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THANH PHAN CONG THU'C THUOC

A It. Vg hira:
Thenh phan hoat chai: Tacrolimus (dudi dang Tacrolimus monohydrat) Smg.

Thanh phan ta dipe: Ethyleellulose (type 9-11 mPa.s), Butylhydroxytoluene, Hypromeliose (type 4000
mPa.s), Lactose monohydrate, Magnesium stearate, vo nang gelatin s 0 (thanh phin v nang: gelatin,
titanium dioxide, iron oxide red, ron oxide vellow, red printing ink*).

[*Shellac glaze ~ 45% (20" esterified) in ethanol, FD&C red #400allura red AC pluminum lake, n-butyl
alechol, propylene glyeol, tilanium dioxide, SDA 3A alcohol 27 CFR (ethanol, methanaol ) ).

DANG BAO CHE

Vien nang cing gial phong kéo da.

M6

Vidn nang gelatin 40 0 o6 ndp mau do dim, thin méu cam déim, duoe in “Smg"” bing mue dd trén nﬁp.
CHI BINH

Phong ngira thii ghép gan hay thin & nguin nhén triomg thinh.

Biéu trj ohimg truimg hop thai ghép di sinh khing v che logi thude ire ché mién dich khic & ngwdi
truimyg thanh.

CACH DUNG, LIEU DUNG

Cich ding

Acezym XR 1a dang bio ché m’mg ngay 1 ln coa tacrolimus. Diéu trj werolimus doi hoi phii cb sy giim
sat cin thiin boi cic nhiin vién dugc trang bj kién thire v dyng cy thich hgp. Logi thude nay chi duge
diing theo dom thude, vi nhimg thay doi trong diéu trj (e ché mién dich chi duge thyre hign bai cic bie
si co kinh nghiém trong didu trf (rc ché midn dich vi xir iri nhitng bénh nhiin ghép tang.

Khéng nén chuyén doi cic dang bao che duimg usng khic nhay cus merolimus ma khing co sy gidm
sat trén lam sang,
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Vige chuyén doi I:In‘mg chi dich, votinh huﬁ-.‘: khong co gim sdt gilra cde dang bao ché diromg uing vin
dang bao cheé duimg uung wii cde tinh chat phong thich hogt chat khic nhau cia tacrolimus 1a khong an
todn, Bty ndy eb the dan tol sy thai ghép hay ting L sudt cla che tie dyng phy, bao gum {re ché mién
djch khong da hode gua mire, do nhimg khac bigt 6 ¥ nghia lam sing & cac m‘m;. d thude tacrolimus.
Bénh nhin nén duge duy tri vii mdt dang bdo ché cua tacrolimus vii ché 80 lidu hing ngdy lrong (mg:
rhitng thay ddi vé dang bao ché hay phic db chi duge thye hién dudi .rq,r gilm st chit ché cia I:huyfn
gia ghép tang. (xem phin Canh bdo v thin 'qumg khi ding thude v phun tic dyng khing mong munn]
Sau khi th.m:n qua dang bao chr.: khiic, theo di nong 6 thude trong tri ligu phii duoe thyre hién va didu
chinh liéu dé dam bao duy tri nong dd todn thin coa tacrolimus.

Liéu ding

Lieu ding khuyén cio ban dau duge the hign ben llum chi nén xem nh hur‘mg; diin. Tacrolimus duge
cho dimg thuimg quy ket hgp vii cée thude e ché mién dich khic trong giai dm;u'l difu sau phiu thujt
LH".'H diing co thé thay ddi phy thude vao phic do ire ché mién dich duypce chon Lidu Tacrolimus nén chi
wiu dym viso danh gid ldm sing cda sy thai ghép va kha ning dung nap cia moi cd nhian bénh nhin dupc
trén theo ddi ndng 4 thube trong mau (xem phiin Theo di ndng 3 thude trong trj ligu bén dudi), Néu
dhu higu Jam sang cio thai ghép tré nén rd rang, thi phii xem xét thay dbi phac 4o (e ché mién dich.

( nhimg bénh nhiin mdi ghép gan va thiin, AUC, 24 clia tacrolimus trong ngiy | thi thip hom lan et ta
WP v S0 so vdi vién nang cimg gial phong ngay & clng lidu. Vao ngay thir 4, nong & toan thin
duge do lutmg bai ndng df day thi twong tr ddi v cd bénh nhiin ghép gan vi thiin vai ca hai dang bao
ché. Theo déi cén thin v thiimg xuvén ndng 40 diy cia tacrolimus duge khuvén céo trong hai tudn
diiu tién sau ghép voi Acezym XR dé dam bao ndng dd thubc day di trong khodng thii gian ngay sau
ghép tang. Vi tacrolimus 14 mt chit o6 3§ thanh thai thap, didu chinh ché 48 licu Acezym XR c6 the
cin vii ngay de dat duge giai dogn dn dinh,

Dé e ché sy thii ghép, e ché mu!'n dich phai direre duy trd, vi vily khéng c6 gioi han nao v thini gian
dii v phac dé thuie Ll-lflng co thé durge sir dyng.

Phd i thili ghiéo thi
Dié_u. tri bing Acezym XR nén duge khai dbu vii lidu 0,20 - 0,30 mp/kgngiy, ding ngiy mdt lin vio
budi sang. Ding thuide nén bit ddu rong vong 24 gt sau khi hodn it phiu thugt,

Lifu Acezym XR thuimg duge gigm trong thai gian sau ghép. Trong mdt 56 ca ¢o the ngung diéu tri
thud (e ché mién dich di kém, chi st dyng Acezym XR dom irj liéu. Nhimg thay d5i vé tinh tryng cia
bénh nhin sau ghép co thé thay doi tinh chiéit duge Iy ciin tacrolimus va eb the doi hai chinh thém nita.
Phi ra thii ghe n

Diéu tri bang Acezym XR nén duge khai diu vioi lidu 0,10 - 0,20 mg/kg/ngay. ding ngiy mit lin vio
budi sdng. Ding thudc nén bit diu khoang 12 - 18 gid sau khi hoin 1t phiiu thugt,

Lidu Acezym XR thuimg duge gidm trong thiri gian sau ghép, Trong mét s ca c6 thé ngumg digu tri

thude e che min dich di kém, chi st dyng Acezym XR dom trj ligu. Nhimg thay doi vé tinh trang ¢da
bénh nhin sau ghép co thé thay doi tinh chit duge 1¥ cua tacrolimus va co the doi hot chinh thém nir.
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"*Fhﬂ'l‘lg b‘;nh nhin ghép tang dj sinh dang duoc duy tri lidu ngay 2 lin vin vién nang giai phnng_ ngay
cin chuyén gua ngay mdt ldn vién nang cimg piai phong kéo dai ALewm XR nén duge chuyén theo ¥
I 1:1 (mg:mg) trén tong lidu hang nghy. Acezym XR nén duge udng vao budi sing.

