 d&n 50% cilia liéu trudc d6. Cit sau méi thdng,
¢ thé tang liéu khodng 25 d&n 50% cho dén khi dat duge mitc hemoglobin cdn thiét cho
mdi bénh nhan.

Né&u sau mét thing diéu tri, téc d6 ting hemoglobin nhiéu hdn 2g/dl (1,24mmol/1), liéu diing
cé thé dugc gidm di khoing 25 d&n 50%. Néu mic hemoglobin vugt qud 13g/dl
(8,07mmol/1), phdi ngung viée diéu tri cho d&€n khi mic hemoglobin gidm xudng dudi 13g/d1
va sau d6, bit ddu diéu tri lai véi liéu x4p xi 50% liéu di ding trudc d6. V6i nhitng qudc gia
dp dung mifc hemoglobin gidi han cao la 12g/dl, sy diéu chinh liéu theo mitc 25% cin duge
xem xét, Sau khi tam ngitng diing thude, hemoglobin gidm khodng 0,35g /dl méi tudn.

Bénh nhin duge diéu tri mot 14n mdi 2 tudn ma néng d6 hemoglobin vugt qud 11g/dL (6,83
mmol/L) ¢6 thé dung MIRCERA mot 14n mdi thdng vdi liéu gap hai 1dn so véi liéu mot lin
mdi hai tudn trude dé.

<7
Khéng nén diéu chinh liéu diing nhiéu hdn mét 14n méi thang, y

Bénh nhin hién dang dudc diéu tri vdi mét chat kich thich tao hong cu:

Bénh nhin hién dang dudc diéu tri vdi mot chat kich thich tao hdng ciu cé thé dudc chuyén
sang tiém finh mach liéu don hoic tiém dudi da MIRCERA mdbi thing mdt 1an hoic, néu
cin thiét, mai hai tudn mot 1dn. Liéu khdi ddu MIRCERA tuy thudc vao liéu epoetin hoic
darbepoetin alfa di tinh dudc trudc d6 ma bénh nhin dang dudc ding hang tudn tai thdi
diém chuyén sang ding MIRCERA. Liéu khdi ddu ndy dudc trinh biy (rong bidng 1 v 2 §
dudi ddy. Lin tiém MIRCERA dau tién nén dudc ti€n hanh vio lic dv dinh tiém miii
epoetin hodc darbepoetin alfa k€& tiép trong phac dd diéu tri trude dé.

Bang 1: Chuvén tif Epoetin sang diéu tri bing MIRCERA:

| Liéu Epoetin diing hang Liéu MIRCERA
tudn trude dé M3di thang mot 14n Mot 14n mdi hai tudn
(don vi/tuén) (ug/thdng) (ug/mdi hai tuéin)
<8.000 120 60
8.000-16.000 200 100
>16.000 ) 360 180
Bang 2: Chuvén tit Darbepoetin Alfa sang diéu tri bing MIRCERA:
Liéu Darbepoetin Alfa ; Liéu MIRCERA N
diing hang tufin trudc dé M43i thang mét ldn | Mot ldn méi hai tudn




(1g/tudn) (ug/thdng) (ug/mdi hai tudn) _]
<40 120 60
40-80 200 100
>80 360 180

Néu can phdi diéu chinh liéu d€ duy trl néng d6 hemoglobin dé dat duge § mfc trén 11g/dl
(6,83mmol/l), liéu ding hing thdng c6 thé dugc di€u chinh khodng 25%.

N&u sau mét thang diéu tri, tdc d6 ting hemoglobin nhiéu hdn 2g/dl (1,24mmol/1), liéu ding
¢6 thé dudc gidm di khodng 25-50%. N&u mifc hemoglobin vugt qud 13g/dl (8,07mmol/l),
phii ngung viéc diéu tri cho dén khi mic hemoglobin gidm xudng dudi 13g/dl va sau dé,
bit ddu diéu i lai vdi liéu xap xi 50% liéu d& ding trwde d6.Vdi nhitng quéc gia dp dung
mitc hemoglobin gidi han cao 14 12g/dl, su diéu chinh liéu theo mifc 25% cdn dude xem xét.
Sau khi tam ngitng diing thudc, hemoglobin gidm khodng 0,35g /dl mdi tuan.

