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%IellCept | Gl 20N

olate mofetil AL THAKH Pl

1 MO TA

1.1 Nhém duge Iy / didu tr
Thude ite ché mién dich; irc ché enzym inosine monophosphate dehydrogenase (IMPDH)
1.2 ”gxg trinh bay

Dueimg i

CellCept duge cung cip dudi dang vién nang hodie vién nén.

CellCept dang vién nang: vién nang dii, xanh lo/ndu, c6 ddng chir “CellCept 250" méu den & vo nang va logo
cong ty & thin nang.

CellCept dang vién nén: vién dgt, hai diu trdn, c6 miu do nhat, dong chir “CellCept 500” miu den & mdt mit vi
logo cong ty & mit kia

1.3  Dudmngding

Vién nang va vién nén duge diing dudmg ubng.

1.4 Thinh phén dinh tinh va djnh lugng

Hoqt char: mycophenolate mofetil(MMF),

Dimg cheimg udng: @
Mdi vién nang chira 250mg mycophenolate mofetil; mdi vién nén chira S00mg mycophenolate mofetil, L
Ta dirgre: Pregelatinized starch (maize), croscarmellose sodium, magnesium stearate. /

2.  CACPAC TINH LAM SANG

2.1 Chidjnh ditu trj

CellCept duge chi djnh d¢ dy phong hign tugng thii ghép cdp tinh va dé didu i tinh trang thii ghép lin diu
hoge dip img kém véi didu trj & nhimg bénh nhin ghép thin khong cling huyét

CellCept duge chi dinh @é dy phong hién tugng thii ghép cdp tinh & nhimg bnh nhan ghép tim khong ciing
huyét théng. O nhimg bénh nhin duge diéu i, MMF gidp cai thign kha ning song trong ndm diu tién sau khi
duge ghép tim.

Cc;'lscmm chi dinh d& dy phong hién tugmg thii ghép cdp tinh & nhimg bénh nhin ghép gan khang cing
huyet ¢

CellCept cil duge sir dyng déng thai véi cyclosporin vi corticosteroid.

22 Libu lugng va cich dung

Liéu chudn dé e phong thai ghép thin

Lidu khuyén ding 13 1g ding dudmg udng holc truyén tinh mach (thdi gian truyén TOI THIEU LA HAL GIO),
hai tn mdi ngdy (ding 2 :fai ngy) cho nhimg bénh nhin ghép thin. Mic diu trong céc thir nghigm lim sing,
mice lidu 1,5g hai lin mdi ngay (3g m3i ngdy) da cho thiy tinh an todn va higu qua, nhumg sy vuet tri vé hiéu
qué chua duge xde dinh cho nhimg bénh nhin ghép thin. Nhin chnn&.nlmng bénh nhin ding CellCept lidu
2g/ngdy cho thily d§ an toan cao hon nhimg bénh nhén ding CellCept licu 3g/ngay.

Licu chudn dé die phong thai tim

Bénk whan truomg thimh: Licu khuyén ding cho nhing bénh nhin ghép tim Ia 1,5g ding dudng udng hojic
én tinh mach (thdi gian truyén TOI THIEU LA HAIGIO), hai lin mGi ngdy (3g mot ngdy).

f.ﬁuamfn e die phong thai ghép gan

Bénls nhén trieimg thémh: Liéu Khuyén da.vgcho nhimg binh nhan ghép gan 14 1g ding duémg truyén tinh mach

(thoi gian truyén TOI THIEU LA HAI GIG), hai lin mdi ngiy (2g m§t ngay); hofic 1,5g ding dudng uong, hai

lin mg:n dfi.s mjt ngiy) ;

Liéu diéu tri hién tegmg thal ghép then ldn ddu hoge ko dicu tri o

Binh nhdn tricong thanh: Lidu khuyén ding 18 1,5g ding dudng udng hojic truyén tinh mach (thdsi gian truyén

TOITHIEU LA HATGICS), hai lin mai ngdy (3g mét ngdy).

Dimg wdng (cems mye 3.2.1 Diage dgng hoc, hip thu) ) .

Liéu khéi diu cia CellCept phii duge ding cing sém cing 1ot ngay sau khi ghép thin, ghép tim hojic ghép gan.

Dimg deémg truyén finh mach

Thifuvng: C:?I,fepi dang tiém truyén tinh mgch khéng duge tiém nhanh hoje truyén nhanh vio tinh mach
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CellCept ding dudmg truyén tinh mach 1 dang liéu diing durge khuyén ding dé thay thé cho CellCept dang vién
nang hofic vién nén khi bénh nhiin khéng thé udng CellCept. CellCept nén duge truyén tinh mach trong vang 24
gitr sau khi tang. C6 thé truyén tinh mach CellCept dén 14 ngaty. Ngay khi ¢6 thé ding thube theo duimg
uong, nén sang ding CellCept dudmg udng cho bénh nhin,

Sau khi pha ché v pha loding véi dung dich truyén tinh mach Dextrose 5% dé dat dén néng d§ 6mg/ml,
%::geup: Hi)\_%uayénchim vito tinh mgeh ngogi bién holic tinh mgch trung tim trong thoi gian TOI

22.1  Ciic hwimg diin si dyng lidu djc bit

Bénh nhén bj giam bach cdu trung tinh

Néu ¢6 gidm bach chu trung tinh (lugng bach ciu trung tinh wyét déi <1,3 % 10" /), phai ngimg diing CeliCept
hojc phai gidm lidu (xem myc 2.4 Luu ¥ v Thin E.g).

Dé biét vé edc heimg dén st dumg Tiéu cho nhimg 86 temg dde bigt, xin tham khdo mye 2.5.3 Ste dung &
gid, mue 2.5.4 Bénh nhdn suy thein va muc 2.5.5 Bénh nhin suy gan,

23 Chéngchidinh

Cic phin img dj tng v&i CellCept di duge ghi nhin, Vi vy, CellCept duge chdng chi dinh & nhimg bénh nhin
bi qué man véi mycophenolate mofetil hojc axit mycophenolic,

gllt:eptdmswyénﬂ'nh mach ciing chdng chi dinh & nhimg bénh nhdn <6 tién sir bj qua min voi polysorbate

mﬂigg? ding CellCept cho phy nir mang thai do ¢é kha nding gy ot bién vi qudi thai (xem myc 2.5.1
i,

Chéng chi dinh diing CellCept cho phy nit ¢6 kha niing mang thai ma khong sir dung cde bign phip trinh thai
hi¢u qué cao (xem muye 2.5.1 Phy nir ¢é thai)

Chéng chi dinh diing CellCept cho phy nir dang cho con bii (xem mye 2.5.2 Bi mg cho con bi)

24  Luu ¥ va Thin trong

2.4.1  Luwu ¥ va Thiin trong chung

Thiin trong: Celleept dang tiém truyén tinh mach khong dwge tiém nhanh hodic truyén nhanh vio tinh mach

Khoi

Ciing nhu ddi v6i tt ca nhimg binh nhén si dyng phic d két hop cde thude ire ché mién dich, nhimg bénh
nhin ¢6 sir dung CellCept trong phic dd e ché miln dich déu ¢6 tang nguy o bj u lympho hofic céc bénh de
tinh khéc, djc bit It & da (xem myc 2.6 Tdc dyng khong mong muon), Nguy co ndy dudmg nhir ¢d lién quan 15i
cudmg 46 va thii gian diéu tr e ché midn dich hon 13 do vige st dung mt logi thude nio d6.

Nhis tit ci cdc binh nhin ¢6 nguy co cao bi ung thu da, nén han ché tip xte véi dnh sing m3t troi va tia cye
ﬁmmmmquh-hmvéﬂdwkinheh&gnhgobyﬁI6Ma\'¢c».

Nhiém khucn

Sy e ché h¢ miéndidiquimﬁccﬂngeélhélhnlhngthhdﬁhinhi%maﬂnabaog&nnhﬁnnﬁ:sﬂw
hii, cde nhiém khudn nang de doa tinh mang vA nhifm tring huyét (xem mye 2.6 Téc dyng khang mong muon).
Ciic nhi¢m triing bao gom ca sy i kich hogt virus tiém tang, ching han ti phit viém gan B hofic viém gan C
holic cde nhiém tring gly ra boi cde polyomavirus, MGt 6 tneomg hop viém gan do tdi phit viém gan B hoje
vi@mgmcaawcgmnh@zamunhmwnﬁmﬂumméuuiwidmuéccmd-émiéndich.
Trudng hop bénh 1 chit tring nfio da & tién trién (Progressive Multifocal Leukoencephalopathy — PML) lién
quantﬁJCvims.v&inu&mshvpn’rvongd&dmgbiZ!:gu!nbénhnhhdihtribins&lluep;.aeum
ghi nhin thirdmg <6 nguy ca cao cho PML, bao gdm cé diu trj irc ché mién dich vi chire ning mién dich bi suy
gidm. D&i vGi cic binh nhan diing thube G ché miln dich, cic bic s§ chn ehit ¥ 16i trudng hgp PML Khi chin
dmmhi&&mm;bhhnlﬁne&tﬁfumhsﬁﬂﬁnkinhvleln tham khio ¥ kién cua cic bic s§ chuyén
Khoa thiin kinh.