o nhimg bénh nhin on dinh duge chuyén tir vién nang giai phéng ngay (ngay 2 lan) sang vién nang
cimg gidi phong kéo dai Acezym XR (ngy | lin) theo 1 1€ 1:1 (mg:mg) theo tdng lidu hing ngiy, ndng
di todn thin doi vl tacrolimus (ALCo.24) d0i vii Acezym XR thi thap hom khoang 10% so vai vién
nang giai phong ngay. Méi tromg quan giths cac ndng 46 diy cia tacrolimus (Cia) v nong & todm thin
(AUCa24) 361 viri Acezym XR thi tuong ty nhau, Khi chuyén tir vién nang giai phing ngay sang vién
nang cimg gai phong kéo dﬂl Acezym XR, nong d:.l dﬂ} mén duge do i kh chuyén qua va trong
ving hai Tudn S-ELL k]:l.i L.]:Iuj.'ﬁn thude. Sml khi i..hu}rm thudi, nunb ¢ day werohmus phai duge theo dii
vt chinh licu ncu can thiét 4¢ duy tri nong &0 1odn thin tuong Ly

Chuveén tir ciclosporin sang taerolimus

Phai thiin trong khi chuyén bénh nhin tir ligu phap diée trj chd véu dya trén ciclosoprin sang chi yéu
dira trén tacrolimus (Xem phin Canh bédo vi thiin trong khi ding thude va Tuomg tic thude). Si dyng
kit hop il I:'ir:ll::spnrin vii werolimus khing duge k.hu}rén cao. Pidu tri vin Acerym XR chi nén hit
diu sau khi xem xét nong do ciclosporin mdu vi tinh trgng lim sang cia bénh nhnn MNén hnin dung
thudc néu co mire nﬁng di culuspnnn tnm; miu ting. Trong thire hanh, ligu phﬁp didu irj chii :..'Eu dun

trén tacrolimus duge khiri diu 12 — 24 gilr sau khi ngung ciclosporin. Theo di nong dé ciclosporin miu
nén dugpe tiep tpe sau khi chuyén thude vi & thanh thai cia ciclosporin cé thé bj anh huimg.

idy i ching thai ghe

Tang li¢u tacrolimus, bo sung trj li¢u cortisteroid va dua vao mdt liéu trinh ngdn cua khing the don/ds
dong, tit ca 43 timg duee ding & xir td nhimg gisi doan thai ghép, Néu cé ddu hidu dic tinh nhu cée
phan img thudc ning da duge ghi nhin (xem e dung khing mong mudn), liéu Acezym XR cd the cin
phii guam.

Digu tri chemg thai whep di sinh sau ghep gan hode thean

l-lf'ni v vige chuyen 1ir cic ll'!ufu.: wre che mién dich khic sang Acezym XR ngay | lan, vige diéu trj nén
biit ddu v litu udng khii diu nhu lidu dupe Khuyén cdo tuong (mg cho triemg hop phong ngira thai
ghép & ghep gan hay ghep thin.

Bicu tri cheing thai ghép di sink sau ghép tim

(3 nhirng bénh nhén truong thanh duge chuyén sang Acezym XR. licu uong ban diu 0,15 mpke/ngiy
nén duge ding ngity m{t litn vio budi sing.

Diéu tri chong thai ghep di sinh sau ghép mhitmg fang ke

Mic du khﬁng co kinh nghi¢m 1am sang vin Acezvim XR & nhimg bénh nhan dm.n. gh-l:p phii, tyy I'E}'

ruiit, thuoe da duge s dyng trén nhimg bénh nhin duge ghép phdi voi lieu khii duu biing dwimy uing
i 0,10-0,15 mg'kenghy, trén nhimg bénh nhin ghép ty liéu khéi diu duimg wing Lh 0,2 mg/ke nely

i trong ghép rudt vai lidw khoi ddu 14 0.3 me'ke/ngiy.

Ol T g ik
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H |E . 1 ﬁl- ] 1 ' ]--.“
Lidu ding nén chi yéu dia trén dénh gis lim shng sy thai ghép vh kha ning dung nap trén timg bénh
nhiin riéng bid va duge hd trg theo doi nong 4 dév cla tecrolimus trong mau loan phain,

Dé hi trg chon ligu thude 16i tu, nhiéu xé nghigm mién dich hién 6 duoe diang dé xdc dinh ndng d
tacrolimus trong mau toan phian. So sinh cac nong d9 tir nhimg tai liéu da duge xuit ban vii nhimg ning
d) dom 1¢ trong thye himh lam sing phai dupc ddnb gida voi sy cén ong va am hicu cua cac phuomg
phip xé nghiém mién dich duge dp dung. Trong thisc hnnh lam sun.g. hign nay, 11nng di u‘nng i Todan
phin duge theo ddi hing cic phuong phap xét nghi¢m mién dich. Moi tuong quan giira nong dp day coe
tmcrolimus () vir nﬁnh d todn phﬁn {AUCq24) la wromg duong nhau gitra hal dang bdo chi vién nang

cimg gidi phong kéo dai Acezym XR va vién nang gidi phong ngay.

Héng dd déy coa tacrolimus phai duge theo ddi trong suot thisi gian sau ghép tang. Nong di diy cua
l.m;:mhmus phai durge ‘H.l'_' dinh khoang 24 mo sau licu A,::::_-,-m XR. ngay trrde khi héll'lg lidw hép thieo.
Khuvén cio theo dii nung a6 déy thuimg xuvén trong hai tudn dau sau ghép 1gng. sal do theo dii dinh
ki trong suot thir gqnn diéu 1 duy tri, Nong 35 tacrolimus day trong mi cling ciin duge theo ddi sat
sau khi chuyén nr vién nang giai phong ngay sang vién nang cimg giai phong kéo dai Acezym XR, sau
dicu chinh liéu, cic thay 31 trong phic 4 didu tri dre ché miln dich, hobe ddng sir dung nhirmg thude
ma ci thi lhuv i nénnb di 1acrolimus trong miu win phdn {m:m phiin Tuong tic thubc). Tan suit cia
theo dii nong 4§ thuoe trony M phm durge dyra trén nho uu lim sang. Tacrolimus 1 mdt Lhﬁl o dd
thanh thdi mﬁp st khi diéu chinh lidu Acesym XR ¢b thé can vii ngay dé dat duge tinh trang 6n djnh
cia nong 4 dich,

D4 ligu ciie nghién ci lam sang cho thay phén lon bénh nhin co thé dupe xir tri think efng néu ning
dd ddy cla tacrolimus trong mdu dugc I:Imr tri durdri 20ng'ml. Cin quan Lim toi tinh trong lam sing cua
hr;nh nhin khi phin tich ¥ nghia céc ndng dé thube trong miu toin phin, Trong thire hinh lim sing,
nong & ddy trong midu l]'ﬂ.rung o khoang 5-20 ng/m! & nhimg nguir u.htp gan va | 0- 2'[I ng/ml « nhilng
g ghcp thin vis ghép tim & giai dogn som sau ghép tang,. Trong suit gimi dogn diéu tri sau do, IIEH.'I.;E.
&% trong mau thutmg trong khodng 5-15 ng/ml & nhimg nguoi ghép gan, thin, tim.

Chic ddi irome dise bidt

Suy gan: giam liew co the ean thiét trén nhimg bénh nhan ¢ suy gan ning dé duy tri nong 4 diy cia
tmcrolimus trong khodng dich dwoc khiuvén cio,

Suy thin: vi cic dic tnh duge djng hl,'n: cln tacrolimus khong bj danh hudmg bad chire ndng thiin (xem
phan Dic tinh du-l;n: ding hoc), khnng ciin thi¢t phai diéu chinh lidu. Tuy nhién, do werolimus co kha
ning dGc thin nén cin theo ddi ¢in thin chire nang thin (bao gom nong d§ creatinin huyét thanh do lim
nhiéu ldn, tinh toan thanh thai crestinin vi theo dii lwomg nude tiéu),

Chung tHe: khi so sanh voi nguini da trfing, bénh nhdn da den cin liéu tacrolimus cao hon dé dat duge
nong dd day wong duong.

