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Ry
XCEPTOS
(Vién nang Tacrolimus Smg)

CANH BAO PAC BIET:

Chi sit dung thude ndy theo don

Poc ky hudng ddn sit dung tride khi sit dung.

Néu cdn thém théng tin, xin hdi y kién bde sT.

Khéng ding qud liéu chi dinh.

Xin thong bdo cho bdc st biét cdc tdc dung ngogi ¥ xdy ra trong qud trinh sit dung.
Khéng sit dung thude da qud han ding.

Dé thude ngodi tdm vdi ciia tré.

THANH PHAN:

MB&i vién nang cé chita;

Hoat chdr: Tacrolimus 5mg

Td duyce: Lactose anhydrous, Magie stearat.

V6 nang: Nang citng ¢d sd “4”.

DUQC LUC HQC:

Cd ché€ hoat déng va tdc dung dudge ly:

@ cdp d6 phan tir, hiéu qua ciia tacrolimus 12 nhd vao gin két vdi cytosolic protein (FKBP12), mot thanh phin
chiu trach nhiém vé sy tich liy trong t& bao cla hgp chit. Hgp chat FKBP12-tacrolimus ¢6 sy gin két va tc ché
canh tranh ddc biét vdi calcineurin dan dén sy e ché calci phu thugc dudng truyén tin hiéu clia t€ bao T. Do d6
ngdn cdn su sao chép cta tip hdp cdc gen lympho mét cdch rdi rac.

Tacrolimus 14 mdt tdc nhdn c6 khd nidng ¢ ché€ mién dich cao va ¢6 hoat tinh trén ca in vivo va in vitro. Pic
biét, tacrolimus e ché hinh thanh cdc cytotoxic lympho gay doc t€ bio. Tacrolimus giy e ché hoat tinh t&€ bio
trg gidp T phu thudc t€ bao B ciing nhu viéc hinh thanh cdc (& biao lympho (nhu interleukins-2, -3 va y-
interferon).

DUJC PONG HOC:

Hap thu:

O ngudi Tacrolimus ¢6 thé dudc hap thu qua dudng tiéu héa. Nong dé dinh clia Tacrolimus (dang vién nang theo
dudng uéng) trong mau dat dudc trong khodng | - 3 gid. G mot s6 bénh nhén, tacrolimus lién tuc duge hép thu
trong khodng thdi gian dii. Sinh khd dung trung binh theo dudng uéng dao dong trong khodng 20 - 25%. Sau khi
udng (0,3mg/kg/ngay) ¢ bénh nhin ghép gan, ndng dé hiing dinh clia tacrolimus dat dudc trong vong 3 ngay &
m6t s& bénh nhin,

O ngudi khée manh, twong dudng sinh hoc cla tacrolimus 0,5mg, Img va Smg t§ 1& vai liéu diing. Ty 1& va pham
vi hip thu cda tacrolimus 16n hon khi d6i, thic &n lam suy gidm cd ty 1& va kha ning hip thu cia tacrolimus,
diéu nay dugc thé hién r& nhdt sau khi dn thirc in c6 ligng md cao. V4i bira in c6 lugng cacbonhydrat cao thi
dnh hudng nay bi€u hién it hon.

O bénh nhan ghép gan &n dinh, sinh khd dung dudng uéng ciia tacrolimus gidm sau khi an mét lugng thitc dn ¢6
ham lugng chit béo trung binh (khodng 34% ham lugng calories). Trong mdu, AUC (27%), Cmax (50%) gidm va
Tmax ting (173%).

O bénh nhin ghép thin 6n dinh vi ding tacrolimus sau khi ¢6 bita sdng theo chuan thi dnh hudng cda tacrolimus
thé hién it hon, trong mdu AUC va Cmax gidm (2 - 12%; 15 — 38%) va Tmax ting (38 — 80%).

Dong chdy ctia mit khong énh hudng d€n hip thu cla tacrolimus.

C6 sy twong quan manh mé gita AUC va néng d6 ddy wong mdu 8 trang thdi 6n dinh. Kiém soat néng do day
trong mdu s€ dua ra duge ddnh gid t6t vé hap thu todn than.

Phan bg va _thdi triv:

Tacrolimus dugc phin b3 réng khip cd thé. Nong dé phan bé hiing dinh dra vao ndng do huyél wong xap xi
1300L (6 ngudi khée manh).

Tacrolimus 12 chit ¢6 thanh thii thdp. O ngudi khée manh, (Gng thanh th3i oan phin (TBC) dugc danh gia theo
néng 46 m4u 1a 2,25 L/gid. Quan sdt & bénh nhan ghép gan, thin va tim, gid tri nay ldn lugt 12 4,1L/gid, 6,7L/gid
va 3,9L/gid. O bénh nhan nhi ghép gan TBC I6n gdp gn 2 1in so véi ngudi 16n ghép gan.