Bénh thiin lién quan 16i virus BK di duge ghi nhiin trong qud trinh ding CellCept & bénh nhin sau ghép thin.
Sir nhiém triing ndy ¢6 thé diin 1 nhimg hiu qui nghiém trong, doi khi diin t6i hong thin ghép. Theo doi binh
nhén gitp phat hign nhimg bénh nhin c6 nguy co bénh thin lién quan t6i virus BK. Cin xem xét gidm bot sy e
ché mién dich & bénh nhin 6 biing chimg bénh thin lién quan téi virus BK.

Hé mdiu vé mién dich
Mot s6 truimg hop bit sin nguyén bao hng chu dom thudn (PRCA) da duge ghi nhiin trén bénh nhin dicu u
bing CellCept ¢6 két hop vdi cic thube tre ché mién dich khic. Co ché gdy ra PRCA ctia mycophenolate
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ofetil hign chira rd; méi lién hé ciia cde thude ire ché midn dich khic vil sir két hop cia ching trong mit phic

dd ire ché mién dich hign ciing chua rd. Trong mt 56 trudmg hop, PRCA da duge ghi nhin 1 phye hdi duge

adgegiam licu holic ngimg didu trj biing CellCept. Tuy nhién, & bénh nhin ghép tang, néu gidm li¢u phip irc ché
fich & xuft hign nguy co tai md ghép.

Bénh nhin sir dung Cellcept cén duge hudng din dé bio cdo ngay 1ip tire cie ddu higu nhidm tring, che vét
thém tim, chiy méu hay ire ché wiy xwong.

Nhimg bénh nhin sir dung CellCept cdn duge kiém tra cong thire mdu todn phin, mdi twin mt 1in trong théng
dau tién, mdi thang 2 I3n trong thing thir 2 vi 3, sau d6 kiém tra hiing thing cho i hét nim diu tién. Djc big,
nhimg bénh nhin ding CellCept cn duge theo ddi dé phét hién sy giam bach chu da nhin trung tinh. Tinh
trang giam bach cdu da nhdn trung tinh ¢6 thé lién quan dén vige sir dung CellCept, ede thude phéi hop, nhidm
vi riit hodie do két hop cda cic nguyén nhin ndy (xem myc 2.2.1 Cde hudng din sir dung lidu dic bigt). Néu ¢é
tinh trang gidm bach cdu da nhén trung tinh (s6 lugng bach ciu da nhin trung tinh tuyét déi <1,3 x 103/ul), nén
ngimg sir dyng CellCept hoje gidm lidu vi bénh nhin cin duge theo ddi mdt cich can thin (xem mye 2.2.1 Cic
huémg din str dung licu dic bigt)

Nén cho bénh nhin biét ding trong qua trinh diéu trj biing CellCept, higu qua cia sy tiém ching ¢6 thé b gidm
v nén trinh sir dung cde logi vaceing sdng da 1am giam ddc lye (xem myc 2.4.2 Tuong tie véi cde thude khic
vi cdc hinh thirc twong tée thude). C6 thé tiém ching influenza, Céc bic sTnén tham khio cde hudmg dan quéc
gia vé tiém chiing influenza.

Da déy-rugt

Do CellCept kam thing ti 1§ cde bidn cd bit lgi xdy ra & hé ticu hoa, bao gdm cde trudmg hop it glip nhur Toét
duimg tiéu héa, xudt huyét va thing, nén thin trong khi ding CellCept cho cde bénh nhin b binh cia hé tidu
héa.

CellCept 1 mt thube ire ché inosine monaphosphate dehydrogenase (IMPDH), vi viy khong nén sir dyn
bénh nhin bj thiéu enzym hypoxanthin-guaninephosphoribosyl-transferase (HGPRT) ¢6 tinh chiit di l?
hiém gip nhur hoi chimg Lesch-Nyhan va Kelley- Scegmiller, 7,

Tieemg 1dc

©in than trong khi thay d8i phic db diu tr tir li¢u phip ¢ chita cic thube iie ché midn dich ¢6 thé pay
tudn hodn gan rudt ciia MPA nhr ciclosporin sang chc thude khic khong ed tic dyng ndy nhu sirolimus,
belatacept, hay ngugc lai, do syt thay déi phic db ditu tri ¢6 thé lim thay déi ndng do MPA. Cin thin trong véi
nhimg thude ¢6 thé ghy fre ché chu trinh gan it ciia MPA nhu cholestyramin, khang sinh do khi niing lam
gidm ndng dd trong huyét wong v hidu qua eia Celleept (xem myc 2.4.2 wong tdc véi cde thude khic va cic
hinh thire wrong tie thude)

Nguai ta khuyen cdo khong nén sir dyng Celleept cling véi azathioprine béi vi ¢ hai thube ndy ¢6 thé lim ire
ché tly xuomg vit sy két hgp ndy chua duge nghién cir,

Clie tricimg hop dde bigt '
Neuy co xay ra cic bién cb bit lgi ¢6 thé ting trén bénh nhdn 1n tudi nhu nhidm Khudn (bao gdm bénh virus cyr
bio xim 1in m) va xudt huyét tidu hoa vi phit phdi khi so sdnh voi cie bénh nhin teé tudi hon (xem 2.6 tic
dung khdng mong mudn)

Chéng chi dinh diing Cellcept cho phy it mang thai vii bi m¢ dang cho con bii (xem 2.5.1 Phy nir ¢6 thai vit
2.5.2 Bi mg dang cho con bit)

Nén trinh diing lidu viegt qud 1g, hai lin m&i ngdy & nhimg bénh nhin suy chire nling thin man tinh ning (xem
mye 3.2 Cie djic tinh duge dng hoe vi myc 2.2.1 Cle hudng din sit dyng Titu djic bigt) )
Khong cn diéu chinh lidu & nhimg binh nhin sau ghép tang c6 chire ning thin hdi phuc chim, nhumg phii theo
@i bénh nhin mt cich cin thin (xem myc 3.2 Cée dfc tinh duge ding hoe vi mye 2.2.1 Cic huéng din sir
dyng lidu dic bigt). Khang c6 cdc dir ligu & nhimg bénh nhan ghép tim hofic ghép gan ¢ suy thin ning.