Giivi tinh: khéng ¢ bing chimg cho thiy ring nhitng bénh nthin nam v nir cin liéu khic nhau dé dat
nong do day tromg duomg.

Bénh nhiin lém wdi: hién khéng o biing chimg cho thily riing cén hi¢u chinh lidu thude trén nhimg bénh
nhin lom i,

LY
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Bénh nhian lre em: thing tin vé an wan, hiéu gua cua tacrolimus & tre em dui 18 tuii chira duge xic
lip. Chua o siin dir 1§y nén khing ¢6 khuyén céo veé ché 46 lieu cho dbi tuong niy.
Phuong phip dung thuic

Acezym XR li dgng bao che cin tacrolimus ding dwing wing ngay | lin, khuyén cio ring liéu uing
hang ngay cia Acezym XR nén duoc sir dung ngay | lin vio bubi sng. Vién nang cimg Acezym XR
tic dung kéo dii nén duoc dimg ngay sau khi liy r khoi vi thude. Vién nang phai duge nudt nguyén
vién i chat ldng (101 nhdt li nude ). Acezym XR thiomg nén uong khi dg diy rong hode it nhat | gidy
trudc bira An hodic 2 — 3 gid sau it fn, dé dgt dwge sy hiip thu 16i da (xem die tinh duge ddng hoc).
Néu guén mdt lidu budi sing thi phai udng lai cang som cang 11 trong cing ngidy. Khong duge ubng
liéu g:'lp déi vio budi sang hom sau.

() nhimg bénh nhin khéng thé diing thude duimg LI.l'IﬂE trong thin gian ghl:p tang, dicu tr w.‘n tacrolimus
co thé khéi diu bing duémg tiém tinh mach @ licu xdp xi 1/5 cia liéu udng duge khuyén cio cho chi
dinh twemg img.

Do the dyng (e ché mién dich cia tacrolimus, nén tranh hit phai hojdic tép xic tye tidp niém mae hojic
dn v bt hofic cdm trong ché phim tacrolimus trong qud trinh chudn bi. Néu sy tiép xic niy iy ra,
hiy rira mit v ving da tidp xic.

CHONG CHI DJNH

Quih mén cam v hogt ehdt hode vai bt kv 14 duge nio trong cong thire,
Qui midn vin cic macrolid khic,

CANH BAO VA THAN TRONG KHI DUNG THUOC

D xdy m cde sai sot vé ding thude, bao gom viée thay d6i cic dang bio ché cua thude tacrolimus gidi
phéng ngay hay kéo diai mit cach khing cin thin, khéng chi dich hay khong duge gidm sit. Dicu nay
di dfin dén cdc phan img tic dung ngogi v nghiém trong, bao gom thai ghép hodic clic phin tmg tic dung
phy khic cd thé 14 hiu qua cia vide ding thude tcrolimus thidu hay qui liéw. Bénh nhiin nén duy tri
méit cong thire tacrolimus duy nhat vai che 36 ding thuoe hang ngay twomg img: nhimg thay di trong
cimg thire hode ligu trinh chi nén dién m dwdi sy gidgm sit chat ché cla chuyén gia ciy ghép.

Vién nang cl.mu giai phong kéo dan werolimus khing duge khuyén cao sir dung cho tré em dudi 18 i
do dir liéu vé 36 an toan vivhodic hidu qui con han ché,

Trong dicu irj s:hﬁng thaii ghép dj sinh khing cac thude de ché mién djch khic & bénh nhin ngunT Lroomg
thinh, chua co div ligu lam sang ddi vivi vién nang cung giai phong kéo dai taerolimus.

Trong phong ngir thai ghép & nguii tiaomg thanh duge ghép tim, chua co dir ligu lim sdng dii vin vién
nang cimg gidl phong kéo dii tacrolimus,

T rong il dogn diu sau ghép, can tien hanh theo dai thurdmg xuvén cdc théng so sau! huyét dp, dién thm
i, tinh trang than kinh vi thi gisc, ml.:l"l. du‘ung huyer i doi. digm giai (dac biét [a kali mau). Xeét nu:hn;m
chire niing gan vi thin, céc thimg s0 huyét hoe, gid trj dong mau va lwgng protein huyet thanh, Néu thiy
e nhimg thay d6i lién quan dén lim sang, nén xem xét didu chinh phac &6 trc ché midn dich.

b B L ) %L
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Cibe chiit o6 khi ning tuomg téc

Cie chill irc ché hode cam img CYP3A4 chi nén duge su dyng dong thai vai tacrolimus sau khi tham
khao ¥ kién bac s cdy ghép. do cd kha ning twong téc lhl.lfll“l: diin dén cac phin imyg hdt 1o nghiém trong
hoo gﬁm thin gheép hodc djc tinh (xem p-h.!n Turemng the thude).

Chett irc ché CYP3A4

S dung ddng thiri vii thuoe e ché CYPIA4 eo thé fam ting nong d6 tacrolimus trong mau, ditu ndy
6 thé din dén cac phan img bét loi nghiém rong, bao gbm nhidm ddc thin, nhidm ddc thin kinh va kéo
diii khodng QT. Nén tranh sir dyng dong thini cic chit e ché CYP3A4 manh (nhur ritonavir, cobicistat,
ketoconaral, itraconaznl, pum:unuui vianeonazal, il:llﬂmng.'l.ln.. clarithromyein hofic josamycin) vin
tacrolimus. Néu khing thé trinh khoi, nén theo dai nong df tacrolimus trong mau thuimg !il.l}'l:l'l, hit
diu trong vong vili ngay ddu tién sir dung dong thivi, dudi sy gidm sar cia chuyén gia cly ghép, dé didu
chinh liéu tacrolimes thich hop nhim duy i mie phoi nhiém werolimus tweng wr, Chire nang thiin,
ECG bao gbm khoang QT vi tinh trang lim sing cua bénh nhin cling cin dugc theo ddi chjt ché,

Vige dieu chinh lieu can phai dyn trén tinh trgng ci nhan cuas tmg bénh nhin, Co ihé ciin phii giam lidu
ngay lip tirc tpi thir didm bit diu didu trj (Twong tic thudc),

Twong ty, vige ngimg ding thudc irc ché CYP3A4 cé thé dnh hm‘lngldén toc @9 chuyén hia cia
tacrolimus, do do dén dén nong d werolimus trong méau dudi nguimg dicu ) va do do ein oo sy theo
dii va gidm sil chiit ché cha chuyén gia -_-.ﬁ:.r ghép.

Chait cam img CYPIA4

Sir dyng dong thévi vl thude giy cam img CYP3IA4 ¢o thé lam giam nong d werolimus trong méu, cb
kha nang lam tang nguy co thai ghép. Nén trinh sir dyng dong thoi cic thube giy cim img CYPIA4
mgnh {nhw rifampicin, phenytoin. carbamazepin) vii tacrolimus, Néu khﬁﬂ'ﬂ thé wanh khai, nén theo
dii nbng dd tacrolimus trong miu Ihm‘rng xuyén, biit dilu trong vai ngiy ddu st dung dong thivi, dudi sy

giam sal cua chuyén gia cav ghip, dé didu chinh lidu In:rnlunus thich homp, nhiim duy tri milre Flht'll nhiem
tscrolimus wong 1y, Chire niing cia tgng ghép cling cdn duge theo ddi chiit ché.