Khéng nén diéu chinh liéu ding nhiéu hon mdt 1an méi thing.

Ngung diéu tri
Viéc diéu tri véi MIRCERA théng thudng kéo dai. Tuy nhién, néu can thiét ¢6 thé ngung
diung thudc bat ki lic nio.

Liéu ding bi bé sét
Néu mét lidu MIRCERA bi bé sét, nén tiém lai lidu nay cang sdm cang tdt va phdi bdt ddu
ding MIRCERA lai theo ding nhw s8 14n ding da dude chi dén. f"'?

2.2.1 Huéng dén liéu ding dac biét >/

Stz dung cho tré em: Khong nén ding MIRCERA cho bénh nhi dudi 18 tudi do chua ¢ dd
nhiing dif liéu vé an toan va hiéu qud cda thude trén nhitng d6i twgng nay.

Newoi gia: khong cin diéu chinh liéu diing ban ddu & bénh nhin tir 65 tudi rd 1&n (xem muc
2.5.4, 8t dung d ngudi gia).

O newdi suv gan: khong cin diéu chinh hoidc thay déi liéu ding ban diu & cic bénh nhain
suy gan d moi mitc d6 (xem muc 3.2.4, Dudc dong hoc & cdc d6i tugng dic biét).

2.3 Chdng chi dinh

Khéng dudc dung MIRCERA cho nhitng bénh nhin sau:

- Bénh nhan bi cao huyét 4p khong kiém sodt dude.

- Bénh nhén dudc bit bi qué méin vdi hoat chat hodc vdi bat k¥ thinh phin t4 dude ndo cla
thuéc.

2.4  Canh bdo va Théan trong khi sit dung

2.4.1 Canh bdo va Théin trong chung

Liéu phdp b6 sung sit dude khuyén cdo cho tal cd nhitng bénh nhin ¢ tri 8 ferritin huyét
thanh thap dudi 100ug/l hoic d6 bio hda transferin dudi 20%. PE ddm bdo viéc tao hong
cdu ¢d hidu qua, nén danh gid tinh trang sit clia (4t cd cdc bénh nhédn trudc va trong sudt
qud trinh diéu tri vdi thude.

Kém hiéu qui: Nhitng nguyén nhin phd bi€n nhit ciia viéc khéng ddp tng ddy dd vdi
nhitng yé&u 18 kich thich tao héng cdu 13 do thiéu sit va nhitng tinh trang viém nhiém,
Nhitng trwdng hdp sau ddy ciing ¢6 thé 1am gidm hiéu qui cda viéc diéu tri vdi nhiing yéu
18 kich thich tao hdng ciu: mat mau man tinh, xd hda tiy xwdng, qué tdi nhém ning do diéu
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tri suy thén, thi€u hut acid folic hodc vitamin B12 va sif tan huy&t. N&u loai trir dude tdt cd
nhitng truding hdp trén va bénh nhin dot ngdt bi gidm hemoglobin k&m theo gidm héng cdu
1u6i va c6 khang thé chéng erythropoietin, thi nén cin nhic dén viéc xét nghiém tiy xudng
d€ chdn dodn cé phdi 1a héi chitng bat sidn don thudn dong héng ciu (PRCA) hay khong,
Néu ding 13 PRCA, phéi ngung diing MIRCERA va khong nén chuyén sang dung bat ky
yé&u t& kich thich tao héng cu nao khdc cho bénh nhin.

H{i chitng bit san don thuin dong héng ciu (PRCA) do khing thé chéng erythropoietin
dd dugc bdo cdo 1a cd lién quan dén viéc sit dung cdc yé&u td kich thich tao hdng cdu. Ngudi
ta thiy ring nhing khdng thé niy cé phin iing chéo vdi tat cd cdc y€u td kich thich tao
héng cdu, vi khong nén chuyén sang ding MIRCERA cho nhitng bénh nhin bi nghi ngd
hodc chic chin 14 ¢6 khdng thé chéng erythropoietin,