Celleept hdn dich dudm, 6 chira aspartame, ngudn gde wr cia phenylamine (tuong duomg 2,78 mg/ § ml.
hén di':‘h ubng). Vi ﬂiﬂ thin trong khi sit dung Celleept hén dich uéng cho bénh nhin mic chimg
phenylketonuria.
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2.4.2 Tueng the véi cic thude khic va che hinh thire twong tic thube
Acyelovir: ndng 49 huyét womg cia acyclovir vi MPAG khi diing ciing mycophenolate mofetil véi acyclovir
o hon khi ding riéng ré timg thudc mt. Bai vi ndng 46 MPAG trong huyét trong ciing nhw do
acyclovir hay dang tién chit coa no, valacyclovir, ting khi ¢ suy thin, c6 kha niing hai thude cé sy canh tranh
maiwo&mmsnweoméyymhmnmm&uﬁahamuﬁo.
Cie thube kiving acid vé ede tie ché bom proton (PPIs): Khi u&uh% kém chit khéng acid nhu hydroxit
magne v hydroxit nhém, va PPIs, nhu lansoprazole v pantoprazole d¢ hap thu cia late mofetil bj
gidm, Khi so sinh 1y 1¢ thai ghép hodc tj I¢ mét tang ghép giir bénh nhin Celleept PPIs véi bénh nhin
Khong udng PPIs, Khang quan sit thiy sy khac bigt ding ke. Nhimg di¥ ligu nay gidip ngoai suy két luin niy cho
tit cd cdc thude axit do sy gidm hip thu khi ding dong thdi Celleept véi hydroxit magne va hydeoxit
nhom duge coi nhu thip hon khi diing Celleept déng thoi véi PPIs,
Cholestyramine: & nhimg ngudi khoe manh binh thutmg di duge diing 4 g cholestyramine ba ln mdt ngdy
trong 4 ngdy sau dé ding licu don 1,5 g mycophenolate mofetil, dign tich dudi duimg cong cia MPA giam
40%. Nén thin trong Khi diing cling voi cdc thude lim han ché vong tai twin hodn gan-rugt (xem myc 2.4 Luu ¢
vii Thin trong). _
Ciclosporin A: Duge djng hoe ela ciclosporin A (CsA) khéng bi anh hidmg bii mycophenalate mofetil. Tuy
nhién, CsA trc ché tun hodn gan rudt clia MPA, fam gidm ndng d§ MPA tir 30 — 50% & bénh nhin ghép th
diéu tri biing Celleept vii CsA khi so sinh véi bénh nhin ding sirolimus hay belatacept vi celleept vdi i
tuong ty Celleept. Nguge lgi, nhimg thay déi vé nong dg ciia MPA cin duge dyr kién khi chuyén sir dung cho
bgnh nhin tir CsA sang thude te ché mién dich kihdic khang gy anh hudmg 1én chu trinh gan rugt cia MPA.
Telmisartan: Sit dung ddng thiri telmisantan vi celleept 1m gidm khodng 30% ndng dé acid mycophenolic
(MPA), Telmisartan lim thay ddi sy bai tiét cia MPA do Kich hopt PPAR gamma (peroxisome proliferator
kich hogt thy thé ) gy ting hoat dgng cila UGT1A9. Khi so sinh 1i 1§ thii ghép, ti I¢ hong tang ghép
hay cic bién cd bat lgi giim bénh nhin sir dyng celleept ddng thii va khing ddng thoi véi telmisartan, khong ¢6
két luiin lam sing ndio ve duge ddng hoe DDI duge quan sét thiy,
Ganeiclovir: Trén cor sér két qua nghién ciu lidu dom cia lidu khuyén ding mycophenolate mofetil duimg udng
vi ganciclovir tiém tinh mach; va dnh hwémg d biét cia suy thin d&i véi duge dong hoc clia mycophenolate
mofetil (xem mye¢ 3.2 Cac dic tinh duge ddng hoe vis mye 24 Luu ¥ vii Thin trong) vi ganciclovir, khi ding
ddng thi cdc thude niy (66 su canh tranh vé co ché bdi tiét & ng thin) s& lim ting ndng 4o MPAG v
ganciclovir. Khang ¢6 sy thay d&i ding ké vé duge ding hoc cls MPA vi khéng cn ditu chinh liéu
mycophenolate mofetil, O nhimg bénh nhin axlmn diing déng thii mycophenolate mofetil vi ganciclovir
hodic edc tién chiit cia n6, vi dy valganciclovir, ciin theo doi bénh nhin mot céich cin thin.
Thube trdnh thai deimg uéng: MGUnghién cir vé viée ding ciing CellCept (1g hai tin mdi ngiy) véi cic thube
tednh thai duimg udng ¢b chira ethinylestradiol (0,02:0,04mg) vi levonorgesirel (0,05-0.20mg). desogestrel
(0,15mg) hode gestodene (0,05 - 0,10mg) dirge tién hinh & 18 phy nir bj bénh viy nén trong 3 chu k¥ kinh di
cho wﬁwlapumm anh huéng vé mit lim sng dén 3 ctia progesterone, LH va FSH, vi thé
CellCept khdng ¢6 dnh huémg dén tic dung ic ché ryng tnimg cba céc thude trinh thai dutmg udng. Duge déng
hoe cia thude trinh thai duimg udng khong bj dnh huéng & mire d lim sang khi sir dung dong thin voi
CellCept, (Xem myc 2.5.1 Phy ni¥ ¢6 thai),
Rifampicin: Sau khi da chinh ding lidu, ngudi ta vin quan sit thiy ¢6 sie giam 70% ndng dd MPA (AUCs.12)
Khi diing phéi hop véi rifampicin & mt bénh nhan ghép tim-phdi, Vi viy, ngudi ta khuyén nén theo doi sit
néng 4o MPA vi ciin phii dicu chinh nong dé CellCept cho phit hop dé duy tri higu qua lam sang khi sir dung
ddng thisi hai thude nay véi nhau. )
Tacrolimus: Dﬁng:%mlimu dbng thdi v&i CellCept khong lim dnh huimg dén dién tich dudi duimg cong
di

ﬁUC-cﬁnsnhdu‘&r; dédﬁihCmaxcﬁam&ébmbhf%demegmﬁlmi&u in
. ita u ndy cling xidy ra & nhing uge ghép thin, !
g:hmnh nhén duge ghép thin, ndng d tacrolimus duimg nhir khong bj thay dai basi CellCept. 209/
Tuy nhién, & cde binh nhan ghép gan on dinh, ¢6 hign tweng ting gid tri AUC eda tacrolimus Kkhi
diing nhiéu lidu Celleept (1,5g x 2 Kin/ngdy) phéi hgp v6i tacrolimus.

Ciic thube khing sinh tiéu digt cde vi khuin san xult p-glucuronidase trong rudt (vi dy nhur amino, ide,
cephalosporin, fluoroquinolon, va khing sinh nhém penicillin) €6 thé giy anh huéng lén vong thi hoan
gan rudt MPAG/MPA vl viy diin dén giam ndng dd MPA (xem myc 2.4.1 Ciinh bio vil thin trong. wong tdc
thubde)

Théng tin lién quan dén cée khang sinh nh sau:

Cfmfkrm;mzr hode mumﬁwmmdwmk acid: Gidm 54% ndng 49 MPA (triing) trée lidu di
duge ghi nhin & bénh nhin ghép thin vio nhimg ngdy ngay sau khi bit diu ubng ciprofloxacin v amoxicillin
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i 'hwvﬁclmhnkuid.inhhuﬁn&{nixbxuhuhg iam bot khi tiép tye sir dung khdng sinh vi hét hin
hi ngimg sir dung khdng sinh. Sy thay ¢ 6 trudie liéu niy ¢6 thé khdng dai dign cho nong d MPA toin
phin, do dé syt lién quan vé mit lim sing ciia sy thay ddi niy hién viin chua rd.

orfloxacin va metronidazole: Norfloxacin két hop véi metronidazole lam giam AUCq.cia MPA 30% sau khi
udng li¢u don CellCept. Khdng ¢é tac dung niy dbi voi nong d MPA v&i | trong hai khéng sinh trén khi ching
duge ding riéng bit.

Trimethoprinvsulphamethoxazole: Néng 46 MPA (AUC, Cmax) khong bj inh huimg khi két hop véi
trimethoprim/sulfamethoxazole

Cc tteomg tdc khde: Ding phéi hgp probenecid v6i mycophenolate mofetil & khi lim tang di¢n tich dudi duong
cong cia MPAG 3 1in. Nhu vy, céc thube khic duge biét 1 duge bai tiét qua ng thin c6 thé canh tranh véi
MPAG vi do d6 tang ndng d§ huyét wrong ciia MPAG hojic ede thude thai qua dng thin,

Ding phdi hop sevelamer véi CellCept & ngudi trwéng thinh va & bénh nhi s& lam giam néng dd dinh Cmax
cita MPA Khoing 30% va lim gidm gié tri AUCar» cia MPA khodng 25%. Tir di kién ndy, ngudi ta d& nghi
ring sau khi ¢ diimg CeliCept 2 tiéng méi nén dimg sevelamer vi nhimg thude calci ¢6 i lye két gin voi ge
phosphate 1y do khic nhim gidm thiéu tae djng ciia nhimg thude ndy 1én sir hip thu MPA.

Vaccine séng: Vaccine song khong nén ding cho bénh nhin ¢6 dép tmg mién dich bj suy gidm. Dap img khing
thé v&i nhimg vaccine khdc ¢ thé bj gidm (xem myc 2.4 Luns ¥ v Thin trong). / :

25  Sirdung & nhimg d6i twgng dic bidt

25.1  Phy nirc6 thai

Chéng chi dinh ding CellCept cho phu nir mang thai vi phy nir €6 khi nling mang thai ma khong sir dung céc
bi¢n phép trinh thai hi¢u qua cao. (Xem myc 2.3 Chdng chi dinh)

Trude khi bt diu diéu te, bnh nhdn nam va nir ¢6 kha ning sinh sin phai duge canh béo vé ting nguy co siy
thai v dj tit thai nhi bam sinh v phai duge tu vin vé che bign phép trdnh thai v ké hogeh mang thai.

Trute khi bit diu diéu tri bing CellCept, b§nh nhin nir ¢6 kha nang mang thai phai cé két qua hai xét nghigm
thir thai biing huyét thanh holic nege tiéu dm tinh véi do nhay it nhat [ 25 miU/mL, xét nghi¢m thir hai nén
duge tién hanh 8-10 ngdy sau xét nghiém dAu vé ngay trude khi bit dau dicu tri bing CellCept. Xétnghiém thir
thai cdn duge thyee hién lai trong nhimg lin theo doi dinh ki. Nén thio lugn vdi bénh nhin vé két qua tt ci céc
xét nghi¢m thir thai. Bénh nhin cdn dugc hudng din dé tham khao ¥ kién bc si ngay khi mang thai xay ra.

Do CellCept ¢6 khi ning giy dot bién gen va qudi thai, phy nir ¢6 khi ning mang thai nén sir dyng cling lic hai
bign phip teinh thai dang tin ciy, bao gdm it nhit mt bién phip ¢6 higu qua cao trede khi bit ddu diéu tr,
trong qué trinh diéu tri, va trong 6 tudn sau khi ngimg didu tri, trir trrdmg hop kiéng quan hé tinh dyc. DI vi
nam gidi, khuyén céo sir dyng bao cao su trong qué trinh didu trj va it nhit 90 ngay sau khi ngimg didu tri. Ap
dung sir dyng bao ¢ao su cho cit nam gidi ¢6 kha niing sinh sin vi nam giGi da thit dng din tinh do nguy co lién
quan t6i tinh dich ciing c6 thé xiy ra véi nam gidi da thit éng din tinh. Ngodi ra, khuyén cdo sir dyng bign phip
tednh thai €6 higu qui cao cho nhimg ngudi ban tinh ciia bénh nhdn nam trong qua trinh didu tri va trong 90
ngay sau lidu thube cudi cing.