Tuomg tyr, viée ngimg sir dung cée chit ghy cdm img CYP3A4 6 thé dnh huémg dén toc 8§ chuyén hba
cua tacrolimus, do do din dén nong di tacrolimus trong mdau cao hon mirc dicu trj v do d6 can cb sy
theo di vir giam sit chiit chE cua bic s chuyén khoa ciy ghép.

P-glweaprotein

Ciin thin wrong khi dung dong thin tacrolimus véi cike thun-: ire che P-glycoprotein, vi cb thé xary ra hign
irong ting nmlg dd teerolimus. Cin theo dbi chit ché nEinh di tacrolimus trong miu toan phfm vii tinh
irgng Jam sing cin bénh nhin, Co the cin phai diéu chinh licu werolimus,

Chd pham thao dirpe

Chc ché phé:n thie dunpe ¢ chira St John's wort (Hypericim perforatim) hode che ché phim thio duge
khic nén tranh khi ding cting Acezym XR do nguy co tuong tac din dén gidm nong 40 tacrolimus trong
miu vii giam tae dung lim sang cioa tscrolimus, hodc @ng nong di tacrolimus trong mau va nguy co
nhiem dje tacrolimus,

g 2 dl M % KELEaEbi
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Cac heomg tac khac

Nén trinh sir dyng két hpp ciclosporin vi tacrolimus v cdn thin rong khi ding tacrolimus che nhimg
bénh nhin di wWmg ding ciclosporin trude do.

Nén tranh ding ohicy kali hodic thudc loi tiéu gitr kali.

Mt sib sy két hop nhét djnh cia tacrolimus véi cac thube duoe bidt 1 e tie dyung giv die thin kinh cb
thé lam ting nguy co xdy ra nhimg tac dyng nav.

Vaccin

Thude e ché mién dich oo thé dnh huimg dén dip img véi tiém ching vi tiém ching trong qua trinh
diéu tri bing tacrolimus cb thé kém higu qua hon, Nén tranh si dung vac xin song giam dac lye,

D tink 1rén thi

Tacrolimus c6 thé din dén suy gmm chire néing thin ¢ bénh nhiin sau ghép tang. Suy thin cip tinh néu
Ishrm“ can thigp tich cire co the tién trién thanh suy thin min tinh. Bénh nhin by suy gum chuc ning
thiin cin dupe theo doi chat chg vi o thé cin phai gidm liéu tacrolimus. Nguy co nhiém ddc thin cé thé
ting lén khi ding dong thin tacrolimus vai céc thude ¢o lién quan dén dde tinh trén thin, Nén tranh sir
dung di‘mg thivi tacrolimus véi che thube duoe bidt 18 cb e dung gdy ddc cho thin. Khi khing theé tranh
khoi vige diing domg thivi, cin theo dii chdit ché nong 45 1acrolimus trong mau va chire ning thin va nén
xem xét giam lidu néu xiy ra ddc tinh rén tidn,

Rii loun tidu hoa

Thung duimg tiéu hia di duge béo cao & nhimg bénh nhén diéu trj bing tacrolimus. Vi thing dinmg
tiéu héa 1a mit sy kign quan trong vé mdt y 1é 6 thé din dén tinh trpng nghiém trong hojie de doa tink
mang nén cin xem xét cic phuong phip dicu trj thich hop ngay sau khi xudt hién cée trigu chimg hoje
diiu higu nghi ngd,

Vi ning dd tacrolimus trong miu o6 thé thay d6i ddng ké trong cac don tiéu chiy nén cin theo dai thém
niomg & tacrolimus trong cic dot tidu chy.,

Réi Lm

Phi dai thm that hode phi dai vich ngan, dugpc bao cho 1a bénh co tim. d& dugc quan sil thiy o nhi.'mg
bénh nhin diéu tr bing vién nang cimg giai phong ngay tacrolimus trong mg‘:t =0 triromy hqrp h-.u.",-m eip
vit cling ¢ the xiy ra v A:ez}rn:l. XR. Hilu hét c.lir: truimg hop déu b the hoi phye, xay ra voi nong 4
dév cua tacrolimus cao hon nhiéu so véi mire thi da duge khu}rcn nghj. Cac yéu 16 khac duge quan sat
thity lhm ting nguy co mic cic tinh trang lim sing nay bao gom bénh tim 88 co or trude, sir dyng
cnrln‘:{ﬂn'md ting huyet ap, rin logn chire nang thin hodc gan, nhiém tring, qua i dich va phit né,
I'heo db, nhimg bénh nhin co nguy co cao &nng bi ire ché mién dich ddng ké can duge theo ddi bing
cac thu thudl nhu '-lcu dm tim hodc ECG tride va sau ghép (vi dy: ban ddu 1o 3 thang vi sau d6 lie 9
12 théng). Néu b bét thuémg xay ra, nén xem xét giam lidu Acezym XR hofic thay dbi dieu tri sang
thude e el :rmEn dich khac. Tacrolimus co thé kmd‘.al khoang QT vt ob the ghy ra xofin dinh {TWSHIH
de points). Cin thin trong & nhimg bénh nhin cé yvéu 1 ngoy co kéo dii khodang QT, bao 2 nhimg
hénh nhiin cé tién su cé nhin hoje gia dinh bj kéo dai khoang QT, suy tim sung huyét, ri logn nhip tim
whim wvi bt thirimg dign gidi. Cling nén thim trong o nhimg bénh nhin duec chin dodn hodc mghi ngd

-
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mic Hii chimg QT kéo dii bim sinh hodc kéo dii QT mac phai hofic bénh nhin ding dbng thiri cic
thude duge bict 1 kéo dii khoung QT, giy ra cic bit thuimg veé dién gia hode duge biét 1 lm ting
phai nhiém tacrolimus,

Bénh nhén dwoc dieu trj bing tacrolimus d duge bio cio 1 phat tl.'lrﬂl'l céc roi logn ting sinh ¢ bao
lympha lién quan dén Epstein-Barr-Virus (EBV). Sy két hop cita cde thude i ché midn djch nhu khing
the I-ihung té hior lympho (vi dy basiliximah, daclizumab) ding d6ng théri [am thng nguy co rdi loan ting
sinh 1é hio lympho lién quan dén EBY. Céc hénh tthln fim tink v EBV-Yirus CapsidAnngen (VICA)
dii du{n,. by b |y 4:-1.1 ﬂng nguy 1;-11' phat Irien cdc rol loan ting sinh |v mphl.: Do db, & nhdm bénh nhin
nily, cin m: dinh chiic chiin huveét thanh hoc EBYV YCA trude khi bt dau dicu trj biing AJ:-::?}rm XR.
Trong 3“}1 gua trinh didu tri, nén theo doi chn thiin hin|, EBV-PCR. EBV-PCR duomp tinh ¢ thé tHn 1T}
trong nhiéu thing v vi viy khing phai 1a chi diém coa bénh tang sinh lympho hode ung thu hach,

Ciing nhir e hop chilt e ché midn dich manh khac, nguy co ung thir thir phit viln chira duoc biét i,

Cling nhu cic thude e ché miln dich khac, do ed nguy co tidm dn cde thay dbi éc tinh & da, nén han
ché tiép xie v dnh sdng mdt trivi va tis UV bing cach mjc quin do bao hd va sir dung kem ching ning
cé chi s hio Vi gl

I,I.l 5 i i ].I . I..

