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Rx: Thudc ban theo don

TS HUONG DAN SUP DUNG THUOC /4
VIEN NEN BAO PHIM INTROCELL 500/~

THANH PHAN:

M&i vién nén bao phim chira:
- Mycophenolate mofetil................... 500,00 mg
-Tadwoc vira Gl.......coccvnennvnnrnnnnns 1 vién nén bao phim.

(Lactose, Colloidal silicon dioxid, Kolidon K90, Natri Croscarmellose, Cellulose vi tinh
th&, Talc, Magnesi stearat, HPMC 606, HPMC 615, Mau Brilliant, Polyethylen glycol
400, Titan dioxid, Ethanol 96%, Nwdc tinh khiét).

DUQC LYC HOC:

- Mycophenolate mofetil c6 tén hoa hoc la ester 2-morpholinoethylique de acide
mycophenolique (MPA). MPA la mot chat (rc ché chon loc men ionosine
monophosphate dehydrogenase (IMPDH), do dé n6 uc ché sy tébng hop nhan
nucleotide clia guanosine ma khéng can tham nhap vao ADN.

- Do sw téng hop nhan purine rét can thiét cho tao thanh cac té bao lymphd B va
T, trong khi cac loai té bao khac thi cé thé tan dung co ché tai s dung nhén purine,
MPA c6 hiéu lwc kim té& bao trén cac té bao lympho dang k& hon hén so véi trén cac té
bao khac.

- Mycophenolate mofetil ciing cé tac dung rc ché mién dich. U
DUQ'C DONG HOC:

Chu ky gan ruét cda thudc:

- Sau khi ubng hoac tiém tinh mach, mycophenolate mofetil chuyén héa hoan toan
d& tao thanh chét co hoat tinh Ia mycophenolate acid (MPA). Chuyén héa dé tao thanh
MPA xay ra ngay sau khi uéng thuéc. MPA tiép tuc dwoc chuyén héa do men
glucuronyl dé tao thanh cac glucuronide phenolic cta mycophenolate acid (MPAG) chét
nay khéng c6 hoat tinh dugc ly. Théng qua chu trinh gan ruét trong co thé, MPAG
dwoc bién ddi lai thanh MPA.

-® nhitng ngudi c6 chirc ndng gan, than binh thuwdng, sau khi uéng
mycophenolate mofetil ciing thdy trong nuéc tidu cac chat chuyén hoa cla 2-
hydroxyethyl-morpholino  |a: N-(2-carboxymethyl) morpholine, N-(2-hydroxyethyl)
morpholine, va N oxit ciia N-morpholine (2-hydroxyethyl).

-Pinh thi cAp trong huyét twong ciia mycophenolic acid dwgc quan sat thay 6-12
gi® sau khi diing thubc. Néu diing chung véi cholestyramine (4 g - ngay 3 lan) dan dén
giam khoang 40% AUC cla mycophenolic acid (chu yéu la do hau qua cua nong dé
thAp hon & phan dau ngay sau khi dung thu6c). Nhixng quan sat nay cho thay rang
tuan hoan gan ruét gép phan duy tri néng dé mycophenolic acid trong huyét twong.

_Trén nhitng bénh nhan suy than, ndng d6 trong huyét twong cia cac chat
chuyén héa tir mycophenolat mofetil thwong tang cao (mycophenolic acid (MPA) tang
50% va MPAG tang khoang 3 - 6 Ian)

Hép thu:

- Sau khi ubng thudc, mycophenolate mofetil dwoc hap thu nhanh va phan I&n
qua duong tiéu hoa, sau d6 dwoc chuyén héa thanh MPA 1a chét chuyén héa co6 hoat
tinh. Mycophenolate mofetil va chat chuyén héa glucuronide cliia n6 khong khuyéch tan
vao cac t& bao mau, do d6 nd c6 ndng do cao trong huyét twong.

- Anh hwéng ctia thiec &n: Crax gidm con 77%.