Thai gian bdn thii cla tacrolimus kéo dai. O ngudi khée manh, thdi gian ban thii trong mau xap xi 43 gi3. G
ngudi 16n va bénh nhi ghép gan, thai gian bén thii trung binh 13 11,7 gid va 12,4 gid so vdi 15,6 gid & ngudi Idn
ghép thin. Ty I thanh thdi ting 1am rit ngdn théi gian ban thai.
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Chuvén héa va sinh khd dung

Tacrolimus dudc chuyén héa rdng trong gan chii yéu nhd Cytochrom P450-3A4. Ngoai ra né con dude chuyén
héa & thinh rudt non. C6 mot vai chit chuyén héa dugc xac dinh. Chi mot trong cac chit nay dudc thé hién in
vitro ¢6 hoat tinh &c ché mién dich nhy tacrolimus. Céc chat chuyén héa ¢6 hoat tinh e ché mién dich yé&u.
Trong hé tuin hoan chi mét trong céc chit chuyén héa phi hoat tinh c¢6 ndng dé thip. Vi vay cdc chit chuyén
héa khong ¢6 vai tro trong hoat tinh dudc 1y cia tacrolimus.

CHI PINH:

Piéu tri duv phong thai ghép & bénh nhin ghép gan, thin va tim

Diéu tri tif chdi cay ghép khi da khang diéu tri v6i cdc thudc e ché mién dich.

LIEU LUGNG VA CACH DUNG:

Thudc ding dudng udng. Dung theo su chi ddn va dugc theo dbi cdn thin ctia bac si chuyén khoa.

Du v6 tinh hay ¢6 y hay khéng chiu su theo ddi ctia bac sy, tr thay ddi liéu ding hay kéo dai thdi gian ding
tacrolimus déu khdng an toin. Diéu nay ¢6 thé din dén viéc bi tif chdi cdy ghép hoic ting ty 1€ cac phin ing
khong mong mudn. Phdi duy tri liéu don véi tacrolimus va liéu diéu tri ddp Wng hing ngiy cho bénh nhin. Lira
chon ché€ d9 hay phac dd diéu tri phdi dugc thuc hién va gidm sdt bdi bdc s§ chuyén khoa.

Xem xét chung

Hudng diin sau day dudc xem nhu la li€u goi y diéu tri khdi ddu. Liéu tacrolimus phéi dwa trén cdc ddnh gi 1am
sang cla viéc phdn ¥ng hay dung nap ¢ méi bénh nhin nhd viéc ki€m tra ndng d6 mau, néu cdc dau hiéu 1am
sang cho thdy su phan ttng hién th&i thi nén xem xét d€n viéc thay ddi diéu tri thudc suy gidm mién dich.
Tacrolimus ¢6 th€ diing dudng tinh mach hodc dudng uéng. N6i chung liéu dung thudng bit diu bing dudng
uéng. Tacrolimus c6 thé dugc udng k&t hdp vdi cic thudce e ché mién dich khic & giai doan ddu cia hau phiu.
Liéu diing tacrolimus c6 thé phy thudc vio viéc chon thuéc suy gidm mié&n dich.

Cidch ding:

Liéu udng hing ngay chia thinh 2 1an sing va t8i. Udng thuéc vdi mot cde nude day.

Nén uéng khi d6i hodc it nha't 1a 1 gid trude hodc 2 — 3 gid sau khi &n d€ dat dugc hip thu i da.

D€ ngin ngta sy tir chéi ghép thi phai duy tri viéc ding thudc e ché€ mién dich, do d6 khong gidi han thdi gian
uéng thude.

Liéu ggi § ¢ bénh nhan ghép gan

Dy phong thdi ghép & ngudi ldn:

Li¢u khdi ddu 12 0,1 - 0,2 mg/kg/ngly chia 2 1dn, nén udng trong khodng 12 gid sau khi phiu thuat.

Né&u bénh nhén khong thé udng dude bing dudng miéng do tinh trang lam sang thi ¢6 th€ dung dudng tinh mach
0,01 - 0,05mg/kg/ngay va truyén lién tyc trong 24 gid.

Dy phong thdi ghép & tré nho:

Li€u khdi ddu la 0,3mg/kg/ngay chia 2 1dn. N€u do tinh trang lim sing khong diing duge dudng uéng thi diing
dudng finh mach vdi liéu 0,05 mg/kg/ngay va truyén lién tuc trong 24 gid.

Diéu chinh li€u trong thdi gian hiu phiu & ngudi I6n va tré nhd.

Thudng xuyén gidm liéu trong thdi gian diéu trj sau ciy ghép. N&u c6 thé d mot s6 trudng hop thi nén ngung
diéu tri k€t hgp vdi thude e ché mién dich khic, ma chi diéu tri vdi riéng tacrolimus.

Tinh trang cdi thién clia bénh nhan sau cay ghép cé thé lam thay ddi dude dong hoc cla tacrolimus va ¢6 thé
phdi diéu chinh liéu dung.