Bénh nhin dm.,ﬂ: didu trj béing thude tre ché mién dqch bao pom Acezym XR co nguy eo nhiém ting
cao hon bao gdm nhidm tring co héi (vi khudn, ném, virus u‘l dq:ml., viit nguyén smhj nhir nhi¢m CMY,
bénh thin lién quan dén virus BK va bénh ndo chét tring da 6 tién trién lién quan dén virus JC (PML),
Bénh nhin ciing c6 nguy co cao bj nhiem tning viém gan virus {vi dy, tdi hogt viém gan B vi C va ma
bt diw nhiém tring, ciing nhy viém gan E, ¢d the trd thanh min tinh). Nhitng bénh nhiém tring niy
thuimg lién quan dén ginh ndng (e ché midn dich 1ng thé can vi ¢d the din dén cic tinh rang nghiém
tromg hofic ur vong bao gﬁm thii ghép ma bdc si nén xem xét trong chin dodn phin biét & nhimg bénh
rthén bj e ché mién dich ¢6 chirc niing gan hodc thin suy giam hode c6 cac tri¢gu chimg than kinh. Phiong
ngira v quan by phii phis hop v hudng din lam sang thich hop.

Hi chimg bénh ni u'l;']].' | .EEEE'

Bénh nhin dugc dicu trj biing tacrolimus d3 duge bio cho phit trién hoi chimg bénh nie sau co hol phye
(PRES). Néu bénh nhin ding wcrolimus cé cac trié¢u chimg goi ¢ PRES nhy dau déu, thay dbi trang
thai tim thén, co gidt va roi logn thi gide thi nén thye hién tha thuit X quang (vi dy: MRI). Néu duge
chin dodn PRES, nén kiém sodt huyét dp v con ddng kinh phi hop va ngimg sir dung tacrolimus todn
thiin ngay 1ap tirc. Hau heét bénh nhin hoan toén hoi phyc sau khi thye hign cic bién phap thich hgp.

R ,

Ri¥i Jogn vé mit, d6i khi tién trién dén mét thj lyc, A8 dwoc bo céo o nhitmg bénh nhin diéu trj bing
tacrolimus. Mdt s truimg hop 44 hio cae vige chuyén sang ding thudc e ché mién dich thay thé da
duge giai guvét. Bénh nhin nén duge khuyén bao cio nhimg thay doi vé thi luc. thay dbi vé miu sde,
mix mdt hoge suy giam tam nhin, vi trong nhimg truimg bop nhir vy, nén danh gid kip thin v gidi thigu
dén b 5T nhin khoa néu thich hop,
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Bénh 1¥ vi mach huyét khii (TMA) (bao gom hi chim tan méu ting uré (HU'S) vi ban xudt huyet gidm
uid ] ] [} ] I iy III:I

Chan dodin TMA, bao gom ban xudt huyet gidm ticu ciu huyet khidi (TTP) va hii chimg tan miu ting
uré mau (HLUS), dii hh1 din dén sy lhan hodic tr vong. nén duge xem xét ¢ nhimg bénh nhin b bidu
hién thicu méu 1an huvei gidm tiéu ciu, m@ moi, bidu hign thin Kink dao dong. suy thin, va s, Néu
TMA dwge chin dodn, cin phai diéu trj kip thir va viée ngimg diing tacrolimus phii dge xem xét theo
guvet dinh cua bic si diew trj.

Vide sir dung dong thir wcrolimus voi mye tidu trén djng vt co vi cua chitt (re cheé rapamycin (mTOR)

{vi dy: sirolimus, everolimus) co lh: lim ting nguy co mie I:n:n.'h vi mach huvét khdi (boo gom hii chimg
tan miu ting uré huvén va ban xudt huyét gidm téu chu huyé khii).

Biit sén nguyen hEEIFIH clu

Cac truomg hop hilt san nguyén hong ciu (PRCA) 43 duge béo céo o nhimg bénh nhin diéu i h-h:g
tacrolimus. Tit ¢4 céc bénh nhin déu bdo cio cde véu 16 nguy co doi vii PRCA nhir nhiém parvovirus
B19, bénh ¥ ¢ tir trsde hode cde thude ding dong thi lién quan dén PRCA.

[E ' II a l am

Khing cd nhiéu kinh nghiém o nhitg bénh nhin khéng phii nguini da triing v nhimg bénh nhin c6
nguy co mien dich cao (vi dy: 1ai ghép, bing chimg vé khing thé phan irng nhom, PRA).

Cé thé cin giam liéu & bénh nhiin suy gan ning.

T durgre

Vi vién nang Acezvm XR 6 chira lactose, nhitng binh nhin ¢6 viin dé di truvén hidm gip vé khéng
dung nap galactose, thiew hyt tong lugng lactase hode kém hip thu glicose-galactose khéng nén ding
thude niy,

Thutic nay chira it hom | mmol natri (23 mg) moi vién, nghia |3 vé co ban 1a “khing chira natr™,
SUDUNG THUOC CHO PHI NU'CO THAI VA CHO CON BU
Pl it mang thai

Dit ligu trén ngudi cho thily tacrolimus di qua dwge hang rio nhau thei. Di ligu con han ché 1ir nhimg
ngwdi dupe ghép tang cho thiy khéng cd bing chimg vé vide ting nguy o xay ra cac phan (mg bat lgi
trong qud trinh va két qua cia thai ky khi didu trj bing tacrolimus so vai cac thude (e ché mién djch
khac. Tuy nhién, da o béo cdio vé cac triomg hn'p say thai ty nhién. Cho dén nay. khiing o6 dir lidu dich
t& hoe lidn guan ndo khic oo sn. Vide digu irj hnng tacrolimus c6 the duoe xem xét o phy ni¥ mang thai
khi khong co hra chon thay thé ndo an Todn |'H.T|'I v khi lim ich nhin duoe bom hon nguy co tiém dn di
'-m thai nhi. Trong trémg hop eb tigp xie thude trong iir cung, theo dbi tre so sinh ve cie e dung p]:y
tiém fn Luu tacrolimus (dic bigt la cac tac dung trén thin). Co nguy £o sinh non (< 37 tuin) (19 1 miic

66 trong s0 123 ca sinh, wre [ $3,7%: twy nhién, dir lidu cho thay phin lém tré so sinh ¢ cén ndng binh
thuimg so vai ol thai) cling nhu ding kali méu & wé so sinh {1y 1¢& mac bénh 13 8 wén 111w, e ld
T.2%), tuy rthién saw do da i vié mire binh thirdng.

(3 chudt vis tho, tacrolimus gdy dic cho phoi thai & lidu duoc chimg minh 1d gy ddc cho thi me,

T L

!