- P& sinh kha dung trung binh cia mycophenolate mofetil ding dwong udng, tinh
theo AUC clia AMP, bang 94% so v&i sinh kha dung cia mycophenolate mofetil khi
dung dwdng tinh mach.
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Phén bé:

- Do anh hwéng cla chu ky gan-ruét, thuwdng quan sat thay co mot
clia AMP sau khi uéng thuéc tir 6 dén 12 gio. Dién tich dwéi dwong ]
MPA gidm khoang 40% khi mycophenolate mofetii dwgc dung dgng;{ne
cholestyramine (mdi 14n 4 g, ngay 3 1an), diéu nay cho thdy anh hwdng quar-tes:
chu ky gan-rugt.

- C6 97% MPA gén két véi albumine huyét trong. Nhl’]’n%bénh nhan ghép than
da &n dinh, c6 82% MPAG gén két voi albumine huyét twong. O nhirng bénh nhan cé
manh ghép cham hoat dong hay & bénh nhan bi suy than nang, ti I& gan két in vitro chi
c6 62%.

Chuyén hoa:

- MPA chi yéu duwgc chuyén héa nhd men glucuronyl transferase thanh

glucuronide phenolique MPA (MPAG), chét nay khéng co hoat tinh dwoc ly.
Dao thai:

- Thoi gian ban hiy biéu kién vao khoang 16 dén 18 gio. Khoang 93% lidu dung
dwoc dao thai qua than, phan I&n dwéi dang MPAG, va khoang 5,5% dwgc dao thai
qua phan.

Duoc déng trong mét sé truong hop déc biét:

- AUC clia MPA & bénh nhan bi suy thdn nang man tinh (téc dd loc duwdi 25
ml/phtt/1,73 m?) cao hon khodng 28-75% so voi AUC & ngudi khde manh hay & bénh
nhan bi suy than nhe hon.

- Viéc tang trung binh AUC ctia MPA & bénh nhan suy than nang c6 thé lién quan
khi tang liéu mycophenolate mofetil dén 2-3 g/ngay. O’ nhixng bénh nhan cé manh ghép
cham hoat ddng, AUCo.12 trung binh ciia MPA c6 thé so sanh v&i &@ nhirng bénh nhan
dwoc ghép co quan cb tién trién binh thuong.

- Suy gan khéng anh hudng dén dwoc dong cia thudc. \L/

- Chwa ¢6 nghién ctru dwgc dong & bénh nhan cao tudi.

CHi PINH:

- Thubc dwoc dung d& ngira thai ghép & nhitng bénh nhan cdy ghép gan, tim,
than hay cac b phan khac trén co thé. Nén phéi hop dong thoi véi cyclosporine va
corticosteroid.

LIEU LUQNG VA CACH DUNG:
» Cach dung: Dung udng
> Lidu lwong: Liéu dung c6 thé diéu chinh theo tudi va triéu chimg.

- Pidu tri v&i Introcell nén bét dau trong véng 72 gior sau cdy ghép va theo doi
thweng xuyén bdi nhitng chuyén gia cay ghép c6 dl kha nang thich hop.
Str dung d6i véi cay ghép théan:

Nguwi Ion va tré em trén 2 tudi:

- Nén b4t dau dung Introcell (Mycophenolate mofetil) trong vong 72 gio sau khi
cAy ghép. Lidu khuyén ding cho bénh nhan céy ghép la 1,0g x 2 lan/ngay (2g moi
ngay).

Tré em va thanh thiéu nién (tudi tir 2 -18):

- Lidu khuyén dung la 600mg mycophenolate mofetil/ m? uéng 2 lan/ ngay (liéu toi
da la 2g mdi ngay). Chi nén dung Introcell cho nhirng bénh nhan co6 dién tich bé mét
I&n hon 1,5m? vai lidu la 1g x 2 lan/ngay.

Tré em du6i 2 tubi:

- Nhirng s liéu v& hiéu qua va do an toan cta thubc doi voi tré dudi 2 tudi con
han ché.