Theo doi huyét 4p: Ciing nhu nhitng yéu td kich thich tao héng cau khdc, trong suét qud
trinh didu tri thi€u mdu véi MIRCERA, huyét 4p c6 thé tang 1én, Nén kiém sodt ddy di
huyét dp trudc khi diéu tri, vao lic bit ddu diéu tri vi trong sudt qud trinh diéu trj vdi
MIRCERA, Néu tinh trang huyét 4p cao khé dudgc kiém sodt bing thudc hodc bing nhitng
ch& d6 ti€t thuc, thi cdn phii gidm liéu hodc ngung ding MIRCERA (Xem muc 2.2 Liéu
lugng va Cdch ding)

Anh hudng 1én sy phat trién ctia khéi u V/

MIRCERA, ciing nhu nhitng yéu t§ kich thich taoc héng cdu khdc, 12 mdt y&u 8 ting trudng,
kich thich chi y€u qud trinh tao hdng cdu. Nhing thu thé cla erythropoietin hién dién trén
bé mait ctia nhiéu t€ bao ung thu. Nhu nhitng yéu td ting trudng khdc, cdc y€u t& kich thich
tao héng cdu cé thé kich thich sur ting trudng clia bat ky loai khéi u dc tinh nio. Trong cdc
nghién cifu ldm sang cd kiém chitng, epoetins d4 dude ding cho nhitng bénh nhin bi nhiéu
loai ung thu khic nhau, bao gém ung thw ving ddu — ¢6 va ung thy vi, ngudi ta d ghi nhin
duge mdt sy gia ting ty 1€ tlf vong khéng 1y gidi duge.

Tinh an todn va hiéu qué ciia liéu phdp MIRCERA vin chira dudc thi€t 1ap cho nhitng bénh
nhdn bi bénh hemoglobin, bénh gan ning, bi dong kinh hodc ¢é s6 lwong ti€u ciu cao han
500x10°/1. Vi vdy, cdn thin trong khi ding thuc cho nhitng bénh nhén nay.

2.4.2 Téic dgng l&én kha ning I4i xe va vdn hanh mdy madc

Chwra c6 nhitng nghién cttu vé tdc dong cla thudc 1én khd nang ldi xe va vdn hinh m4y
mée. Tuy nhién, dwa trén cd ch€ tde dung va nhifng di liéu an toan di dugc biét cda
MIRCERA, ngudi ta cho ring thudc khong dnh hudng 1én kha ning l4i xe v vin hinh mdy
mdc.

2.43 Tuong tic v8i cdc thude khdc va cdc hinh thite tuong tic khdc

Chura ¢6 nghién citu nao vé tong tdc thude da duge ti€n hanh, Cdc k&t qua 1dm sing khong
chi ra bt k¥ twong tdc nao gitta MIRCERA véi céc thudc khdc. Anh hudng ciia nhitng thugc
khéc 1én dudc dong hoc va duge luc hoc cia MIRCERA di dude thim do qua mdt khdo sdt
phan tich nhém d38i twgng. Khéng ¢ diu hiéu nao cho thiy tdc ddng cda nhitng thudc ding
kem 1én duge déng hoc va dude luc hoc cia MIRCERA.

2.5 81t dung cho nhitng d6i tugng dic biét
2.5.1 Phu ni¥ ¢6 thai



Khéng cé du nhitng di¥ liéu vé viéc ding MIRCERA cho phu nif ¢6 thai.

Céc thit nghiém trén dong vit khong ghi nhin tic dong cé hai truc ti€p hodc gidn ti€p clia
thudc [én sy mang thai, si phdt trién ciia phéi thai/thai nhi, sy sinh nd hodc sy phit trién sau
khi sinh.

Nén thdn trong khi chi dinh dung MIRCERA cho phu nif ¢6 thai.

2.5.2 Ba me dang cho con bi

Ngudi ta vin chua biét dude liéu methoxy polyethylene glycol-epoetin beta cé bai tiét vao
trong sita me & ngudi hay khéng. Mot thit nghiém trén dong vit di cho thiy ring methoxy
polyethylene glycol-epoetin beta dudc (i€t vio trong sita me. Phii cdn nhidc giia 1di ich ciia
viéc cho con bi d6i véi tré va Idi ich clia viéc diing MIRCERA cho me ma quyét dinh tiép
tuc hay ngung cho con bd hoic ti€p tuc hay ngung ding MIRCERA.