Diéu tri tit chdi cdy ghép & ngueoi lon va tré em

Tang licu tacrolimus, bé sung liéu phép corticosteroid di dugc xem xét d€ x( Iy ti chdi cay ghép, néu ¢6 cac
ddu hiéu ddc tinh nhu khé phat dm thi cé thé gidm liéu tacrolimus

Liéu @& nghi cho bénh nhén ghép than

Dy phong thdi ghép & ngwei lon

Liéu khdi ddu dudng udng tacrolimus 1a 0,2 - 0,3 mg/kg/ngay chia 2 1an (sdng va t6i). USng trong vong 24 gid
sau phiu thujt.

Néu khéng diing duge dudng udng do tinh trang 1dm sing clia bénh nhén thi ding liéu truyén tinh mach 0,05 -
0,1 mg/kg/ngay lién e trong 24 gid.

Dy phong thdi ghép ¢ tré nho

Liéu khdi diu dudng udng tacrolimus 13 0,3 mg/kg/ngdy chia 2 1in (sdng va t6i). Udng trong vong 24 gid sau
phau thuat.

Néu khong ding dude dudng udng do tinh trang ldm sang clia bénh nhan thi dung liéu truyén tinh mach 0,075 -
0,1 mg/kg/ngay lién tuc trong 24 gid.

Diéu chinh liéu ding sau cdy ghép ¢ ngui lon va tré nhi

Thuding giam liéu Tacrolimus sau mdt giai doan phiu thuit. Trong mot s6 trudng hop cu thé c6 thé ngung diéu
tri k€t hgp vdi thudc suy gidnm mién dich khdc va chi diéu tri don déc vdi tacrolimus.
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Tinh trang sau phiu thuit cda bénh nhan dugc cii thién ciing ¢6 thé 1am thay ddi duge ddng hoc cia tacrolimus
vi ¢6 thé cin phai diéu chinh lidu ding.

Tang liéu tacrolimus, bd sung liéu phép corticosteroid di dugc xem xét d€ xi Iy tir chSi cdy ghép, néu ¢6 cdc
dau hié¢u ddc tinh nhu khé phat Am thi ¢6 thé gidm liéu tacrolimus.

Liéu dé nghi cho bénh nhan ghép tim

Dy phong tir chdi cdy chép & ngudi lon

Tacrolimus ¢6 thé dudc si dung ciing vdi cic thude cam ng khang thé (cho phép diéu tri khdi diu chim véi
tacrolimus) hofic § nhitng bénh nhén ¢4 tinh trang 1dm sing én dinh ma khong cin ding dén thude cdm Ung
khang thé.

Né&u dung vdi thudc cdm ng khang thé thi liéu diéu tri khdi dau cla tacrolimus 13 0,075mg/kg/ngay chia 2 lin
(sdng va (8i).

Diing liéu khdi ddu trong vong 5 ngay sau khi phiu thudt hodc sém hdn & bénh nhin c6 tinh trang 1am sang 6n
dinh. Néu khong dung duge dudng udng do tinh trang lim sing ciia bénh nhin thi ding liéu truyén inh mach
0,01 - 0,02 mg/kg/ngay lién tuc trong 24 gid.

Mot phidc dd diéu tri khdc dd dude biét dén khi ding tacrolimus dudng udng cho bénh nhin trong vong 12 gid
sau phiu thudt, phdc db ndy dugc dp dung cho bénh nhin khéng bi suy gidm chic ning, nhu chifc ning thin,
Trong trudng hgp nay thi liéu udng khdi diu 1a 2 - 4 mg/ngay, ding két hgp vdi mycophenolat mofetil va
corticosteroid hodc k&t hgp vdi sirolimus va corticosteroid.

Dt phong thdi ghép & tré nho

C6 thé ding ciing hodc khéng tacrolimus vdi cdc thudc cdm ¥ng khéng thé trén bénh nhi ghép tim

O bénh nhan khéng ding thudc cdm (ng khang thé, néu khdi ddu bing dudng truyén tinh mach thi liéu dung la
0,03 - 0,05 mg/kg/ngay lién tuc trong 24 gids dé dat dugc ndng dé tacrolimus trong mau la 15 — 25ng/ml. Bénh
nhin ¢6 thé chuyén sang ding dudng udng cing s6m cang (6t dya trén tinh trang 1am sang. Liéu ung khdi dau
1a 0,3mg/kg/ngay, bit diu 8 - 12 gid sau khi ngung ding dudng truyén.

Néu dung cing v3i thude cdm ¥ng khang (hé thi liéu khdi ddu tacrolimus la 0,1 - 0,3 mg/kg/ngay, chia 2 lin
(sdng va 16i),

Piéu chinh liéu diing sau cdv ghép & nguari lon va tré nhé.

Tacrolimus thugng duge gidm li€u sau giai doan cdy ghép. Tinh trang sau phdu thud( clia bénh nhin duge cdi
thién ciing ¢6 thé lam thay ddi duge dong hoc ciia tacrolimus va c6 thé cin phii diéu chinh liéu ding.