T ™ e
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Phy nit che con b

D ligu trén ngudi chimg minh ring tacrolimus duge bii té qua sita me. Anh huimg cin tacrolimus liu
dai o tré nhi bu me, hay trong qui trinh sinh tiet sira chura diroe ddnh gifi. Vi khdng thé loai trir nhimg
tikc dyng ed hai trén tré so sinh nén ngwron me khdng nén cho con b trong ki dung Acerym XR.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Tacrolimus co thé giy roi loan thj gide va thin kinh. Tic dung nay co the ting lén néu 1acrolimus duge
dilng cung vor rug.

Khéng c6 nghién ciu ndo duge thyre hign vé tac dyng cis tacrolimus | Acezym XR) trén kha niing |4i xe
v vin himh may moe,

TUONG TAC, TUONG KY CUA THUOC
Tuwng tic cua thube:

Iu ! I F ! ]

Tacrolimus ding duimg toén thin duge chuyén héa bai CYP3A4 & gan. Ngodi ra con ¢d bing chimg vé
sif chuyén hoa qua duémg tiéu héa bid CYPIA4 & thanh rudt. Viée sir dung dong thivi céc san phim
thuic hojic thao duge o tie dyng irc ché hojic cam img CYP3A4 cb thé anh huimg dén qud trinh chuyén
hoda cia tacrolimus va do dé lam ting hodic giam nong dd merolimus trong mau.

Tuemg ty, vige ngumg su dyng cac sin phim di hoje cic ligu phap thao duge co thé anh huomg dén e
@ chuyén hia cia tacrolimus vi do do dnh hudng dén ndng 40 tacrolimus trong miu.

Cic nghién ciru duge ding hoe d chi ra ring sy gia ting nong 46 tacrolimus trong mébu khi ding dong
thiri viri cée chit ire ché CYP3A4 chi yéu 1 két qud cua vige ting sinh khi dyng duimg udng cla
tacrolimus do (e ché chuyén béa qua didmg tiéo hoa. Tac dung trén &6 thanh thai caa gan it ré rét hon.

Nén theo ddi chiit che ndng 30 werolimus trong mau dudi sy gidm sat cia chuyén gia ciy ghép, ciling
nhir theo déi chire ndng manh ghép, kéo & (QT (v ECG), chire ning thin vi cic tde dyng phy khic
bao gdm nhiém ddc thin kinh, bit cir khi ndo cac chit ¢6 kha ndng thay ddi CYP3A4 qud trinh trao déi
chét dugre sir dung dong thiri va diéu chinh hoge gian dogn lieu wacrolimus néu thich hop dé duy tri mire
phari nhiém tacrolimus tuong ty. Tuong ty, bénh nhin cin duge theo dii chit ché khi sir dyng tacrolimus
déng thivi vii nhitu chit dnh huimg dén CYPIA4 vi tée dyng lén tacrolimus mire 4§ phoi nhidm co thé
dirgre ting curimg hode bj phin tic dung.

Cie san phim thude e tae dyng 1én werolimus duge 1igt ké trong bang dudi day. Cic vi dy vé wong tie
thuise - thude khng nhéim mye dich bao him holic wan dign va do 36 nén tham khao nhan coa timg logi
thutc duge ding dong thii vai tacrolimus && biét thang tin liégn quan dén con duimg chuyén hda, con
dirimg trong tac, nguy oo tiem an va cic hinh ddng cy thé cin thire hién liégn quan dén sir dyung ddng
thi.

Cic thude co tic dyng 1én tacrolimus

Logi thudc/ hoat chét hogic 1én | Anh huomg cia twong tic thude | Khuyén nghi lién quan ddn sir
dyung dong thi

LT, R o .
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Nudre €p budi hode budi

tacrolimus trong méu toan phan

vil ting nguy co xay m cic phin

irng bt lgn nghiém trong (vi dig:

nhiém dic thin kinh, kéo dai
i TI

Co thé lam thng ndng a6 |

Tranh ding i hodic nuwde ép
buzé,

Ciclosponn

Cod thé lam whing ning d6
tacrolimus trong mau toan p!ﬁn,
Mgodi ra, e dung hiép dong’
gy dc thin co the xiy ra.

Ciic sin phim duge biet 1 ¢o
tac dyng gay doc thin hode
géy dc than kinh:
aminoglycosid, thude (e ché
gyrase, vancomycin,
sulfamethoxazo] +
trimethoprim. NSAID,
ganciclovir, acyclovir,
amphotenicin B, ibuprofen,
cidofovir, foseamel

C6 thé tng cuimg tdc dung giy
dic thin hofic giy dc thin kinh

cua imcrolimus,

Nén tranh sit dyng dong th

Nén tranh si dung déng thi
civlosponn vi tacrolimus

tacrolimus v che thude duge
bidt 1a oo tic dung giy dc cho
than. Khi khing thé trinh khoi
vige ding dong thin, hiiy theo di
chire nling thin va ¢ac tac dyung
phy khic v didu chinh lidu
tacrolimus néu cin,

Thuoc ire che CYP3A4 manh:
thuide chong nim (vi dy:
ketoconazol, itraconazol,
posaconazol, vorconazol),
khing sinh macrolid {vi dy:
telithromyvein,
rrolcandomyein,
clanthromycin, josamycin),
chit ire ché HIVprotease (vi
dy: ritonavir, nelfinavir,
saguinavir), chat e ché HCV
protedse (vi di: telaprevir,
boceptevir, vi sy két hop coa
ombitasvir va paritaprevir
withritonavir, khi duge sie
dung cang vis khing co
dasabuvir), nefazodon,
cobicistal tang cuimg d

ding hoc va thude (e u:f
kinases idelalisth, ceritinib,
F'wong e mgnh cing di
duge quan sét thiy viri khang
sinh macrolid erythromycin

Co thé lam tang nong 40 ddy cia
crolimus trong mau toan phan
vi ting nguy co xdy ra che phin
I:I'nh;hul ki nghiem trong (vi dy:
nhiém ddc thin, nhiém dic thin
kinh, ki diii khodng Q7)) doi hoi
phai theo ddi chiit cha,

| Mire 8 tacrolimus ting nhanh
vii manh oo thé xay ra, sém nhit
la trong vong 1-3 ngay sau khi
dimg dong thin, mjc di 48 giam
liéu tacrolimus ngay lip tirc,

thé ¢ thé ting > 5 lan. Khi phii
hop ritonavir duge dang dong
thivi, ndng d6 tcrolimus oo the
ting > 50 lin. Gin nh it ci cde
bénh nhin ¢ thé can gidm lidy

tacrolimus v viée ngimg dung

tacrolimus tam thii clng cd thé

céin thiét,

Téc dyng kén nong dd twcrolimus

trong mau co the duy tri trong vai
ay sau khi hoin it vige ding

ggng thin.