Dj it bm sinh, bao gém ca da dj tt & duge bio cdo sau khi luu hanh thude & con ciia nhimg bénh nhin da
ding mycophenolate mofetil két hgp véi thude (e ché midn dich khac trong thii gian mang thai.

Ciic dij tit dudi diy duge bio edo thudmg xuyén nhit:
Dj tt trén khudn mit nhu sit moi, hé ham éch, tit him nhd, hai & mit céch xa nhau.

BAt thdmg vé tai (nhur hinh dang khic thudng hay thiéu tai gita hay tai ngodi) v mit (nhu khuyét &
miit, mit nhd) )
Di tit cc ngon tay(nhu thira ngdn, lién ngén, ngon ngin)

Bit thudmg vé tim nhu thdng lién nhi va thong lién thit

Di tiit thiee quin (nhy hep thye quin)
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« D tit than kinh (nhw nit dét séng)

rong v vin, dj 13t & con ctia ¢dc bd me sir dyng mycophenolate mofetil khi mang thai dd duge bio cdo tir 23-
7% tré song. DE so sinh, nguy eo dj 13t ue tinh khodng 2% tré séng trong tong din s6 va khoing 4-5% &
nhimg bénh nhin ghép tang dic diéu trj véi cic thude e ché mién dich khéng phii mycophenolate mofetil,

Ciie trudmg hop sdy thai ty nhién di duge bio cdo & cie binh nhin sir dung mycophenolat mefetil, chi yéu 1a
trong 3 thing diu thai ki (xem myc 2.6,2 Kinh nghi¢m sau luu hinh thude)

Trong y viin, nguy co duge bio edo khodng 45-49% sau khi diing mycophenolate mofetil so sinh véi ti 1§
khoang tir 12 dén 33% & bénh nhin ghép tang diic diéu tri bing cic thube irc ché miZn dich khic.

Nghién ciru trén ddng vit cho thy c6 doc tinh 1én hé sinh sin (xem mye 3.3.3 Tinh giy suy gidm khi nng sinh
san, 3.3.4 Tinh giy qudi thai)

252 B me dang cho con bi

Chéng chi dinh ding CellCept trong thii gian cho con bii do khi ning giy e4c phin img khong mong mudn
nghiém trong trén tré bl me (xem mye 2.3 Chéng chi dinh)

Nhirmg nghién ci trén chudt cho thiy mycophenolate mofetil duge bai tiét qua sira. Hign chura 0 li¢u CellCept

6 bai tiét vio sira mg hay khéng. :
253 Strdunii'benh nhi A,
Xem myc 2.2 Licu lugng va céch ding vi 3.2.6 Duge ddng hoc trén nhimg déi tugmg dac bigt

2.54  Sirdyng & ngudi gia

Liu khuyén ding duong udng Ig x hai lin mdi ngdy & bénh nhin duoe ghép thin vi |,5g x 2 lin mdi ngiy &
bénh nhiin duge ghép tim hofic gan 1& phi hgp cho nhimg binh nhan gid. (xem myc 2.4, Luu ¥ va Thin trong)
2.5.5 Bénh nhin suy thin

Binh nhdn suy thin ning

Nén trdnh ding liéu cao hon Ig x 2 lin mdi ngtlz“cho nhimg binh nhin duge ghép thin md b suy thin myn
niing (t6¢ d¢ loe cdu thin <25mlphiarl,73m’). Dicu niy khong dp dung cho khodng thi gian ngay sau khi ghép
thin hodie sau khi diéu trj sur thai ghép cdp tinh hofic thai ghép kho dap img diu tri. (xem myc 2.4 L ¥ vi
Than trong)

Khéng ¢6 dir li¢u vé nhimg bénh nhiin duge ghép gan hofic tim b suy thin man niing.

Bénh nhén sau ghép thin cé chite nang thdn héi phuc chim

Khdng cin phii di¢u chinh liéu ding cho nhimg bénh nhin sau ghép thin ¢6 chire nang thin hdi phyc chim
(xem mye 3.2 Nhimg diic tinh duge dgng hoc)

2.5.6  Bénh nhin suy gan _

Khong cin phii diéu chinh lidu ding cho nhimg bénh nhiin durge ghép thin bj bénh nhu md gan nfing (xem myc
3.2 Nhimg dic tinh duge djng hoc)

Khéng ¢6 dir li¢u vé nhimg bénh nhin duge ghép tim bj binh nhu mé gan niing.

2.6  Ticdyng khéng mong mudn

Thang béo cho bic s nhimg téc dung khdng mong mudn gfip phai khi sir dung thudc. .

Ciic bién ob bit lgi xay ra khi sit dyng cde thude e ché micn dich thudmg rit khé xée dinh do sy hign dign cia
bénh dang ¢6 vi sir diing cling mgt lic nhidu thude khic nhau,

2.6.1 Kinh nghifm tir nhirng thir nghifm lim sing L )
Cic phin img khéng mong chinh ¢6 fién quan dén vige sir dyng CellCept trong diéu trj dyr phong thii
shép thin, tim v gan két hgp véi corticosteroid va ciclosporin bao gdm: ti¢u chiy, gidm bach _nh:Em tring
huyét vi ndn; va ¢6 biing chimg cho thiy tan suit cia mot s6 logi nhiém tring cao hom, vi du nhiém tring co
i (xem myc 2.4 Luu y vi Than trong), Nhimg :iﬂ- 6 bit loi xdy ra khi ding CellCept dudng truyén tinh
mgch wrong ty nhur khi diing CellCept dudmg uong. .

mnm ciia CellCept & nhimg bénh nhin dugc didu te tinh trang thii ghép thin khé diéu tr tuong ty nhu &
nhimg bénh nhin trong 3 thir nghigm lim sing ¢ dbi chimg nghién ciru vé dy phong thii ghép véi lidu
3g/ngay. Tiéu chiy va gidm bach cdu, tip theo 14 thidu miu, n6n, dau bung, nhiém tring huyét, budn nén
vi ndn, khé tiéu 3 nhimg bién cé bit lgi ndi bt nhat hay thiy & nhimg bénh nhan ding CellCept hon I3 &
nhimg bénh nhin duge digu trj biing corticosteroid tiém tinh mach.

6
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h de tinh

Ciing nhu nhimg bénh nhén duge didu tr b&ngmhfhﬁcdéphéi hop nhiu thube ire ché mién dich, nhimg bénh
nhan sir dung CellCept trong phic dd didu trj re ¢hé mién dich 14 nivimg déi wong ¢4 ting nguy ¢a bj u lympho
vii edic bnh e tinh khic, djic biét 14 bénh cia da (xem myc 2.4 Luu ¥ v Thin trong).

rong che thir nghi¢m 1im sing ¢6 d6i chimg & céie binh nhiin ghép thin, fim vi gan duge theo ddi it nhit mt
nfim, ngudi ta bénh lympho ting sinh hay u lympho xiy ra @ 0,4% dén 1% 6 bénh nhin dimg CeliCept (2g
hole 3g mdi ngdy) két hop véi cde thube e ché midn dich khéc. Ty 1§ ung thu da khong phai u siic (4 chidm
Khoang 1,6% dén 3,2% s6 binh nhin; cic logi ung thir khic chiém khodng 0,7-2,1%, Cic sd li¢u an todn trong 3
nim & cdc bénh nhin ghép tim va thin khong cho thiy bit cir sy thay ddi ndo khéng duge mong dgi vé 1 1§ ung
thir 50 véi céke 56 ligu trong 1 nfim. Nhimg bénh nhin ghép gan duge theo ddi trong it nhit mgt ndm, nhung dedi
3 ndm,

Trong cic thir nghigm c6 déi chimg nghién cin vé tinh trang thi ghép thiin kho didu tri, i 1§ u lympho 13 3,9%
Vi thii gian theo doi trung binh 14 42 thang.
Nhiém trimg e hii
Téit ¢ cde binh nhin ghép tang déu cb nguy ca bi nhidm triing cor hdi, nguy cor ndy ting 1én theo lidu ding cia
céic thube ire ché mién dich (xem myc 2.4 Luu ¥ v Thiin trong), Trong cde thir nghi¢m l3m sing c6 d&i chimg &
céic b{nh nhin ghép thin (v&i lidu 2g), tim vi gan duge theo dai trong vong it nhdt B | nim, ngudi ta thiy cic
nhiém trimg co i thirdmg gip nht & cde binh nhin ding CellCept (2g hoje 3g mdi ngdy) ciing voi cde thude
ic ché mien dich khic la: nhiém nim candida niém mgc da, nhidm virus huyét CMV / hi chimg
cytomegalovirus vé Herpes simplex. T¥ 1§ bénh nhin bj nhigm virus huyét CMV / hji chimg cytomegalovi
14 13,5%. (.
Tré em (tie 3 thang - 18 i) _ﬂ
Logi vi tin sufit cia cdc phan img bét loi trong thir nghi¢m Lim sing trén 100 bénh nhi tir 3 thing ~ 18 wdi sic
dung 600 mg/m’ mycophenolate mofetil duomg udng hai lin mdi ngiy ciing gidng nhu bénh nhin trrimg thimh
sir dyng 1g cellcept hai lin mdi ngdy. Tuy nhicn, nhimg bién c6 bt Igi lién quan dén didu trj sau xdy m véi tin
sufit = 10% & tré i va xdy ra thudmg xuyén hon trén bink nhi, dic bigt 14 bénh nhi duéi 6 tudi khi so sanh véi
bénh nhin truémg thanh: tiéu chiy, gidm bach cdu, nhiém triing huyét, nhi&m teiing, thiéu miu.