Diéu tri trix chdi ¢dy ghép & ngudvi ldn va tré nhd

Téng liéu tacrolimus, bd sung liéu phdp corticosteroid da dugc xem xét d€ xi¥ Iy tif chdi cay ghép.

O ngudi 16n chuyén sang ding tacrolimus thi lidu khdi ddu 12 0,15 mg/kg/ngay chia 2 ldn sdng va (5i.

O bénh nhi chuyén sang diing tacrolimus dudng udng thi liéu khdi diu 12 0,2 - 0,3 mg/kg/ngay chia 2 ldn sdng va
(Bi.

Khuyén cdo lidu luang trong tir chdi diéu tri, cdy ghép khdc

Liéu dé nghi cho bénh nhin ghép phdi, tuy va ruét dya trén dir liéu 1am sang con han ché. O bénh nhin ciy
ghép phéi liéu khdi ddu la 0,1 - 0,15 mg/kg/ngay, bénh nhin ciy ghép tuy 1a 0,2 mg/kg/ngay va ciy ghép rudt la
0,3 mg/kg/ngay theo dudng udng.

Diéu chinh lidu diing ¢ bénh nhin dic bigt

Bénh nhan suy gan

Can gidm liéu & bénh nhan suy gan ning d€ duy tri ndng do ddy trong mau trong dao déng gidi han dich.

Bénh nhédn suy thin

Do duge déng hoc cta tacrolimus bi thay ddi do chifc ning thin nén khong diéu chinh liéu ding. Tuy nhién do
khd ning ddc tinh thin cla tacrolimus nén cdn phdi theo doi chit ché chiic ning than (bao gém cdc yéu & nhu
néng o thanh thii cretinin huy€t wdng, tri s§ thanh thai creatinin va kiém sodt lugng nude ti€u dau ra)

Bénh nhi

N6i chung li€u cho bénh nhi cao hdn gap 1,5 - 2 14n so vdi ngudi I6n d€ dat duge ndng d6 trong mau nhy ngudi
18n.

Nguwai gia

Khéng c6 bing chitng d€ dua ra viéc diéu chinh liéu ding cho nguwi gia.

Chuyén thudc

Nén than trong khi cho bénh nhin dang ding ciclosporin sang diing tacrolimus. Piéu trj khdi ddu vdi tacrolimus
sau khi di kiém tra ndng d6 trong mdu ciia ciclosporin va tinh trang lim sang ctia bénh nhan. N&€u néng 46 ciia
ciclosporin vin cao thi chua dugc diing tacrolimus. Trén thuc t&€ ¢6 thé dung tacrolimus sau tif 12 - 24 gid ngung
diing ciclosporin. Ti€p tuc ki€m tra néng do cda ciclosporin sau khi da chuyén sang ding tacrolimus do thanh thai
ctia ciclosporin vin ¢6 thé bi 4nh hudng.

CHONG CHI PINH:
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Qud man vdi tacrolimus hay macrolide hay bt ci thanh phin nio ciia thudc.

KHUYEN CAO VA THAN TRONG:

Thdi gian ddu sau khi ciy ghép, ¢in ki€m tra cdc thong s6 nhu huy&t 4p, ECG, thin kinh, tinh trang m4t, ndng do
glucozo huyét khi d61, dién gidi (dic biét 1a kali), chifc ning gan va thin, théng s& huyét hoc, tri s6 déng mau va
protein huyét twong. Néu c¢6 nhitng thay d8i lam sang thi cdn phai xem xét diéu chinh phac dé diéu tri suy gidm
mién dich.

bi ¢6 mét s§ 18i dude quan sit trong qud trinh diéu tri bao gébm cd do v tinh thay thé thuSc hodc ding
tacrolimus kéo dai ma khong c6 su gidm sit chat ché. Diéu ndy din dén cdc phdn dng khéng mong muén
nghiém trong bao gdm cd tir chdi ghép hodc nhitng phén ing khic ¢6 thé 1a hau qua cla ding khdng ¢6 s gidm
sdt hay qud liéu tacrolimus. Nén duy tri li€u don tacrolimus d€ thay dvgc phdn #ng hang ngay vdi phic dé diéu
tri, thay ddi liéu dung hay phac dé diéu tri phdi dugc béc s§ chuyén khoa gidm s4t chit ché.

Nén trdnh ding cac loai dung dich thdo dugc trong khi dang diéu trj véi tacrolimus do nguy ¢d tuong tic din dén
gidm nong do tacrolimus trong mdu va gidm hiéu qua lim sang cla tacrolimus.

Tiéu chdy cling lam cho néng do cia tacrolimus trong mau thay déi dang k€, do viy can ki€m tra ndng do
tacrolimus trong mdu trong thdi gian tiéu chay.

Khéng nén diung két hgp tacrolimus va ciclosporin va nén thin trong khi ding tacrolimus & bénh nhan trudc dé
di diéu tri véi ciclosporin.