- Nhirng sb liéu nghién ctru khong di @& phan liéu va do d6 s dung thube & do
tudi nay khong dwoc khuyén dung.
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Str dung dbi véi cdy ghép tim: ‘ ‘ o/ CON % TN
-Nguwi Ién: Nén bat dau uong Introcell trong vong S ngay sa i 5%%& ép. Liet
la 1,59 x 2 1an/ ngay (3gndrhuay)

khuyén dung d6i voi bénh nhan cay ghép tim AN |x
_Tré em: Chwa c6 sb liéu cho tré em cay ghép tim. ) S.PM
Str dung dbi véi cay ghép gan: _
_" Lidu tiém finh mach dwoc khuyén dung cho bénh nhan cay ghép-gaitla=1,0g/

A

lAn, ngay 2 Ian, trong 4 ngay lién tiép, thoi gian truyen khong dwai 2 gio/ lan.

- Lidu udng dwoc khuyén dung cho bénh nhan cAy ghép gan la 1,5g x 2 lan/ngay
(3g mdi ngay).

- Lidu dung khéng thay déi, néu dung chung véi mét trong hai ciclosporin/
corticosteroid hodc tacrolimus/ corticosteroid.
- Tré em: Chuwa co sb liéu vé liéu dung cho tré em.
Bénh nhan cao tudi (65 tudi):

_ Lidu khuyén dung 1a 1,0g x 2 lan/ngay déi voi cay ghép than va 1,59 x 2 lan/ngay
cho chy ghép tim va gan.
Péi véi bénh nhén suy than:

- & bénh nhan céy ghép than bi suy théan man tinh (tbc @6 loc cau than < 25ml/phut
— 101,73 m?), khéng nén dung lidu cao hon 1g x 2 lan/ngay trong khoang thoi gian sau
khi cAy ghép. Nhirng bénh nhan nay nén duoc theo doi can than.

- Khéng can chinh liéu dbi voi nhirng bénh nhan bi rbi loan chirc nng than do céy
ghép sau cudc phau thuét. I/

- Chuwa ¢6 sb liéu cho bénh nhan bi suy than man nang céy ghép tim va gan.

Bénh nhan suy gan nang:

- Khéng can diéu chinh liéu cho nhitng bénh nhu mé gan nang tién hanh cay ghép
than. Chwa co s6 liéu cho bénh nhan bi nhu mé gan nang cay ghép tim.
Diéu tri trong qua trinh thai ghép:

- MPA (Mycophenolic acid) 1a mét chat chuyén héa clia mycophenolate mofetil. Sw
thai ghép than khong lam thay dbi dwoc déng hoc cia MPA.

- Khéng yéu cau phai gidm liéu hodc tam ngwng dung thuéc. Khong c6 co s& cho
viéc diéu chinh liéu dung Introcell sau khi cé sy thai tim.

- Chuwa c6 nhirng s6 liéu dwoc déng hoc cla thude trong qua trinh thai ghép gan.
CHONG CHi BINH:

- Khéng dung khi ngudi bénh man cam véi Mycophenolate mofetil va mycophenolic
acid (MPA).

- Khéng dung cho phu ni cé thai vi nguy co gay quai thai rat cao. Trong mét
nghién ctru v& kha néng thy thai va sinh san clia chuét cong cai, da quan sat thay c6 di
dang (nhét 1a & mét va & dau) & Itra chudt con dau (F4) trong khi & chudt me khéng co6
d4u hiéu ngd doc.

- Tré em < 2 tudi: Do nhirng s6 liéu vé& hiéu qua va dé an toan cua thubc dbi voi tré
dudi 2 tudi con han ché. Do d6 khéng st dung thubc & dd tudi nay.

THAN TRONG VA CANH BAO:

- Ciing nhw déi voi tat ca cac bénh nhan dugc dung thudc e ché mién dich va
thwong dung dwéi dang phéi hop, nhitng bénh nhan dung Introcell c6 nguy co bi u
lymphé bao va cac loai bwdu ac tinh khac, nhat |a & da.

- Khong nén dung thudc nay cho phu nir dang mang thai va cho con bu. Néu can
thiét cn dung thubc nay phai héi y kién thay thudc.