Bénh nhdn lém tuéi (> 65 tubi)

Nhimg béah nhén 6n tdi, die bigt nhimg bénh nhan ding CellCept trong phic db phdi hop cde thude ire ehé
mién dich, ¢é thé 6 nguy co cao hon déi véi mot s6 bnh nhidm tring 5o v6i ngudi tré twdi (bao gdm bénh
nhiém cytomegalovirus lan trin & cie 16 chire), xudt huyét tiéu héa vi phit phdi (xem myc 2.4 Luu ¥ va Thin

trong).

D4 an toan ciia CellCept dimg theo duimg udng

Cée bién ¢b bt lgi duge bio cio =10% vi tir 3% - < 10% sb bénh nhén duge diéu trj v6i CellCept trong chc thir
nghigm ¢ kiém chimg vé viée diéu tri dw phong hién thai ghép thin (3 thir nghi¢m, so ligu 2g va 3g)
mét thir nghi¢m ghép tim, vi mét thir nghi¢m ghép gan cb kiem chimg duge thong ké & bing duéi day.

D an toin ciia CellCept dimg theo deomg truyén Gl

Cie bién ¢d bt li xiy ra khi ding CellCept dwimg truyén tinh mach cling twong tyr shu khi ding duimg
Nhirag bién c6 bit lgi ¢6 thé duge quy cho vige truyén tinh mach ngoai bién 1 viém tinh mach va chimg huyt
Khdi, duge ghi nhdn & 4% s6 bénh nhin diing CellCept duémg truyén tinh mach,

Ciic bién ¢b biit lgi duge bio cdo 210% vil tir 3% = < 10% sd binh nhiin dwge ditu trj véi CellCept trong
nhimg thir nghi¢m 1m sing & ngwi trudmg thinh, khi thuse dwge phoi hop véi Ciclosporin va
Corticosteroids,

Cac 1 thbng co | Bidn cd bAT Igi duye ghi nhin | Bifn cb bat g duge ghi nhin | Bien cb bt lgi duge ghi nhin
quan trong cor thé | & cde bfnh ahin ghép thin & che b{nh nhin ghép tim 2

n= -

Toin
thiin




https://vnras.com/drug/

chimg cim, xudt huyét, thedt v,
:hmht.mdi khé chiw, dau ving
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sic), ting. 3
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Bim méu, ting hdng ciu.

Fuydt ni¢u, hogi tr éng than,
nhidm tring duimg tiét nidu,

Albumine ni¢u, chimg kho dai, |
g! nude thin, blt lye, viem thin-
dsi

Dau thit ngyc, logn nhip tim
i tim thu thit vi
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rung nhi,
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duomg mav, ting kali mdu, gidm
kali mdu, gidm phosphate mu.
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Tdo bon, titu chay, kho tiéu, ddy
hoi, budn ndn vi nén, monilia
{nhidm candida) & migng.
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g hop bit sin nguyén bio hdng cdu don thudn (PRCA) da duge ghi nhin & bénh nhin didu trj bing
CellCept ket hgp véi cie thude itc ché mién dich khic.
Rdi loan bim sink: Nhimg dj tit bim sinh 43 duge bio cio sau khi luu hanh thubc xdy ra & con ciia nhing
bin duge ding CellCept phéi hop véi che thude e ché midn dich khic trong thoi gian mang thai (xem
.1 Phy nir mang thai),

Giai dogn mang thai, & ¢if vit chu sinh
Cie trudmg hop sy thai ty nhién di duge bdo cdo & bénh nhin sir dung mycophenolat mofetil chit yéu trong 3
thing diu thai ki (xem myc 2.5.1 phy nir mang thai)

Da déy-rugt

Viém dai triing (thinh thoiing gy ra bi virus ey bio), viém tyy, teo rudt non ¢ bidt.

Cée phin img bit lgi khe trong thiri gian CellCept duege luu hinh trén thi trudmg ciing twong e nhe céc phin
img bit lgi da duge ghi nhin trong cdc nghién ciru ghép gan, tim v thin ¢6 kiém ching. /

27 Quilitu B
Nhimg béo cio ve tinh trang qui liéu mycophenolate mofetil di duge ghi nhin tir nhimg thir nghiém lim sing
v trong sudt théi gian thude duge huu hinh teén thi tneémg, Trong rit nhidu truimg hop qud liéu duge bdo cdo,
khong thiy c6 nhimg bién cb bit Igi ndo duge ghi nhin. Nhimg bién cb bit lgi duge bio cdo trong nhimg
trudmg hop qué liéu déu 43 duge biét dén Gir trude trong cic dir li¢u vé tinh an todn cia thude,
Ngudi ta cho ring tinh trang qué liéu ctia mycophenolate mofetil ¢6 thé lam irc ché qua mirc hé théng mién
dich, lam ting tinh nhay cdm véi nhiém triing vii 1am it ché tiy xuong (Xem mye 2.4 Luu ¥ va Thin trong).
Néu gidm bach chu da nhin trung tinh xay ra thi cin ngung hode gidm liéu cellcept. (Xem myce cnh bio va
thin trong chung 2.4.1)

MPA khong b dio thai béi loc mdu. Tuy nhién, & liéu cao (ndng dd MPAG trong huyét twong cao hon
100pg/ml), mét lugng nhd MPAG bj dio thai. Cée thude 1am ting thai acid mat nhu cholestyramine, ¢6 thé loai
bo MPA biing cdch tling dio thii thude (xem mye 3.2 Cie dic tinh duge ding hoc).

3 CAC DAC TINH VA TAC DUNG DUQC LY

3.1 Cée diic tinh dwge lye hoe

311 Coche tic dyng

Mfophemme mofetil (MMF) 13 dang este 2-morpholinocthyl cia mycophenolic axit (MPA). MPA 13 mdt
chit ire ché enzym inosine monophosphate dehydrogenase (IMPDH) visi tinh chdt fr¢ ché manh, chon ko,
Kkhong canh tranh v ¢6 Khit nang phyc hdi, vi viy, thude (re ché con dudng de novo cila qué trinh téng hop
guanosine nucleotide, Co ché MPA (rc ¢hé hogt tinh enzyme ciia IMPDH dutmg nhu 1d do MPA ¢6 khi niing
bit chude vé mit chu triic eiia ci dong yéu 16 nicotinamide adenine dinucleotide 1in mt phin tir nude xdc tic.
Didu ndy s& ngn cin sy oxy hod IMP thinh xanthose-5'-monophosphate Ii birge chinh trong con dudmg
denovo cda qué trinh tdng hop guanosine nucleotide, MPA ¢6 tic dyng Kim him lympho bio manh hon
ddi véi cic dong té bio khc bdi vi té bio lympho T va lympho B bj 1¢ thude rdt nhiéu vito sy ting sinh cia
chiing trong con duimg de novo clia qui trinh hop purines, trong khi nhimg dong té bio khdc ¢é thé tin
dyng nhimg con duimg téi tao khic,

3.1.2  Nhimg nghidn ciru vé higu qui/ lim sing

Trong ¢dc thir nghigm lim sing vé di¢u trj dy phong cde él:.idm thai trir minh ghép trong ghép thin, tim va
gan, CellCept di duge dimg phéi hop voi globulin khing t€ bio tuyén ire, OKTS3, ciclosporin va corticosteroids
4é didu tri nhimg giai doan thii ghép thin kho didu tri, Trede khi diéu trj véi CellCept, binh nhin di duge
ding globulin khing t& bao lympho, globulin khing (¢ bio tuyén irc vt OKT3. Sau d6, CellCept duge sir dyng
ciing véi daclizumab va tacrolimus trong nhitmg thir nghigm lim sing ndy,

m:hdfgb!p rang

Tinh an todn va hi¢u qui cia CelCept khi ding phdi hop véi corticosteroid vi ciclosporin dé ditu trj dy phong
thii ghép tang & duge dénh gid & nhimg bénh nhin duge ghép thin trong ba thit nghi¢m ngdu nhién, mi ddi,
da trung tim; & nhimg bénh nhiin duge ghép tim trong mét thir nghi¢m ngiu nhién, mi d&i, da trung tim; vi &
nhimg bénh nhin duge ghép gan trong mt thir nghiém ngau nhién, mi ddi, da trung tim.