Hi€m c6 bdo cdo vé bénh cd tim nhy bi phi dai tim thit hay phi dai vdch ngiin. Hau hét cdc trudng hop xay ra &
tré nhé do ndng dé ddy trong mau cla tacrolimus cao hon ndng do 16i da khuyén cdo, Céc tinh trang khic ciing
dd dugc quan sdt & diéu kién lam sang bao gdm tién st bénh tim mach, ding corticosteroid, cao huyét ap, r6i
loan chite ning gan thin, nhiém triing, trif nu6c, phu. Theo d6 bénh nhin cé nguy cd cao, dac biét 1a ré nhd va
nhirng ngudi suy gidm mién dich cin phdi theo di bing cdch siéu dm tim hoic ECG trudc va sau ciy ghép (nhu
3 thang ddu va 9 — 12 thdng sau d6). Néu cdc bat thudng ti€n tri€n thi gidm lidu tacrolimus hodc c6 thé xem xét
thay ddi thude diéu tri suy giam mién dich. Tacrolimus giy kéo dai khodng QT tai thoi di€m nay lai thi€u bing
chitng tin cdy d€ giy Torsades de Pointes. Nén thin trong khi ding thudc & bénh nhan bi chdn dodn hoic nghi
ngd hoi chitng QT kéo dai bim sinh.

Pi ¢6 bdo cdo vé EBV ti€n tri€n ¢6 lién quan d€n r6i loan lympho & bénh nhan diéu tri véi tacrolimus. O tré
nhé (dudi 2 tdi), EBV-VCA am tinh dd dugc bdo cdo c6 nguy co ting rGi loan lympho ti€n tri€n. Vi viy & nhém
bénh nhdn nay, cin phii chin dodn EBV-VCA huyét thanh truc khi bit ddu diéu tri vdi tacrolimus va vin ti€p
tuc theo ddi chit ché EBV-PCR trong qué trinh diéu tri. EBV-PCR duong tinh c6 thé kéo dai trong nhiéu thing
ma khdng bi chin dodn 12 bénh lympho.

Di ¢6 bdo cdo vé hdi chitng bénh nio ddo ngugc hiu ti€n tri€n (PRES) & bénh nhin diéu tri véi tacrolimus. Nén
ti€n hanh lam tia X @ cdc bénh nhin ¢6 bi€u hi¢n nhv dau dau, thay thdi trang thai tim thin, dong kinh, r8i loan
thi lvc. Néu chdn dodn 12 PRES thi ¢iin phéi ki€m tra huy&t 4p va ngung diéu tr vdi tacrolimus. Hiu hét cdc
bénh nhdn déu binh phuc sau khi ¢6 cdc bién phép diéu tri thich hgp.

Bénh nhan diéu tri vdi cic thude ¢ ché€ mién dich bao gém ¢ tacrolimus ¢6 nguy c¢d cao bi nhiém khuin co hoi
(vi khudn, ndm, vi it va protozo). Hau hét cdc nhiém khuin nay déu Ia do vi rit BK ¢6 lién quan dén bénh thin
va virut JC lién quan d€n bach cdu ndo da & ti€n rién (PML). Céc nhiém khuin nay thudng lién quan nhiéu dén
t6ng lugng thude e ch€ mién dich cao va ¢6 thé din dén ui vong. Do d6 bic sy cAn phdi xem xét thin trong cic
bénh nhén ¢6 hi chitng chite nang thin hodc thin kinh.

Ciing nhv cdc thude e ché mién dich khdc, do nguy ¢d tiém dn clia nhitng thay ddi da 4c tinh nén han ché ti€p
xtic v6i dnh ndng va tia UV bing cich mic quan do bdo hd va st dung kem chéng ning ¢6 chi sd chdng ning
cao.

V6i cdc hgp chat e ché mién dich manh, nguy cd ung thu thit phat vin chua dudc biél.

Khéng nén diing tacrolimus & bénh nhén ¢6 vin dé di truyén khong dung nap galactose, thiéu hut Lapp lactase
hodc kém hip thu glucose-galactose.

THOT GIAN MANG THAI VA CHO CON BU:

Cic dit liéu rén ngudi cho thiy tacrolimus di qua hing rao nhau thai. R4t it dif liéu & bénh nhin cdy ghép cho
thily khéng c6 biing chitng vé nguy cd ting cao nhitng phin ttng khéng mong mudn & thdi ky mang thai khi diéu
tri tacrolimus so v4i cdc thude e ché€ mién dich khdc. Tuy nhién vin cin phdi cin nhic gita nguy co va Igi ich
cho bio thai khi dung tacrolimus & phu ni¥ mang thai.