- Bao cho thay thudc vé tat ca cac bénh ban cé, déc biét 1a néu ban cé bénh than,
hodc bénh ctia hé thdng tiéu hda dang hoat dong.

- Nguy co' gay nhiém trung nghiém trong: Dung thudc nay co nguy co tdng mac cac
bénh nhidm khudn. Mycophenolate mofetil khéng lam tang nguy co nhiém bénh
Cytomegalovirus (CMV — La mét nhém virus herpes nhw virus herpes zoster gay bénh
thiy dau, zona va virus simplex gay I& loét) nhwng Mycophenolate mofetil lam tang
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nguy co nhi&m trung, lam bénh nang thém. tang tan suat tai phat va lay/iz
nhidu co quan khac trén co thé & nhitng nguoi da bi bénh CMV.
- Trong khi dang dung thuéc nay, khong dugc dung cac loai vact
Cac loai tiém chiing khac co thé bi giam tac dung. ‘
_ Ubng thuéc nay theo sy chi dan clia thay thuéc va khong tw ng
khéng co sw ddng ¥ cla thay thudc, di nguoi bénh cam thay da tot hon.
- Khéng ty tang liéu dung.
_ Nén kiém tra céng thirc mau méi tuan mot l4n trong thang diéu tri dau, sau do6 2
tu&n mot Ian trong 2 thang ké va méi thang mot I&n trong nhirng thang tiép theo trong
nam diéu tri dau.

TUWONG TAC THUOC:

- Nhirng nghién ciru vé tvong tac thubc chi dwoc tién hanh trén ngudi treéng
thanh.

Acyclovir. N&ng do acyclovir va MPAG tang Ién khi phdi hop str dung
mycophenolate mofetil v&i acycolvir so v&i viéc dung riéng biét moi thuéc.

Thudc khéng acid c6 chiva magie va nhém hydroxide: St hép thu clia
mycophenolate mofetil giam xudng khi dung thubc chung véi cac thubc khang acid.

Cic thubc anh hwong dén hé vi khuan duong rudt: Thuéc lam thay doi hé vi
khuan dweéng tiéu héa co thé twong tac voi Mycophenolate mofetil bang cach pha v&
chu trinh gan ruét. Podng théi lam giam sw hap thu Mycophenolate mofetil.

Colestyramine: Nén than trong khi si* dung ddng thoi hai thube nay béi vi co kha
nang lam giam hiéu qua cda mycophenolate.

Ciclosporin A: Dwgc dong hoc ctia Ciclosporin A khéng bi anh hwdng boi \l/
mycophenolate mofetil.

Gancyclovir. Khong thay co twong tac thuéc gitva mycophenolate mofetil va
ganciclovir dung duwéng tinh mach. D6i v&i bénh nhan suy than co duing déng thoi
mycophenolate vé&i gancyclovir hodc nhivng thudc nhuw valgancyclovir thi liéu dung
gancyclovir nén duoc theo doi can than.

Thude trénh thai dwong uéng: Duoc dong va dugc hoc cla cac thudc tranh thai
dwong ubng khéng bi anh hudng b&i viec dung chung véi Introcell. Trimethoprim/
sulfamethoxazole khéng anh huéng dén sinh kha dung cia MPA.

Nhirng twong tac thuéc khéc:

Str dung dong thoi probenecid vOi mycophenolate mofetil cho thay dién tich duwdi
dwong cong trong huyét trong ctia MPAG tang én g4p 3 Ian va do d6 nhirng hoat chat
duwoc biét co trai qua sy bai tiét & ong than c6 thé canh tranh v&i MPAG va bang cach
4y lam tang ndng dd huyét twong cia MPAG hogc nhitng chat tham gia bai tiét qua
than.

Vaccine séng: Khéng nén dung vaccine séng cho nhitng bénh nhén cé dap rng
mif?n dich kém. Nhitng dap (rng khang tha déi véi nhirng vaccine khac co thé giam
xuong.