Mire phai nhidm tacrolimus tong |
j nong di day cua tacrolimus, ciin
| duwge danh gid khi ban dau, theo

Inén tranh sir dyung dﬁnglhﬁi,ﬁﬁ
khéing thé tranh khai viée sir dy

dbng thin mdt chit O e

CYP3iA4 manh, hiy cén nhjh: by
liéu tacrolimus véo ngiy bl diu
sir dyng chat oo che CYPIA4
manh. Bt diu i merolimus ve
ngy him sau vai lidu gigm dya
trén nong 9O trong mEu cia
ucrolimus. Nhimg thay A vé ca
ligu tacrolimus vi‘hofic tin suit
ding thudc nén dirge cd nhiin hoa
vit dieu chinh khi cin dya trén

diii thudmg xuvén trong suit qud
trinh (bt diu trong vii ngiry ddu
tién) v duoe dinh gia lgi va saw
khi két thie ding thube e ché
CYP3A4. Seu khi dimg, liéu
lgng va tin sudt dimg thude

tacrolimus thich hop s& duge dya
theo nong dé tacrolimus trong |
. Theo din chiil ché chire nfing |
thin. ECG dé phit hién khoing
QT kéo din va cic tic dung phy
khac

e

L i i
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Thuic e che CYPIAS trung
binh hodc yéu:

thude ching ndm (vi dy:
fMuconizol, savuconarol,
clotrimaezol, miconnzol],
thuoe khiang sinh macrolid {vi
du: axithromycin), thude chen
kénh canxi (vi dy: nifedipin,
nicardipin, dilhazem,
verapamil ), amiodaron,
danazol, ethinylestradiol,
lansoprazol, omeprazol, thude
khing vines HCVselbas
/grazoprevir vi
glecaprevir/pibrentasvir,
CMV antivirus letermovir vi
thusiic (e ché tyrosinekinase
nilotinib, erizotiniband
imatinib vi cic loai thube
thao duwe (Trung Quic) b
chira chiét xudt tir ciy
Schisandra sphenanthora

Co the lam ting nong d ddy cua
lacrolimus trong mau loan phin
vl ting nguy co xdy ra céc phan
img bit lon nghiém trong (vi dy:
nhiem dic thin kinh, kéo dii
khoang QT). Co thé xiy ra sy gia
thng nhanh chéng nong d§
tacrolimus.,

It vitre cée chit sau diy 43
duge chimg minh li cd kha
niing tre ché chuyeén hia
tacrolimus: bromocrptin,
cortison, dapson, crgotamin,
pestoden, lidocain,
mephenyioin, midazolom,
nilvadipin, nonethisteron,
_guinidin, wmoxifen.

Cé thé lam tang nong d0
tacrolimus trong miu toan phin
vil thng nguy o0 Xy ro cac phin

lgi nghiém trong (vi dy:
ﬁ&m dic thin kinh, kéo dai
QT}

' Theo d6i nong d¢ tacrolimus
| trong méu todn phin  thuimg
| suyén, bdl diu trong vl ngay
tién dung chung. Giam lidu
| taerolimus néu cin.

| Theo doi chit ohé chire nding
thin, ECG dé phit hign khodng
QT kéo dii v cac 1se dyng phy
| khac.

Theo ddi nong df tacrolimus
trong miu toan phin va giam lidu
tacrolimus néu can,

Theo doi chit ché chic ning
thin, ECG dé phat hién khodng
QT kéo dii va cic the dung phy
khac,

Chit gy cam img CYP3A4
manh:

rifampicin, phenytoin,
curbamacrepin, spalutamid,
enzalutamid, mitouan hojc
SLJohn's won (Hyperictm
perforatum)

Co thé lam giam nong dd day.
cug facrolimus trong mau toan
phin vi nguy ¢ dio thii.

Hi¢u gqua tdi da trén nﬁns di
tacrolimus trong mdu b thé dm
durgre 1-2 twin sau khi ding phoi
hop. Higu qua cd the duy i 1-2
wiin sau khi hodn thanh didu i,

Khuyén cio nén tranh sir dung
dimg thoi, Néu khong thé rinh
khoi, bénh nhin co the cin tén
liéu 1acrolimus. Nhimg thay doi
vé litu wacrolimus nén duge ci
nhin hoa va didu chinh khi cin
thiét dya trén nong d& ddy cua
tacrolimus, cin duge ddnh gia khi
bét dau, theo d8i thwimg xuyén
{bdit ddu rong vai ngay diu tién)
vt ddnh gid ol rong v sau khi
hoan thanh thude cam (mg
CYP3A4. Sau khi ngimg sir d
thudic cim img CYP3A4, mﬁ
cin didu chinh lidu tacrolimus

o

L .
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din diin. Theo doi chiit ché chire
miing tang gh

virm phin:

gtravirin, nevirapin;

ﬁ:u: flucloxacillin

Thudc giy cam img CYPIA4

metamizol, phenobarbital.

somad, nfabutin, efovirenz,

Chit ghy cam img CYP3A4

Ca thé lam giam nong 46 ddy cua
lacrolimus (rong mau toan phiin
va thng nguy oo dao thal

| Theo dds nﬁg di wcrolimus
| trong miu tndn phén va ting lidu
| tecrolimus néa can.

Theo dii chit chi chire ndng tang
| ghep.

Caspofungin

Co the lam gm nong df day. |

cud tacrolimus trong méu toan
phin va ting nguy co dio thii.
Cor ché twomg tie chua dige xie
nhdn.

Then dii ning df tcrolimus
rong mau fodn r.ghin wi 1ang litu
tacrolimus néu cin.

Theo dbi chit ché chire ndng png
gheép.

gpl

Cannabidiol (chat irc ché P-

D o6 bio clio vé viée ting nong
i tacrolimus trong médu khi sir
dyng dfrng thin tacroliumus vin
cannabidiol, Didu nay o6 thé la
do sy e ché P-glycoprotein o
rujt, diin dén 1@ing sinh kha dung
cuia tacrolimus.

Tacrolimus va cannabidiol nén

durgre s dyng thin trong v theo

didvi chit ché cac we dyng phy.

Theo dbi nong d6 diyv coa

tacrolimus 1 miu todan

:gaih chinh licu tacrolimus néy
n

Ciw =in phim dwpe biet 1a co
i Iyc cao v protein huyét
twromg, vi dy: NSAID, thudc
ching dong duimg udng,
thude tri i thio duomg

durimg ubng

Tacrolimus gin két nhieu v
protemn huvé! tromg. Neén xem
xél kha nling twong tdc vl cac
hogt chit c6 & lwe cao vivi
profein huyel iomg

Theo ddi nong 83 tacorlimus
trong mau toan phin va diéu
chinh liéu tacrolimus néu cén.

Thude tang nhu ddng:

magie-nhim-hvdroxit

metoclopramid, cimetidin va

Cos thé lam tdng nong do ddy cia
tacrolimus trong méu todn phin
vi lAng nguy co xay m cic phan
tmg bat Joi nghiém trong (vi dy:
nhidm djc thin kinh, kéo dai
QT).

Theo dii nong 40 tacrolimos
trong mau todn phin va gidm lidu
tacrolimus néu can.

Theo déi chit ché chire niing
thin, kéo dai khoang QT bing
ECG vi che the dung phi khéc.

Licu duy tri cua corticosteroid

Prednisolon hodc

methylprednisolon lidu cao

Cé thé lim giam nong 0 day.
cua tacrolimus trong miu lodn
phin vi ting nguy co dio thai

Theo ddi nong d& tacrolimus
trong maw toan phan va ting licu
tacrolimus néu cin, Theo di chil

£l

Co thé ¢d tac dong dén nong d
tacrolimus trong miu (1Ang hojic
gidm) khi dimg dé didu trj thai
ghep cip tinh.

ché chire nan”hrp_
| Theo dii nong ¢ werolimus
'Imn.g n._'liiu toan ]:h.é,n vi diéu
' chinh liéu tacrolimus néu cin.