Ghép thin
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el nghiém so sanh hai mire liéu ding dutmg ubng cta CellCept (1g X 2 lin mdi ngdy vi 1,5g X 2 lin méi

gay) két hop véi azathioprine (2 thir nghiém) hoe gid duge (1 thir nghi¢m) va diing phoi hop véi ciclosporin
vi corticosteroid dé diéu trj dyr phong nhimg giai dogn thii ghép cfip tinh.

i i chtnhv&bi;uqus_cﬁamuéuzy'lesébenhnmmgﬁmgnmwilieubmimhﬁdiéuuimg

W5 thing ddu sau khi ghép tang (thit bai vai didu tri duge xée dinh khi: ¢6 sy théi ghép cdp trong qué trinh

diéu tri duge khing dinh qua sinh thiét; hoje khi b¢ah nhan tir vong hofic mit tang ghép; hofe khi bénh nhin
phiii két thie sém, khéng theo tiép duge cude thir nghi¢m vi bit ky 1y do nio, m khong c6 tinh trang théi ghép
duge khiing dinh qua sinh thiét trwde d6). CellCept duge nghién clu trong ba ligu trinh di¢u trj sau: (1) cho
diing globulin khang té bio tuyén ire/sau d6 ding MMF hojic azathioprine/ciclosporin/corticosteroids, (2) MMF
hodc azathioprine/ciclosporin/corticosteroids, va (3) MMF holie gid duge/ciclosporin/corticosteroids.
CellCept, khi phdi hgp véi corticosteroids va ciclosporin 1m giam (c6 ¥ nghia vé mt théng ké & mire <0,05) ty
1euaamivaiaiéu:i-j:mgvangsmsdumkmgaepmmngduﬁdsymd:kgqueﬁanmm&
nghi¢m nily. Nhimg binh nhin phai ngimg diéu trj sém di duge theo ddi vé tinh trng tir vong hojie mat tang
ghép, va ngudi ta d3 t6m it riéng rE ty I¢ 1y tich tinh trgng mit tang ghép v tinh trang tir vong. Nhimg bénh
nhin phii ngimg diéu trj som di khong duge theo doi vé tinh trang thai ghép cdp tinh sau khi ngung thude. $&
bénh nhiin trong nhém ding Cel phai ngung diéu trj (khng ¢6 tinh trang thii ghép duge Khiing dinh qua
sinh thiét tnrde 46, tir vong hofic mét tang ghép) nhiéu hon so véi sé bénh nhin phai ngung difu trj trong nhém
chﬁ-ng.v&itﬂémnhhwﬁgnh&mdﬁnsCellchtJynw.Dadé.Ifﬂuﬂighépef::imoﬂ-lhémanh_
2ié khong ding mire, dfic bigt 1i & nhom ding CellCept 3g/ngdy.

Nhirog nghitn céru & binh nbin dege ghép thin oz
) T¥ 1§ thitt bai véi didu tri
(Thii ghép i duge Khiing dinh qua sinh thiét hofic két thie s6m vi bit ki 1¥ do nio)
Nghién ciru & M§* CellCept CellCept Azathioprine
(N=499 bnh nhiin) 2g/ngly 3g/nghy 1-2mg/kg/nghy
(n=167 b{nh nhin (n=166 b{nh nhin) (n=166 bénh nhin)
“Thit bai vér didu 31,1% 31,3% 47.6%
thic sém mi khong cé tinh 9.6% 12,1% 6,0%
thii tinh trude d6°* e
Giai dogn thii ghép da duge khing 19,5% 175% 38,0%
ﬂ'ﬂ qua sinh thidt trong qué trinh

* dung globulin khing t¢ bao tuyen Ge/MMF hode azathioprine/ciclosporin/corticosteroids.

Nghién ciru & Chiu CellCept CellCept
w/Canada/Uc*

2g/nghy 3g/ngdy
h nhin n=173 b§nh nhin (n=164 binh nhin)
Thit bai véi d‘iﬁ i 38.2% 34.8%
K& thic som ma khong 6 tinh 13.9% 15.2%
thii tinh trude dd** _ .
Giai dogn thi ghép da duge khing 19,7% 15.9%
dinh qua sinh thiét trong qud trinh
didu tr
* MMF hoc azathioprine/ciclosporin/corticosteroids.

Nghién ctru & Chiu Au* CellCept CellCept

(N=491 binh nhiin) 2g/nghy 3g/ngay
(n=165 b{nh nhiin) | (n=160 binh nhin) =
“Thit bgi voi ditu 30.3% 38,5% 56.0%
Két thic stm ma khong cb tinh 11,5% 22,5% 7.2%
thai tinh trude d6**
Giai dogn thii ghép dA duge khing 17.0% 13.8% 46,4%
dm qua sinh thiét trong qud trinh
ps
* MMF holc gid dupe/ciclosporin/corticasteroids _
" mm‘;mwwwmmmuwmwh&mummunm

T§ I Iy tich cia tinh trang mAt tang ghép va tir vong trong 12 thing dii dugc trinh biy trong bing dudi ddy.
Khong thiét 1ip duge sw virgt i cita CellCept vé ty 1§ mit tang ghép vi ty 1§ bénh nhin i vong. Vé sb ugng.
nhimg bénh nhin ding CellCept 2g/ngdy vi 3g/nghy 6 két qui 18t hom 5o v&i nhém chimg trong ¢4 ba thir

rge
{n=166 bEnh nhiin
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; bgnh nhin ding CellCept 2g/ngdy ¢4 két qua 16t hon bénh nhin diing Cell 3 trong hai
ﬁh& nghi¢m ndy. Nhimg binh nhin phii két thic diéu trj som & tit cinsm nhcbtxdﬁncs:yhﬁq:i h;m

hién tuong mét tang ghép vi tr vong trong vdng mét niim.

Nhimg nghién c¢iru & b¢nh nhiin duge ghép thin
Ty 1§ 10y tich vé tinh trgng mét tan v tir vong trong 12 th
Nghién ciru CeliCept CellCept Nhom chimg
2g/ngay 3g/nghy éﬁﬂlhb:ﬂﬂt
hojc gid duge) |
M§ 8.5% 5% 12,2%
3.6%

["Chiu AwCanada/lic 11.7% 0% [k
Chiu Au $.5% 0.0% 11.5% /@

Két cpe chinh vé hi¢u qué duge do ludmg biing 1y 1§ binh nhin xdy ra thai ghép cdp tinh trong 6 théng diu sau
ﬁ:gﬂp.ﬁbﬁmii <6 biing chimg md hoc twong ty nhu trén cde nhém Khic (3 thing dén < 6 toi, 6 wéi

< 12 oi, 12 woi dén < 18 wéi). Ty 1§ thii ghép ¢d biing chimg mé hoc toin phin trén bénh nhin 6 thing
wromg duong véi & bénh nhén tnrdng thanh. Ty 1§ hdng tang ghép (5%) va tr vong (2%) & bénh nhin 12 thing
gﬁaukhishépmmwswmuwquunsﬁﬂym‘.nbhhnh!awﬁngminhghépihﬁn.

‘D tim
Mt thir nghigm mi d6i, nhién, so sinh, nhém trong duong, da trung tim da duge tién hanh trén nhimg
bénh nhin duge ghép tim lin diu. Téng sé bénh nhin tham gia vio thir nghi¢m 14 650 nguii, trong dé ¢6 72
ngudi chua bao gidr duge didu trj bing thube thir nghigm va 578 ngudi duge ditu trj bing thudc thir nghi¢m.
Nhimg bénh nhin duge ding CellCept 1,52 x 2 lan mdi ngdy (n=289) hofic azathioprine 1,5-3mg/kg/nga
(n=289) phdi hop véi ciclosporin vi corticosteroids 1 ligu phap duy tri irc ché mién dich. Hai két cugc chinh
higu qua 13: (1) ty 1¢ sd bénh nhin sau khi ghép tim <6 it nhit mdt Kin bj thai ghép da duge Khiing dinh qua sinh
thiét co ming trong co tim ¢ tdn hai huyét dong lye, holic duge tii ghép hodic Uir vong, trong vong 6 thing diu;
vit (2) ty 1§ bénh nhin ur vong hojc t4i ghép trong vong 12 thing sau khi duge ghép tim. Nhimg bnh nhén phai
két thiic diéu trj som dugc theo doi vé tinh trang thii ghép di md trong vong 6 thing vi vé tir vong trong vong |
nim,

1. Thai ghép: Khong ¢6 sy khiic bigt ndo gitra CellCept v azathioprine (AZA) trén tinh trang thii ghép duge
khiing dinh qua sinh thiét, c6 tbn hai huyét dong lyc, nhue dii dirge trinh bay trong béng sau:

Thai ghép trong vong 6 thing _
Tat ¢d bénh nhin Bénh nhin dugc didu i
AZA CellCept AZA CeliCelpt
N=323 N=327 N=289 N=289

Thii ghép duge khing dinh qua sinh thiét, 121(38%) 120(37%) 100(35%) 92(32%)

6 t0n hai dén huyét dng lye*

* Tén hai dén huyét dong lyc xay ra néu c6 mot trong céc tiéu chudn sau: dp lyc goe chém mao mach phoi