2.5.3 St dung cho tré em
Xem muc 2.2.1 Huéng dén liéu ding dic biét.

254 O nguwi gia
Trong s& 1789 bénh nhin bi bénh thin man tinh dudc diéu tri véi MIRCERA trong nhiing
thit nghiém 14m sang pha II va pha III ciia MIRCERA, ¢6 24% bénh nhan t¥65 dén 74 i
v 20% tir 75 tudi trd 1én. Dya trén nhitng phin tich nhém d6i twdng, ngudi ta thdy khéng
can phai diéu chinh liéu diing ban diu cho nhitng bénh nhén tlr 65 twéi ud lén. Xem muc
2.2.1 Hudng din liéu diung dic biét.

S
2.5.5 O ngui suy gan @ /
Xem muc 2.2.1 Huéng dén liéu diing dic biét va 3.2.4 Duge d(’,‘n{g hoc & cdc d6i twgng dac
biét.
2.6  Téc dyung khéng mong mudén
Thoéng bdo cho béc si néu thdy bat k¥ phin ing phu nao c6 lién quan dén viéc ding thudc.
2.6.1. Nhiing thit nghiém 14m sang
Nhiing dit liéu an toan cia MIRCERA duge ghi nhén tif nhitng thi nghiém l4m sang c6 ddi
chiing, tién hinh trén 3042 bénh nhin bi bénh thin man tinh, trong dé c¢é 1939 bénh nhin
dugc diéu tri véi MIRCERA va 1103 bénh nhén dudc diéu tri v6i y€&u t6 kich thich tao héng
ciu khic.
Dua vao k&t quéi tir 1939 bénh nhin, khodng 6% s& bénh nhan dugc diéu tri véi MIRCERA
¢6 cdc phan ing khéng mong mudn, Phin ttng khéng mong muén thudng gip nhat 13 ting
huyét dp (hay gip).
Nhirng ky hiéu sau dude sit dung dé md ta tin s8 xuit hién cdc phan ting khéng mong mudn
duge cho 1a do MIRCERA gdy ra trong cdc thit nghiém ldm sang cé ching: hay gip (=
1/100 va <1/10), it gip (= 1/1000 va <1/100), va hi€m gip (= 1/10.000 va <1/1.000)

Béang 3: Nhitng phdn itng khéng mong muén duge cho 12 do MIRCERA giy ra trong
cdc thit nghiém l4m sang c6 chitng ¢ nhitng bénh nhén bi bénh thin man tinh.



Nhém cd quan Tén s6 xuit hién Phén ing kh6ng mong mudn
Rdi loan mach médu Hay gip Tang huyét dp
Nhitng thudng tén, st nhiém | It gap Huy&t khdi mach mau
doc va nhitng bi€n ching
théng thutng
R&i loan hé thin kinh It gip Pau diu
Réi loan hé mién dich Hié€m gip Qu4 min
R&i loan hé than kinh Hiém gip Bénh nio ting huy&t 4p
R6i loan da vi mé dudi da Hiém gip Ban (ddt sdn, ning)

T&t cd nhitng tdc dung khéng mong muén khdc dudce cho 12 do MIRCERA gdy ra da duge
bdo cdo vdi ty 1& hi€m gip va phédn 16n & mifc d6 tir nhe dén trung binh. Nhitng tdc dung
khéng mong muén nay khéng thay ddi theo tinh hinh bénh di kém di dudc biét trong quin
thé.

2.6.1.1 Nhitng bét thuting trong xét nghiém cdin l4m sang

Trong nhiing th nghiém ldm sang, ngudi ta da quan s4t thdy c6 sy gidm nhe s& lugng ti€u
cau nhung vin con nidm trong gidi han binh thudng, trong thdi gian diéu tri vdi MIRCERA.
S& lwong ti€u cdu duéi 100x10%/1 da duge ghi nhin trong 7,5% s6 bénh nhin dudc diéu tri
vdi MIRCERA va 4,4% s bénh nhin dugde diéu tri véi nhitng yéu t& kich thich tao héng
cdu khdc.