TAC DUNG KHONG MONG MUON:
Téng quat: Khdo sat lam sang co kidm soat & nhitng bénh nhan duwoc diéu tri bang
Mycophenolate mofetil v&i tun suat 2 10% va tir 3 dén 10%:

_ > 10%: Nhidm trung mau (19,7%), nhiém trung (20,9%), sét (23,3%), suy nhwoc
(16,1%), nhirc dAu (21,1%), dau bung (27,6%), dau lwng (12,1%), dau khéng xac dinh
dwoc vi tri (33,0%).

" Tir 3 dén 10%: U nang, xuét huyét, thoat vi, céng bung, dau am hd, hoi chirng
cum, phu mat.

Trén Méu va hé bach huyét:

_ > 10%: Giam bach cau (34,5%), gidm tiéu cau (10,1%), thiéu mau (25,8%), thiéu

mau nhwoc sac (11,5%).

- Tt 3 dén 10%: Tang bach cAu, tang héng cau.
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- Giam bach cau trung tinh nang (ANC < 500/microlitre) xay ra & < 1,5% bénh nhan.
Ngoai ra:

- Thwong thy c6 mau trong nuwéc tiéu, dau ngwc, khan giong, ho nhiéu, sét hodc rét
run, dau lwng hodc swon, tidu tién khé hodc dau, kho th&, nang chan hoac phan dwoi
cua chan.

- Nhirng hién twong it phd bién hon: Dau bung, phan c6 mau sdm, nén ra mau, loan
nhip tim, dau co, khop; néi nét man dé & da, swng loi, loi d6 hodc chay mau; tén
thwong trong miéng, run tay hoac chan; chay mau hodc ty mau bt thwdng; ndi nhirng
nét trdng & miéng, Iwdi, hong.

- Nhitng tac dung khéng mong muén nhw: Tao bon, tiéu chay, dau dau, ¢ nong,
budn nén, dau bung, nén, mét méi, chong mat, ndi man & da, nhirng van dé lién quan
dén gi4c ngui thi khdng can dén sy cham socy té.

Théng bao cho bac si nhirng tac dung khéng mong mudn gap phai khi st dung thuéc.
QUA LIEU VA XU TRi:

_ Cho dén nay, khong co tredng hop nao dwgc bao cao vé qua liéu mycophenolate
mofetil & nguoi.

- MPA va MPAG khéng thdm phan dwoc. Tuy nhién, trwedng hop ndng d6 MPAG
trong mau tang cao (> 100 mcg/ml), dung bién phap thdm phan cé thé loai mét lveng
nhd MPAG. Dung cac tac nhan gil» acid mat nhw cholestyramine c6 thé lam tang s
dao thai cta thubc va ciia MPA.

BAO Q[JAN: Noi khé thoang, tranh anh sang, nhiét dé phoéng (< 30°C) u/
HAN DUNG: 36 thang ké tir ngay san xuat

PONG GOI: Hop 3 vi x 10 vién nén bao phim

TIEU CHUAN: Theo tiéu chuan co s6.

~ KHONG DUNG QUA LIEU CHi BINH
OC KY HPONG DAN SU’ DUNG TRUGOC KHI DUNG
DE XA TAM TAY CUA TRE EM
THUOC NAY CHi DUNG THEO SU’ KE DON CUA THAY THUOC
NEU CAN THEM THONG TIN XIN HOI Y KIEN THAY THUOC

Tén va dia chi nha san xuat:
CONG TY CO PHAN SPM

(ﬁ WWW.Spm.com.vn

SPM L6 51, Dwong sb6 2, KCN Tan Tao, P. Tén Tao A, Q. Binh Tan, Tp. HCM
DT: (08) 37 507 496 - Fax: (08) 38 771 010
Tén va dia chi nha phén phoi:

VN PHARMA
- 666/10/3 dwong 3/2, P. 14, Q. 10, Tp. HCM

VNPHARMA HT: 1900 558825 - Fax: (08) 6264 7662

PHO CYC TRUONG

Syl Vim Ghants