Di ¢6 dif liéu trén ngudi chi ra ring tacrolimus ¢6 i€t qua s¥a. Vi viy phu nf nén ngung cho con bi néu dang
ding tacrolimus

ANH HUGNG LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Tacrolimus c6 th€ giy r8i loan thi luc va thin kinh. Anh hudng nay cang ting khi uSng tacrolimus vdi con.
TUONG TAC THUOC:

Tuong tdc chuyén hia
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Tacrolimus dude chuyén héa tai gan nhd CYP3A4 va né ciing duge chuyén héa nhy CYP3A4 tai thanh rugt non.
St dung k&t hgp cdc loai thudc hoic cdc loai thdo dugc giy e ch€ CYP3A4 c6 thé dnh hudng dén chuyén héa
clia tacrolimus va do d6 lim ting hodc gidm néng d6 mdu. Vi viy cin phdi ki€m sodt néng dd tacrolimus trong
méu khi k€t hgp vai cdc chat ¢6 khd niing 13m thay d8i chuyén héa CYP3A va diéu chinh liéu tacrolimus thich
hgp.

Cdc chdt ic ché chuyén hda

Trén lim sang cc chit dc ché chuyén héa dugc biét dén 1 1am ting ndng d6 tacrolimus trong mau. Tuong tic
manh khi k€t hgp vdi cdc thude khdng ndim nhu ketoconazole, fluconazole, itraconazole va voriconazole, cic
thuSc khdng sinh macrolide nhu erythromycin hode cdc e ché proteas HIV (nhu ritonavir). Cin phéi gidm liéu
tacrolimus khi sif dung cic két hop nay.

Tuong tic y€u hon dude quan sdt vdi clotrimazole, clarithromycin, josamycin, nifedipine, nicardipine, diltiazem,
verapamil, danazol, ethinylestradiol, omeprazole va nefazodone.

In vitro cdc chdt sau dugc cho 12 ¢6 khd ning c ché€ chuyén héa ciia tacrolimus: bromocriptine, cortisone,
dapsone, ergotamine, gestodene, lidocain, mephenytoin, miconazole, midazolam, nilvadipine, norethindrone,
quinidine, tamoxifen.

Nudc ép trdi cay cling 1am ting ndng dd tacrolimus trong mdu. Do d6 nén trinh k&t hgp nay.

Cdc chdt kich thich chuyén héa

Trén lam sang cdc chat bi€u hién 1am gidm ndng dd mdu clia tacrolimus phin nhém nhu sau:

Cic chilt ¢ twong tic manh 12 rifampicin, phenytoin hay St.John's Wort, do d6 cin phdi gidm liéu tacrolimus &
hiu hét cdc bénh nhan. Cdc dau hiéu wong tic lam sing cling dugc quan sdt véi Phenobarbital. Liéu duy tri cia
corticosteroid cling lam gidm ndng d6 miu cda tacrolimus

Prednisolone hay methylprednisolone liéu cao diang cho diéu tri phdn tng cAp ciing c¢6 kha ning gdy gidm hoac
ting nng do trong méiu clia tacrolimus,

Carbamazepine, metamizole va isoniazid c¢6 khd ning gy gidm ndng d6 tacrolimus

Anh hudng cia tacrolimus [én chuyén héa ciia cdc thudc khic

Tacrolimus 12 mot CYP3A4 vi viy két hop tacrolimus vdi cdc thudc duge chuyén héa nhd CYP3A4 c6 giy thé
dnh hudng dén chuyén héa cla nhitng thude ndy. Thdi gian bdn thdi cia ciclosporin kéo dai khi ding ddng thdi
véi tacrolimus, hon nita dnh hudng doc tinh thin ciing ¢6 thé x3y ra. Vi nhitng 1§ do nay khéng nén két hop
tacrolimus vdi ciclosporin vi nén thin trong khi ding tacrolimus ¢ nhitng bénh nhdn trudc dé da diung
ciclosporin. Tacrolimus lam ting ndng d6 mau cia phenytoin.

Do tacrolimus ¢6 th€ lam gidm thdi cdc thudc tranh thai steroid-bazo din dén ting hormone toan thin, nén dac
biét thin trong khi lya chon bién phdp tranh thai.

Vén con gidi han dit liéu vé twong tic gilta tacrolimus va thudc nhém statin. Mot s& dir liu cho ring duge dong
hoc ciia statin khéng thay ddi nhiéu khi k&t hgp vdi tacrolimus.

Cidc twong tic khdc gay ra higu ing 1im sing bt Igi

K&t hgp ddng thdi tacrolimus véi cdc thudc ¢ doc tinh thin hodc thin kinh (nhu aminoglycoside, céc chat tc ché
gyrase, vancomycin, cotrimazole, NSAIDS, ganciclovir hodc acyclovir) s& lam ting dnh hudng doc tinh cla cic
thudc.

Bdc tinh thdn cling ting khi diing tacrolimus két hdp véi amphericin B va ibuprofen.

Diéu tri véi tacrolimus ¢6 th€ lién quan dén ting kali huyét hoac lugng kali cao, cac thude Igi tiéu it kali (nhu
amiloride, triamterene hodc spironolactone), viy nén tranh k&1 hop véi cdc thudce nay.

Thudc ¢ ché€ mién dich ¢6 (hé dnh hudng dé€n ddp Wng vai vaccine va vaccine tiém phdng trong qud trinh diéu
tri vdi tacrolimus. Nén trinh k€t hap niy.