Y

2.6.2 Sau khi thuéc ra thj trudng /

Céc thong tin vé d6 an toan thu thdp dude sau khi thudc ra thf’tmang da phéan 4nh ding
nhitng tic dung khéng mong muén dudc du bdo d cdc nhém din s niy va dic diém ADR
clia methoxy polyethylene glycol-epoetin beta (xem muc 2.4.1 Canh bdo va thin trong
chung, 2.5 St dung & cdc nhém dén sé dic biét, 2.6.1 Nhitng thit nghiém l4m sang).

2.6.2.1 Nhitng bat thuding trong xét nghiém cin l4m sang

Xem muc 2.6.2 Sau khi thudc ra thj trudng.

2.7  Quiliéu

Gidi han liéu diéu tri cda MIRCERA rat réng va ddp ng vdi diéu tri cda timg bénh nhin
phai dudc xem xét khi bit ddu diéu tri vdi MIRCERA. Tinh trang qué liéu cé thé dua dén
biéu hién ctia mét téc déng dude luc hoc qué mufc, vi du nhu sy tao hdng cdu qud mifc.
Trong trudng hdp mic hemoglobin quéd cao, nén tam ngung ding MIRCERA (Xem muc
2.2. Liéu ludng va cdch ding). Néu c6 chi dinh trén 14m sang, c6 thé cin phdi trich mdu
tinh mach.

3.  CACDAC TINH VA TAC DUNG DUQC LY

3.1 Cidc dac tinh duge Iuc hoe

MIRCERA - dudc tdng hop héa hoc - 1 mot chat hoat héa lién tuc thu thé erythropoietin.

Methoxy polyethylene glycol-epoetin beta khdc vdi erythropoietin & chd cdu néi amid

trong phdn tf nay hodc la gita acid methoxy polyethylene glycol butanoic vdi nhém N-

terminal amino hodc 12 giita acid methoxy polyethylene glycol butanoic vdi nhém e-amino

cla lysine, chi yéu l1a Lys52, Lys45. Két qui la tao ra Methoxy polyethylene glycol-

epoetin beta c6 trong lwong phin tr khodng 60,000 daltons vdi géc PEG - ¢6 trong ludng

phén tr khodng 30,000 daltons.

Trdi ngude vdi erythropoietin, MIRCERA cho thdy c6 sy hoat dong khdc biét 8 mifc d6 thu

thé, dugc biéu hién bdi: mot su k&t hdp chdm hon va tdch ra nhanh hon véi thu thé, mot sy

gidm hoat ddng dic hiéu trén in vitro va tdng hoat dng trén in vivo va mot sy gia ting thdi
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gian bdn thdi. Nhitng khdc biét vé mit dic tinh dudc 1y nay gidp xdy dung dudc ch€ dd liéu
diéu tri mdi thdng mdt 1an cho bénh nhin.

3.1.1. Cd ch€ tdc ding

MIRCERA kich thich tao hdng cdu bing cdch twong tdc véi thu thé erythropoietin trén t&
bao gdc @ tiy xuong. La yéu 8 ting trudng chinh cho sy phét trién erythroid, hormon tu
nhién erythropoietin dugc sdn xudt tir thin va gidi phéng vio mdu khi ¢6 sy gidm oxy
huyé&t. Phdn \tng lai vdi sy gidm oxy huyét, nhitng hormon tu nhién erythropoietin sé tdc
ddng 1én nhitng t€ bao gdc erythroid d€ lam ting sy sdn xuit hong cau.

3.1.2. Nhiing nghién citu hiéu qua / 14m sang

Trong hai nghién cifu ngdu nhién cé d&i ching & bénh nhin bi bénh thin man tinh khong
thim phan miu BA16738 va NH20052, MIRCERA c6 hiéu qua trong diéu tri thi€u mdu &
97,5% va 94,1% bénh nhin, twong dng. Trong 8 tudn diéu tri ddu tién ty 1& bénh nhén cé
néng d6 hemoglobin cao hdn 13g/dL la 11,4% & nhém MIRCERA vi 34% & nhém
darbepoetin alfa trong nghién citu BA16738, trong khi ty 1& tuong iing cia bénh nhin cé
néng d6 hemoglobin cao hon 12 g/dL la 25,8% & nhém MIRCERA va 47,7% & nhém
darbepoetin alfa trong nghién citt NH20052. Trong mdt thit nghiém ngiu nhién c6 déi
chitng & nhitng bénh nhén bi bénh thin man tinh cé thim phdn mdu, MIRCERA c6 hiéu qua
trong viéc diéu tri thi€u mau & 93,3% bénh nhan. T o
Bo6n nghién cifu ngiu nhién c6 ddi ching di dudc tién hianh & nhiing bénh nhin duge thdm
phin mdu va dang dudc diéu tri vdi darbepoetin alfa hodc epoetin. Nhitng bénh nhdn nay
dude chon ngiu nhién d€ tiép tuc dude diéu tri nhi ci hodc chuyén sang ding MIRCERA
vdi muc dich dat duge mifc hemoglobin &n dinh. Vio giai doan ddnh gid (tudn 29 dén 36),
mifc hemoglobin trung binh va trung diém & nhitng bénh nhin dudc diéu tri vdi MIRCERA
dudc ghi nhin 14 gdn giéng nhu mitc hemoglobin ¢in ban.