>20mm holic ting 25%; chi sé tim <2,0V/phatm? hofic gidm 25%, phin suit tng mdu $30%; d¢ bio hda oxy

dong mach phoi<60% holic gidm 25%; mGi xudt hign tiéng ngya phi Sy thu ngdin phin doans20% hoje gidm
25%; cin phii duge hd trgr co cortim dé cdi thign tinh trang lim sing,

2. Sdng sét: O nhimg bénh nhdn tham gia vio thir nghi¢m, khong ¢6 sir khic bigt c6 ¥ nghia théng ké v¢ tinh
trang (i vong vi tdi ghép tim gilra nhém binh nhin duge chon ngu nhién dé diéu trj v6i MMF vi nhém bénh
nhin duge chon ngiu nhién di didu 1 voi AZA. O nhimg bénh nhin duge ding thube thir nghigm, gidi han
dudi ciia 97,5% khodng tin ciy cua sy khic biét gilra tir vong va tii ghép tim 14 0,9 trong vong | ndm, cho thiy
ring MMF ¢6 wu diém hon AZA & nhimg bénh nhin nay, di¢u niy duge trinh biy & bing dudi diy

“T'ir vong hofie Téi ghép tim trong vong 1 nam
Tht c bénh nhin Bénh nhin duge didu trj
i CellCept
N=327

AZA AZA CellCelpt
N=323 N-289 N-289

Tir thi ghép tim 19(152%) | 42(12.8%) 33(11.4%) 18(6,2%%)
Sir khic bigt vé d'ﬁ tri duge hifu chinh theo 2,6% 53%

trong <5
[ Giéi han dui cus 97.5% khodng tin cly mit 2.5% +0.9%

12
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moi ngay, sau dé udng 1,5g CellCept hai 1in mdi ngdy cho thily gid trj AUC cita MPA trong duong véi gid trj
duge ghi nhiin & nhimg bénh nhin ghép thin duge ding 1g CellCept hai lin mdi ngay.
hize din khong anh hudng dén mire d§ hip thu (AUC cila MPA) ciia mycophenolate mofetil khi duge ding véi
,5g ding ngdy 2 lin cho cde bnh nhan ghép thin. Tuy nhién, ndng dd dinh ciia MPA gidm khodng 40%
khi ¢6 mit thirc an.
Tuweamg domg, ciia dang béo ché daimg ubng
Tuong duong sinh hoc clia cellcept diing dudmg udng da duge dénh gid. Hai vién nén 500 mg duge chimg minh
twong dwong véi 4 vién nang 250 mg. Twni:y vy, bt pha hén dich udng CellCept 1g/5ml twong duong sil
Li

hoe vai 4 vién nang 250mg (xem mye 2.2 Tugng vé edch ding) %
322  Phin phéi /Z

Nhdr c6 sy tai hap thu qua vong twin hodn gan-rudt, ndng dd MPA huyét twong thudmg ting lén khoing 6-12 gir

sau khi diing thude, AUC ciia MPA gidm di gin 40% khi sir dung dong thoi cholestyramine (4g ba Iin mgt
) phit hep véi sy gidn dogn ciia vong téi hodn gan-rudt,

@ néng 4§ cb tic dyng trén lim sing, 97 % MPA gin véi albumin huyét tuong.

323 Chuyén héa

MPA duge chuyén héa boi glucuronyl transferase (isoform ddng phin UGT1A9) thinh dang khdng hogt tinh

phenolic glucuronide ciia MPA (MPAG),. Trén in vivo, MPAG duge chuyén nguge thinh MPA tyr do thong qua

vong tdi tuan hoin gan-rugt. Mt lugng nho acylglucuronide (AcMPAG) ciing duge hinh thanh, AcMPAG la

chiit ¢6 hoat tinh duoe Iy va duge ¢ho I3 chit giy ra mdt 56 téc dung khong mong mudn ciia MMF (tiéu chiy,

gitm bach ciu).

324  Thii trir :

Diing mycophenolate mofetil dudmg udng €6 gin phong xa ¢6 thé thu dwge hoin todn lugng thube di ding, véi

93% lugng thude duge tim thiy trong nuée tiéu vi 6% duge tim thiy trong phin. Phiin Iém (khodng 87%) cda

lidu thude duge thii trir qua nuée tiéu dudi dang MPAG. Mt so lugng khang déng keé (< 1% cia liéu) duge

thiii trir qua nude tiéu dudi dang MPA.,

O cie ndng d9 didu trj 1im sing, MPA v MPAG khdng bj dio thai bai qud trinh loc mau. Tuy nhién, véi ndng

dd MPAG cao (> 100ug/ml), mét lugmg nhd MPAG ciing bj logi bo. Do thude qua vong tuin hodn gan rud,

nhimg thude Iy di acid mét, vi dy nhu cholestyramine, lim gizm AUC ctia MPA (xem myc 2.7 Qud licu).

Thai trir MPA phy thuge vdo nhidu chit vin chuyén. Viin chuyén anion hiru co polypeptide (OATPs) vi

protein 2 lién quan dén da dé Khing thude (MRP2) ciing lién quan dén vige thai trir MPA; déng phin OATP,

MRP2 vi protein khing w:xi thu vii (BCRP) 1k nhimg chdt vin chuyén lién quan dén vige bai tiét mjt cda

glucuronides. Protein | da dé khing thude (MDR1) ciing ¢6 thé viin chuyén MPA, nhumg vai ted cila chat ::z

dudmg nhur duge gigi han trong qué trinh hip thu, & thin MPA vi cée chdt chuyén héa c6 thé twong tic véi ¢

viin chuyén anion hiru co ¢ thin,

325 Dugyc dgng hoe & nhimg dbi twgng dic bift

Bénlt nhan bf suy thin ning

Trong mgt nghién ctu ding liéu don (mdi nhém 6 déi hugng), nong 4o AUC trung binh cila MPA duge quan
sit sau khi diing dudmg ubng & nhimg bénh nhin bj suy thin man tinh nfing (mitc loc ¢du thin < 25mU/phiat/
1,73m%), & mirc cao hon 28-75% so véi nong 4@ niy quan sit duge & nhimg d6i tegng khoe manh hay & nhimg
bénh nhin 6 suy thin mie 4 nhe hon. Tuy nhién, ndng 49 trung binh AUC cia MPAG khi ding liéu don &
nhimg bénh nhin suy thin ning cao hon ghp 3-6 lin so vGi nhitng trudng hop khoe manh hojie bi suy thin nhe,
phil hop vdi sy thii tir cia MPAG qua thin 03 duge bict.

Duge déng hoc khi ding nhiéu liéu mycophenolate mofetil & binh nhin suy thin man tinh ning chia duge
nghién cin.

Nhimg bl nhan ¢6 chive nang than phue héi chim sau ghép

5 nhimg bénh nhin ¢ chire nang thin phyc hdi chim sau ghép, AUCo.: trung btghumghuy& tuong clia
MPA tuong dirong v6i ndng dd & nhimg bénh nhin ¢6 chirc ning tang ghép phue hoi binh ¢ C6 thé cb
ting nhg nong 49 MPA huyét twong va MPA ty do & nhimg bénh nhin 6 chirc ning thin phuc hoi ehim sau
ghép. Khong cin diéu chinh liéu cda CellCept (xem mye 2.2.1 Cic hudng din sir dyng lidu dfc bigt). AUCe.
trung binh cia MPAG trong huyét twong cao 2.3 lin so voi nhing bénh nhin ¢6 chite nang thin ghép hoi
phuc binh thutmg sau ghép thin,

&5 nhimg bénh nhin sau ghép thin mi tang p khong hdi phue chirc nling, ndng dé trong huyét tuong cla
MPAG duge tich liy; sy tich Hy cia MPA, néu c6 thi nhd hon nhicu. "
Binh nhan b suy gan
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Nhin chung, duge dong hoc ciia MPA vi MPAG khdng bi anh huéng béi bénh nhu mé gan & nhimg ngudsi tinh
n b xo gan do rugu khi dimg MMF digmg udng holic dwdng tiém tinh mach. Anh hiémg ciia bénh gan
j qui trinh may ¢ thé thy theo timg binh oy the, Bénh gan véi tén thuong ehi yéu & dubng mit, vi dy
tr xor gan & mit tién phit, ¢4 thé gdy ra mot dnh hudmg Khic. )
Nigueori gidh (2 65 tudi): Durgre déing hoe & nguii gid chua dirge dinh gid mot cich chinh thire. /%

3.3 Cdcdirlifu an todn tién lim sing ;:
HE thong tao miu v bach huyét 1 nhimg cor quan bj anh hudmg chinh trong céc nghién ciru nhiém doc

tién hinh ¢ chugt lém, chugt nhiit, cho v khi vai mycophenolate mofetil, Cie dnh hudng niy by ra khi ndng 49
thuds trong eo thé bing hoc thip hom ndng 4§ lim sing véi lidu 2g/ngdy & bénh nhin ghép thin, Cic dnh

hugmg i h¢ da diy-rudt quan sit duge & chd véi mire nong df thude trong co bérsan'}icthip-hm&n %

fiim sing véi nhimg liéu khuyén ding. The dyng trén dy day-ruit vil thin véi biéu hign mit nude cing thiy &

Khi v lidu cao -n-z‘ (nbng 45 trang ca thé bing hode cao hon nong 9 trén 1im sing). Dje tink phi lim sang vé

dije tinh ciia mycophenolate mofetil dudmg nhu tuomg déng voi ede bién eb bit lgi quan sit duge trong cie thie

nghigm lim skng & ngudi, didu nity 93 cung clip cde dir ligu vE an todn phit hop hon cho nhimg egng dong binh

nhin hign nay (xem mye 2.6 Cie tie dyng khdng mong mudn).