Gén két protein

Tacrolimus gin k&t cao v3i protein. Khd ning twong tdc vi cc thudc ¢6 tinh 4i luc cao vai protein huy€t twong
(nhu NSAIDS, thudc chong dong dudng udng, hodc thude chdng ti€u dudng dudng ubng) cling da dugdc quan sat.
TAC DUNG KHONG MONG MUON:

Céc tdc dung khéng mong mudn cé lién quan dén cic thude e ché mién dich thudng rdt khé d€ xdic dinh do
bénh nhin sit dung déng thdi nhiéu loai thudc

Cdc tdc dung khong mong muén néu dudi diy c6 thé ddo nguge va/hodc ddp ing vdi viéc gidm liéu. Dung céc
thudc dudng udng c6 ty 1& phin wng khdng mong mudn thip hon so vdi ding dudng tinh mach. Cac phdn ng sau
dugc liét ké theo thi tr gidm dan dua trén tin sud't xdy ra.

Nhiém khudn va nhiém ky sinh tring

Nhu da bi€t v8i cdc chit itc ché mién dich, bénh nhan dang diéu tri v6i tacrolimus thudng bi ting nguy cd nhiém
khudn (virut, vi khudn, nim, protozo). Bgt nhiém khudn trudc d6 c6 thé trd nén trdim trong han, ¢6 thé bi nhiém
khuin tai chd hoic toan thin.

U lanh tinh, u ¢ tinh vd khéng xdc dinh (bao gdm cd u nang va polyp): nguy cd vé ting phét trién u 4c tinh xdy
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ra § bénh nhin dang diéu tri vdi cic thuéc dc ch€ mién dich. U lanh tinh ciing nhy 4c tinh bao gém ca r6i loan
lymphoproliferative ¢6 lién quan dén EBV va u da dc¢ tinh ciing da dugc béo cdo khi diéu tri vdi tacrolimus.

R67 loan mau va h¢ bach huyét

Thudng gip: thi€u méu, gidm bach cdu, gidm ti€u ciu, ting bach cdu, hdng ciu (€ bao bit thudng

ft gap: bénh déng mdu, d5ng mau va phén tich chiy mau bat thudng, gidm toan thé huyét cdu, gidm bach ciu da
nhin trung tinh.

Hi€m gip: ban xuit huyét gidm ti€u ciu huyé&t khdi

R4i loan hé mién dich: phdn wng di @ng va phdn vé

R67 loan néi tiét

Hi€m gip: ching moc 16ng nhiéu

R67 loan chuyén héa va dinh dudng

Thudng gip: ting glycerin huy€&t, bénh tiéu dudng, ting kali huyét

It gap: gidm magie huyél, ting photphos huyé&t, gidm kali huyét, gidm calci huy€l, gidm natri huy&l, trir nudc,
ting ure huy€t, gidm thém in, chdn an, nhiém axit chuyén héa, gidm lipid huyét, ting cholesterol huyét, ting
triglyceride huyét, cdc bat thudng dién gidi khdc.

Hi€m gip: mit nudc, ha protein huyét, ting phosphate huyét, gidm dudng huyét.

Réi logn thin kinh

Thudng gip: chitng mat ngi

It gap: cdc triéu chifng lo du, r&i loan va mat phudng hudng, trim cdm, tim trang chdn ndn, i loan trang thdi va
rdi loan, con éc mdng, do gidc, loan .

Hi€m géip: réi loan tim thin

R67 loan hé thin kinh

Thudng gap: ring minh, dau diu

It gap: co giat, r6iloan y thife, di cdm va r8i loan cdm gidm, thin kinh ngoai vi, chéng mat, r6i loan hé thin kinh

Rat it gdp: hon mé, xudt huy&t hé thin Kinh trung uong va tai bi€n mach mau ndo, liét, bénh nio, r8i loan ngdn
ngi¥, mit tri nhd.

Hi€m gap: tang truong luc cd

Rat hi€m gip: chitng nhudc cd

R67 Joan thi gidc

Thudng gip: md mit, ching sg dnh sdng, r6i loan thj hyc

[t hap: duc thily tinh thé

Hi€m gip: mi

R67 loan tai va tai trong

Thudng gap: U tai

Hi€m gip: liét than kinh cdm gidc

Rit hi€m: suy gidm thinh gidc

Ré7 loan tim mach

Thudng gap: r6i loan ddng mach vanh thiéu mau cuc bo, nhip tim nhanh

ft gap: rdi loan tam thit va ngh&n tim, suy tim, bénh cd tim, phi dai tim that, ri loan nhip trén that, dénh trong
nguc, diéu tra ECG bt thudng, nhip va mach tim bt thudng.