Trong mét nghién citu da trung tim, md c6 ddi chiing, 490 bénh nhin (m&i nhém 245 bénh
nhin) dudc chon ngiu nhién dé€ so sdnh hiéu qui va dé an toan cia MIRCERA vdi
darbepoetin alfa trong diéu tri duy tri thi€u mau & bénh nhin bi bénh thdn man tinh c6 thim
phdn mdu.

T9 1& ddp ting trong nhém diéu tri bing MIRCERA moét l4n/thdng cao hon déng k€ so véi
nhém darbepoetin alfa mdt ldn/thdng (p< 0,0001). Trong s& 245 bénh nhin & mbi nhém,
157 bénh nhéin (64,1%) & nhém MIRCERA dd ddp ung so vdi 99 bénh nhédn (40,4%) &
nhém darbepoetin alfa, P4p tng dugc xdc dinh 14 khi bénh nhin c6 néng d6 Hb >10,5 g/dL
v cé mifc ting trung binh so vdi ban ddu khéng vugt qud 1,0 g/dL trong qué trinh d4nh gid.

3.2  Céc dic tinh duge dong hoc

D6i vdi bénh nhin, dic tinh dude dong hoc va duge 1y hoc cho phép sit dung MIRCERA
mdi thdng mét 1in, nhy thudc cé thdi gian bdn thdi dai. Thdi gian bdn thdi sau khi tiém tinh
mach MIRCERA dai gép tir 15 dén 20 I4n so véi khi diing erythropoietin ngudi ti t6 hgp.
Dude déng hoc cia MIRCERA di dudc nghién citu trén nhilng ngudi tinh nguyén khde
manh va trén nhitng bénh nhan bi thi€u mdu do bénh thdn man tinh dude thdm phén mdu va
chua dudc thdm phin mau.



o] nhitng bénh nhin bi bénh thin man tinh, d§ thanh thai va thé tich phén b& clia methoxy
polyethylene glycol-epoetin beta khong phu thude vao liéu ding.

d nhitng bénh nhin bi bénh thdn man tinh, dugc déng hoc ciia MIRCERA dd dudc nghién
cifu sau liéu ddu tién va sau khi diing thudc & tudn thit 9 va tudn thd 19 hodc tudn 21. Liéu
dugc nhin 1én khéng dnh hudng 1én d6 thanh thai, thé tich phan b& va sinh kha dung ciia
methoxy polyethylene glycol-epoetin beta, Sau khi diing thuéc méi 4 tudn cho bénh nhén bi
bénh thin man tinh, khéng thiy cé su tich tu ddng ké methoxy polyethylene glycol-epoetin
beta, thé hién qua ty 1& tich tu thudc 1a 1,03. Sau khi ding thuSc méi 2 tuin, ty 1& tich ty 1a
1,12.

So sdnh néng d6 methoxy polyethylene glycol-epoetin beta trong huyét thanh do dudc trude
va sau khi thim phin mau & 41 bénh nhédn bi bénh thdn man tinh, ngudi ta thay ring su
thim phin mdu khéng dnh hudng 1én dude déng hoc clia methoxy polyethylene glycol-
epoetin beta.

Mt phén tich trén 126 bénh nhén bj bénh than man tinh da ghi nhdn ring khéng c6 sy khdc
biét v& duge dong hoc gita nhitng bénh nhin dudc thim phdn mdu vi nhitng bénh nhan
khéng dudc thdm phan mdu.