3.3.1  Tioh giy suy gidm kha ning sinh sin
h?_:;ahe_n_clm mofetil khéing cé dnh hudng 161 khi nang sinh sin cla chiugt dye & lidu ubng 161 markgmg:\é,;
Néng di thude trong car thé tgi licw nay cao gip 2-3 lin ndng dj kim sing & benh nhin ghép thin ding I
‘lgilw va ¢ao gdp 1,3-2 lin ndng d§ liim sing & bénh nhin ghép tim ding lidu 3g/ngdy, Trong mot nghién ciru
ki nng sinh sin ciin gidng cdi duge tién hinh trén chudt, lidu ding duimg udng 4,5me/ke/ngdy di giy di
Iﬁt(bm?m-ﬁ!-kmhgn}m . tit Khang him diedi vi ndo ing thiy) & chudt con thude thé hé diu tién mi
khong thiy 6 nhiém de & chugt me. Nong g trong co thé 19i licu ndy vio khodng 0,5 lin ndng 4 lim sing &
bgnh nhiin ghép thin diing liéu 2g/ngdy v khodng 0.3 lin ndng d lim sing & binh nhin ghép tim ding licu
3w/ngdy. Khong thiy ¢6 dnh huimg 1én khi nang sinh san v cée thong s6 sinh sin & chut mg hofe & cde the hi
sau,

3.32  Tinh giy qudi thai ) g

Trong cée nghién clru giy quai thai & chudt vi thé, s tidu thai vi cde di tit v thai xay ra & chudt voi licu
6me/ke/ngdy (bao gdm it khong nhdn ciu, tit khong him dudi va ndo mr.ll:%]\%ﬁ&évdi liéu 90
mg/kg/ngiy (bao gdm bit thirimg cia hé tim mach vi thin, nhy lge chd tim va lge ¢hd thin, thodt vj co hoinh
vit rbn) ma khing gay nhidm doe & me. Nong dj thude trong e thé & ede lidu niy gin biing hode thip hon 0,5
tin ndng d§ lim ¢ bénh nhan ghép thin dimg lidu 2g/ngdy va khoing 0,3 lin ndng d 1im sing & bénh
nhiln ghép tim dimg licu 3p/ngdy.

Tham khio myc 2.5.1 Phy nir ¢6 thai,

333 Ciedirligu an toan tién lim sing khic _
Trong cde miu thir nghigm, mys olate mofetil khiing giy ung thi, Licu cao nhit trong cie nghién ciu giy
ung thu & déng viit dua dén ndng 49 trong cor thé (dién tich dudi dudmg cong hofie néng dg 15i da) cao gp 2-3
tan & nguisi ghép thin ding litu 2g/ ngdy va cao gip 1,3-2 lin & ngudi tim diing liéu 3g/ ngdy. Hai this
nghiém vé dde tinh trén gen (thir nghigm thymidine kinase/ u boch huyét & chugn v thir nghiém [am sai lac
nthan sinh sin & chut) di cho thily ring mycophenolate mofetil ¢6 thé gay nén sy khang &n dinh qhisug sde thé
i ede mie lidu cao giy doc manh, Cic thir nghigm khie gy de cho gen (thir nghigm giy ot bién vi khuin,
vie nghiém chuyén doi gen giin phan & nien hodie thir nghiém lim sai kg nhidm sc thé & 1é bio budng rime
ctia chudt ddng Trung Quée) d khong dira ra ditge ce bing chimg giy dot bién gen.

4  CACDAC TINH DUGC HOC
4.1 Bioquin

Vien nang CeliCepts Gitt thube & nhidt 4§ dudi 25°C, bio quan trong chinh hp thude gbe
Vidn nén CellCepr: Giir thube & nhigt dd dudi 25°C, bio quin trong chinh hop thude goc.

Vién nang CellCept: 36 thing ké i ngay sin xuit
Vidn nén CellCept : 36 thiing ké tir ngay sin xuft

3
§
3
3
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M ic hwrdmg diin diic bigt vé sir dung, xir I va hity b thude

g in ding néu thude da qué thisi han sir dung (EXP) duge in teén vo hip.

CellCept dimg ducmg uing

Béi vi mycophenolate mofetil 43 duge chimg minh 13 ¢ the dung gy quéi thai (xem muyc 2.5.1 Phy nit ¢é thai),
gc 1am vy vién nén CellCept vt khang duge mé hoje lim v vién nang CellCept dé trnh hit hojic dé

da hoge niém mac tiép xic trye tiép voi bt thude chira trong vién nang CellCept. Néu di tiép xiic voi

rira k§ véi nude va xi phong; nira mit véi nude sach.

Cellcept dimg deimg truyén (inh mach

Bai vi mycophenolate mofetil dit duge chimg minh 1i €6 tée dyng gy qudi thai, nén thin trong khi xir 1y vt

chuin b dung dich CellCept ding dudmg truyén tinh mach. Trinh dé da hojc niém mae tiép xiic trye tilp véi

dung dich CellCept di duge pha dé tinh mach, Néu da tiép xic véi thude, rira k§ véi nude vi xa phong;

rira mit véi nude sach,

Chudn bj dung dich truyén (6mg/ml)

CellCept dudng truyén tinh mach khang ¢é chita chit bio quin ¢6 tinh khdng khudn, vi vily st pha ché hay pha

lodng thude déu phai duge thyre hign trong nhimg diéu kign v khuin,

CellCept dudmg truyén tinh mach phii dige chudn bj theo hai bude: bude 1 1 bude pha ché véi dung dich

truyén tinh mgch Dextrose 5% va bude 2 14 bude pha lodng véi dung dich truyén tinh mach Dextrose 5%.

Qué trinh chudin bj chi tiét nhur sauz
Bude 1

a) Hai lo CellCept truyén tinh mach duge diing dé chuin bj ¢ho lidu ding 1g va ¢dn ba lo dé chuin bj cho
lidu diing 1,5g. Bom vio mdi lo 14ml dung dich truyén tinh mach Dextrose 5%.

b) Lic nhe I thube dé hda tan thude bén trong cho dén khi dat duge mét dung dich ¢ mau ving nhat.

¢) Trude khi thye hign bude pha loding ké ticp, phii kiém tra dung dich thu duge dé phét hi¢gn ciin hojic
tinh trang déi mau. Néu thiy ¢6 ¢in hoje thiy thube b doi méu, phai hity bo o thude dé.

Budc 2:

a) D¢ chuin bj lidu g, pha loing hai mm&euaﬁcm ché tir brde | (khoing 2 x 15ml) vio trong
140mI dung dich tinh maeh Dextrose 5%. D¢ chuin bj lidu 1,5g, pha lodng ba lo thude da duoc
phac_hét&-ml (khodng 3 x 15ml) véo trong 210ml dung dich tinh mach Dextrose 5%. Néng
dj cudi cling cia ¢d hai dung dich ndy viio khoang 6ml/ml mycophenolate mofetil.

b) Phii kiém tra dung dich truyén dé phét hign cin hofe tinh trang ¢&i mau. Dung dich truyén phai duge
hity b6 néu thiy ¢6 ¢fin hofie thiy dung djch bj dbi miu,

Thiin trong: CellCept dang truyén tinh mach khng bao gitr dwge tiém nhanh hojc truyén nhanh vio
trong tinh mgch (xem mye 2.4 Luu § vi Thin trong)

Néu dung dich truyén duge chudn bi sin 1 true thi trong vang 4 gidr sau khi pha ché vi pha loding, dung dich
néy phai duge sir dung ngay. Bio quin dung dich ndy & nhigt d§ tir 15-30°C.

aﬂkyphbnﬂau& no khang duge sir dung hofic nhimg viit thai phai duge hily bd theo ding nhimg quy dinh &
dja phuong.

Tinh tiwong ky

Cel diing duimg tinh mach khong twong thich véi nhimg dung dich truyén tinh mach khic, ngogi trir dung
dichlcuery&?gh mach Dextrose. Khong duge trdn 1in holc truyén déng thoi CellCept véi cde thube ding
dudmg tinh mach khic qua ciing mét dudmg truyén.

43 Dang dbng gbi

Vién nang 250mg. Vi 10 vién. Hop 10 vi.
Vién nén 500mg. Vi 10 vién. Hap 5 vi.

Thude: DE xa tam Elcﬁa ré.
Doc ky hudng din sir dyng truée khi diing. Néu cin thém thong tin xin hoi § kién béc s§.
Thude ndy chi sir dyng theo don ciia bic s9.
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