Hi€m giip: tran dich ngodi mang tim

Rat hi€m gap: siéu dm tim bat thudng

Ré7 loan mach

Rat thudng gap: ting huy&tdp

Thutng gip: xudt huyét, huy€t khdi va thi€u médu cyc bd, rdi loan mach mdu ngoai bién, réi loan mach mau ha
huy€t dp

{t gap: nhéi méu, huy&t khéi tinh mach sau & chi, séc

Rd1 loan hé hap, ngue va trung that

Thudng gép: kho thd, rdi loan nhu méd phdi, tran dich mang phdi, viém hong, ho, nghet miii va nhiém khudn

[t gip: suy ho hdp, r8i loan dudng hé hap, hen suyén

Hi€m gap: hoi chirng suy ho hip cip

Réi loan tiéu hoa

R4t thudng giip: tiéu chdy, budn nén

Thudng gip: nhim khuidn dudng tiéu héa, viém loét va thing dudng tiéu héa, xuat huyét tiéu héa, viém miéng
va loét, ¢ trudng, ndn mifa, dau bung, ddu hiéu va triéu chitng khé tiéu, tio bon, diy hai, ddy hoi va truéng
bung, phin léng, diu hiéu va tri¢u chitng dudng tiéu héa.

It gap: liét tdc rudt, viem phic mac, viém wy cip va min tinh, ting amylase mdu, bénh trao ngudgc thuc quin.
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Réi loan gan
Thudng gip: bt thudng enzyme gan va chifc ning gan,  mat vd vang da, t6n thudng 1€ bao gan va viém gan,
viém dudng mat.

Hi&€m gip: huy&t khéi déng mach gan, tic tinh mach gan

Rathi€m: suy gan, hep dng mat

R6i loan da va mé mém du'di da

Thudng gap: ngwa, phét ban, rung toc, mun tring cd, ting ti€t md hdi

[t gip: viém da, nhay cdm vdi dnh sdng

Hi€m giip: hoi ching Lyell

Rat hi€m gip: héi chitng Steven Johnson

R0i lean co xuong va mé lién két

Thudng gip: dau khdp, chudt rit, dau & chin tay, dau lung

ft gap: r6i loan khdp

Ro7 loan thin va tiét nig¢u

Rat thudng gip: suy thin

Thudng gip: suy thdn, suy thin cdp tinh, thi€u niéu, hoai wr ong thin, déc hai thin, nude tifu bat thuding, cic
triéu ching bang quang va niéu dao

{t gap: v6 niéu, hdi chimg tan huyét uraemic

Hi€m gap: bénh thin, viém bang quang xudt huyét.

R67 loan ngue va hé sinh sdn

It gap: dau bung kinh va chdy mau ¢8 t cung

Roi loan chung

Thuong gip: tinh trang suy nhudc, roi loan s6t, phd né, dau va khé chiu, ting alkalin phosphatase huyél, ting
cin, 161 loan than nhiét.

ft gap: suy da phi tang, bénh cim, khéng dung nap nhiét dg, cdm gidc hdi tic nguc, cdm gidc bdn chén, bat
thudng, ting lactate dehydrogenase huyét, gidm cn.

Hi€m gap: khit, tic nguc, viém loét

Rit hi€m gip: ting mé md

Chin thuong, ngd dic va biéh chitng phie tap

Thudng gip: 18i loan chifc ning chinh

QUA LIEU:

Con it kinh nghiém vé qud li€u. Mot s& trudng hgp do v tinh qud liéu di dugc bdo cdo, cdc triéu ching bao gdm
run, nhifc ddu, budn nén va 6i mia, nhiém khuin, ndi mé day, thg ¢, ting ure nitd huy€t va ndng do creatinine
huyé&t thanh.

Khéng ¢é thude dac hiéu d€ chira qud liéu tacrolimus. Néu qud liéu x3y ra, sit dung bién phap diéu tri triéu
ching cin dugc ti€n hanh thich hgp. Ciin cf vao trong lugng phin tf cao, dd hoa tan dung dich thip, va hdng cau
md réng va gin vdi protein huy€t twong, tacrolimus dugc cho la khdng thim tich dugc. o} nhitng bénh nhan néng
dd huy€t tuong rit cao, loc mdu c6 hiéu qud trong viéc gidm ndng do doc hai. Trong trudng hgp nhiém doc
duding udng, c6 thé rira da day va / hodc st dung than hoat tinh.
HAN DUNG:

24 thang k€ 1Y ngay sdn xuat.

S8 16 sdn xudt (Batch No.), ngay sdn xuat (Mfg. date), han ding (Exp. date): xin xem trén nhiin hop va vi. Ngay
hét han |3 ngay 01 ciia thang ghi trén nhan.
BAO QUAN:

Giir thudc ndi khd mat, trdnh dnh sing.

Bao quan & nhiét do dudi 30°C.

TIEU CHUAN CHAT LUONG:

Tiéu chudn cd sd.

PONG GOI:

Hop chita 10 vi x 10 vién

L

San xuat bdi;
CADILA HEALTHCARE LIMITED
Kundaim Industrial Estate, Ponda, Goa 403 401, An D§.
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