Nhitng két qua ciia mét nghién citu trén 42 ngudi tinh nguyén khée manh da cho thay ring
vi trf tiém dudi da (bung, cdnh tay hodc dbi) khéng gdy dnh hudng nao vé mit lAm sing 1&n
duge déng hoc, dude luc hoc hoic khd ning dung nap tai chd ciia MIRCERA. Dya trén
nhitng két qua nay, ngudi ta cho ring tdt ¢4 ba vi trf néu trén déu thich hgp dé€ tiém
MIRCERA dudi da.

3.2.1 HAp thu <M
Hép thu sau khi tiém dudi da.

Sau khi tiém thudc vio dudi da nhitng bénh nhan bi bénh thin man tinh, ngudi ta thiy néng
dd ciia methoxy polyethylene glycol-epoetin beta dat duge tdi da sau khi tiém 72 gid (gid
tri trung diém) & cdc bénh nhan ¢6 thdm phan m&u vi 95 gid & bénh nhan khéng thAm phan
mau.

Tinh sinh kha dung tuyét d6i cia methoxy polyethylene glycol-epoetin beta sau khi tiém
dudi da & bénh nhan dude thdm phin mdu 13 62% vi & bénh nhdn khong duge thim phin
mdu la 54%

3.22 Phinbé

M6t thl nghiém trén 400 bénh nhéin bi bénh thdn man tinh di cho thdy thé tich phin b& cla
methoxy polyethylene glycol-epoetin beta viao khodng 5 1.

3.23 Thai triy

Sau khi tiém tinh mach cho bénh nhin bi bénh thin min tinh, th&i gian bdn thii cda
methoxy polyethylene glycol-epoetin beta la 134 gidf [hoZc 5,6 ngay], va do thanh thai toan
than 1a 0,494ml/gid/kg. Sau khi tiém dudi da, thdi gian bdn thii cudi (t;») d bénh nhan 1a
139 git & bénh nhin thdm phin mdu va 142 gid & bénh nhan khéng thim phin mdu.

3.2.4 Dugc dong hoc ¢ nhitng d6i twgng dic biét

Bénh nhin suy gan

Dudc dong hoc cia MIRCERA trén bénh nhin cé suy gan cling giéng nhu déi twong khde
manh (xem muc 2.2.1 Hudng din liéu ding dic biét)

Cdc dét tuwong ddc bigt khdc

Nhitng phin tich nhém d6i twgng di ddnh gid dnh hudng cé thé cé cia nhitng dic diém
nhin khdu hoc 1&n dude déng hoc cia MIRCERA, Két qud clia nhitng phén tich ndy cho
thiy ring khong cin thi€t phdi diéu chinh liéu khdi ddu cho titng lia tudi, ting gidi hodc
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ting chiing tdc. Mt phén tich dude déng hoc theo nhém ddi tigng cling da cho thdy khong
¢6 su khdc biét ndo v& mit dude dong hoc gifta nhitng bénh nhén dugc thim phin médu va
nhitng bénh nhén khéng dudc thAm phin mau,

3.3  Antoan tiénldm sang

3.3.1 Tinh sinh ung thu

Khi ning sinh giy ung thu cia MIRCERA vin chua dugc ddnh gid trong nhirng nghién cifu
dai han trén déng vat, Trén in vitro, MIRCERA khong gdy ddp ung ting sinh l&én nhitng
dong t€ bao khdi u khdng thude huyét hoc. Trong mdt nghién citu ddc tinh 6 thdng & chudt,
ngudi ta thay thudc khéng gdy ddp \ng tao khdi u hodc ddp iing tao phin bio khong mong
muén 1&n nhitng mé khéng thudc huyét hoc, Ngoai ra, khi st dung mét bdng mé ngudi,
ngudi ta thdy ring su gdn két trén in vitro ctia MIRCERA chi x4y ra trén nhitng t& bao dich
(nhitng t€ bio gdc tly xuwdng)

3.3.2 Suy gidm kha niing sinh san

Khi tiém MIRCERA dudi da cho chudt duc va chudt cdi true va trong lic giai phéi, thude
khéng dnh hudng 1én su sinh sdn, khi ning sinh sdn v nhitng théng 6 ddnh gid tinh tring.
3.3.3 Tinh géy qudi thai

Nhitng nghién cifu trén dong vét khong ghi nhin bt cif tdc déng ¢6 hai nio cia MIRCERA
1én su mang thai, sy phét trién cia phéi thai/ thai nhi, su sinh nd hoic s phat trién sau khi
sinh.

4, CAC PAC TINH DUGC HOC X
41  Bado quin

Han diing: 36 thdng k€ tir ngdy sdn xuit.

Khéng dude diing khi thudc qud han dudc in trén hép.

Bdo qudn & nhiét dd 2-8°C (trong td lanh).

Gift lo thudc trong hop gidy d€ trdnh 4nh sdng.

Giit bom tiém déng sdn thudc trong hép gidy d€ trdnh 4nh sdng.

Khéng dude lam déng lanh thude.

P&i véi bom tiém d6ng sin: Bénh nhin c6 thé 14y thudc tir ti lanh d€ bio quin & nhiét d§
phong (khéng qua 30°C) cho mét liéu diing trong 1 thdng. Sau khi dd dwa ra khoi td lanh,
thudc phii dudc sit dung trong khodng thdi gian nay.

D61 vdi lo thube: Bénh nhén ¢6 thé 14y thubc tir th lanh d€ bdo quan & nhiét d§ phong
(khéng qud 25°C) cho mét liéu dung trong 7 ngay. Sau khi dd dua ra khdi td lanh, thudc
phai dudc sit dung trong khodng thdi gian nay.

42  Hudng din sit dung, hiy bé thuée

MIRCERA khéng dudc tron 1in vdi nhitng thusc khdc.

MIRCERA li mdt sdn pham v tring nhung khong chifa chdt bdo quan. Thudc trong bom
tiém déng s&n hoic trong lo chi duge diing cho mdt liéu duy nhat va chi ding mét lan.

Chf ding thuéc khi thdy dung dich thuéc trong sudt, khéng mau dén vang nhat va khong ¢6
cin.

Khéng dudc lic thude.,

P& thubc dat d€n nhiét ¢6 phong trude khi tiém thude.

Loai bé thudc khéng sit dung/ hét han



Han ché& thdi bd céc loai dude phim vao méi trudng. Khéng nén thai bd thude qua dudng
nudc thai va viit bé vao rdc thai sinh hoat. Hiy s dung “hé thdng thu gom™ sdn ¢6 & dia
phudng néu cé thé.

43  Ddng goi

Bom tiém déng sdn chita 30 pg trong 0,3 ml
Bom tiém déng s&n chita 50 pg trong 0.3 ml
Bom tiém déng sdn chita 75 pg trong 0.3 ml
Bom tiém déng sdn chita 100 ug trong 0.3 ml
Bom tiém dong sdn chita 120 ug trong 0,3 ml
Bom tiém ddéng sdn chita 150 ug trong 0.3 ml
Bom tiém déng sdn chita 200 ug wong 0.3 ml
Bom tiém déng sdn chuta 250 pg trong 0.3 ml

Bom tiém déng sdn chita 360 pg trong 0,6 ml ﬂ/

Lo chuia 50 ug 1

— ber el e et ek el b

Thuéc: Khong dé trong tim tay véi ciia tré em, |
Doc k§ hudng din sit dung trude khi ding thudc. N&u cin biét thém !
thdng tin, xin hoi ¥ ki€n bdc s¥.
Thudc nay chi ding theo sy ké don ciia béc s¥.

Luu hanh thing 01 nim 2010

Bom tiém déng sdn thudc:
Sdn xuat cho F.Hoffmann-La Roche Ltd., Basel, Thuy s§.
bdi: Roche Diagnostics GmbH. A%
Sandhofer Strasse 116, 68305 Mannheim, Bic., F _ 5s
Pién thoai: 621 7590 Fax: 621 759 289@ y

Lo: K
S4n xudt bdi: F.Hoffmann-La Roche Ltd. ' N\
124 Grenzacherstrasse, CH-4070 Basel, Thuy sy

bién thoai: 61 688 1111  Fax: 61 688 9600
béng goi bdi F.Hoffmann-La Roche Ltd.
CH-4303 Kaiseraugst, Thuy s§