Lifu phip khing wvirus tac

dyng tryc tidp (DAA)

Co thé co tac djng dén duge
ding hoc cun tcrolimus do
nhitng thay doi vé chirc ning gan
trong qud trinh didu tri bang
DAA, lién quan dén viée logi bo
virus viém gan. Sir gidm ndng dd

Theo dd ndng 6 tecrolmus
trong mau twin phin vi dieu
chinh li¢u werolimus néu cin dé
dam bdo an todn va lien tec.

M,
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| racrolimus trong mau co the xay
.

Tuy nhién, kha ning e ché
CYPIA4 ciin mot sb DAA cb thé
lam mit the dung d6 hofic dan
:It'n. ﬁng nong df terolimus

Sir dyng dong thin tacrolimus vai ch T 1 (e ché rapamycin .[mn::-n: myc tieu lén dmg vl co va (vi I:Iu
sirolimus, everolimus) cd thé lim ting nguy oo :rn]!h: hl!:nh vi mach hu'_l.-'éi khdi (bao gﬂl‘l‘l hdii chimg tan
midis thing uré huvét v ban xudt huvét gidm tidu ciu huyét khi),

Vi diéu trj bing tacrolimus ¢d thé lién quan dén ting kali miu hode cé thé lam ting tinh trgng tang kali
miu di ¢o tir trude, nén tranh ding nhiéu kali hode thude loi tiéu gitr kali (vi dy: amilorid, triamterene
hodic spironalacton). Can thin trong khi ding dong thid tacrolimus v cde thude khae lam ting kali
huyét thanh, ching imn nhu trimethoprim va cotrimoxazol (trimethoprim/sulfamethoxazol), vi
tnmﬂhnpnm durgre biét 1d o tic dyng nhwr thude i déu gilr kali nhie amilorid, H.hu\ﬂén cio theo dii
chiit che ndng dé kali huyét thanh,

Tac dng cua tacrolimus 1én chuvén hoa cia cie thude khic

Tacrolimus 1 chat e ché CYP3A4 43 duge biét dén; do 36 vige sit dyng ddng thisi tacrolimus véi cie
thude duge hiét B bj chuyén héa bii CYPIA4 c6 thé anh huimg dén qua trinh chuyén hda cia céc thude
dis.

Thai gian ban hay cua ciclosporin kéo dai khi ding dl:mg thiri vai tacrolimus, Ngodi ra, c6 thé xay m
the dung pdy ddc thin hiép Iy bi sung. Vi nhitmg 1§ do niy, viéc sir dung két hop ciclosporin va
tacrolimus khing duge khuyén cdo vi cin thin tromg khi sir dyng tecrotimus cho nhimg bénh nhin trede
diy df ding ciclosporin.

Taeralimus d dwoe chimg minh |a lam Wng ndng 89 phenyloin trong miu.

Vi tacrolimus co thé lam giam 4§ thanh thai cia cac hign phip tranh thai co chir steroid diin dén ting
ming & hormon. nén cin diic hiét thin trong khi quyét dinh cic bién phip trinh thai,

Kinh nghi¢m vé romg tic giita tacrolimus vi statin con han che. Dt lidu lim sing cho thiy duge déng
hoe cua statin phan lin khing bj thay dii khi ding dong thén vii tacrolimus.

Dir ligu trén ddng vt cho thay tecrolimus oo the lim gidm d thanh thai vi ting thiri gian ban hiy cia
pentobarbital va antipyrin.

Axit mycophenolic. Cén thin trong khi chuyén ddi ligu phip phii hgp tir ciclosporin, chit cin o sy
tuan hodn gan rudt cia axit mycophenolic. sang taerolimus, khong o6 tie dyng niy, vi didu nay oo thé
din dén thay doi nong d6 axit mycophenolic, Céc thude can thigp vio chu trinh gan rudt cia axit
mycophenolic co kha ning lam gidm nong &6 va hidu qua cta axit mycophenolic trong huvét trang.
Vige theo dii thude diéu tri axit mycophenolic e thé phis hap khi chuyén tir ciclosporin sang tacrolimus
i ngunee L.

Thuie irc che mien dich c6 thé anh hudmg den dap img von tiém chung va tiém ching trong qua trink
dicu 1rj biing tacrolimus cd the kém hi¢u qua hon. Nén tranh sir dung viie xin sdng giam dbe lyc.
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Twwng ky eia thuie:
Tacrolimus twomg ky v PVC (polyvinylclorid). Ong, xi-lanh vi cie dung cu khic dung dé chuin bi
huyén dich cia vién nang Acezym XR khing duge chira PVC.

TAC DING KHONG MONG MUON CUA THUOC

Hé sor phn dmg bt loi lién quan dén cic thude e ché mién dich thuomg khi séc dinh do bénh tiém dn
vih vige sir dyng ding thivi nhiéu thudce,

Cac 1de dung ngogi ¥ duge bao cao thuimg gip nhil (xay ra & = 10% bénh nhin) la run, suy thin, tinh
trang ting duimg huyeét, dii théo duomg, thng kali mau, nhiém trimg, Wing huyét dp va mét ngo.

Cibc phan img bdt lyi dwge sip xép theo tin sudt xudt hién nher sau: Rit thiimg gip (=1/10); thikmg gip
(=1/100 dén <1/10); it gp 1/1.000 dédn 1/100); hiém gap (=1/10.000 dén <1/1.000); rét hiém
(<1/10.000); chua rd (khing thé wie tinh tir dit lidu co sin). Trong mdbi nhom tin sudt, cée phan img hit
i dusgre trinh bay theo thir ty mie ¢ nghiém trong gidm dén,

NhiEm khudn va ahitm kv sinh tring

Nhur i biét v cic thude i ché mign dich manh khic, bénh nhin ding tacrolimus thiimg 6 nguy co
nhliEm triing cao hom (vi rit, vi khudn, nim, sinh vt don bio). Qua trinh nh';%m khuan da eo 1 tnede oo
thé trér nén trium trong hem. Cé khii qudt nhiém khudn todn thin vi tai chd déu oo thé xay .

Cac truimg hop nhiém CMV, bénh thin lién quan dén virus BK, cing nhir céc truomg herp bénh niio da
o tién trién (PML) lién quan dén virus JC, di duge bio cdo o nhimg hénh nhin duge didu 1rj bing thufe
irc ché mien dich, bao ghm cd tecrolimus,

Tiin sinh link tink, dc tinh va khing xic dinh (bao gdm u nang va polyp)

Bénh nhin duge dicu tri thude e ché midn dich ¢6 nguy co phat trién khdi u ac tinh cao hon, Cic khéi
u lanh tinh cling nhur de tinh bao gom cae rii logn tng sinh lympho lién quan dén EBV va cac khdi u de
tinh o da dii diroe bio cdo ki khing lién quan dén viée diéu trj biing tacrolimus.

Rl logn hi thing miu vi bych huyét
Thuimg gip | thieu mau, giam tiey chu, giam bach cdu, phan tich hing ciu bat thiimg, ting bach
ATLL
it gap i logn dong miu, gidm 0an the huyé ciiu, giam bach cdu trung tinh, phin tich
ding mau vi chiy mau, bénh vi mgeh huyet khoi bit thuimg S
Hiém gip ban xuét huyét gidm tiéu cau huyét khi, ha dwimg huyét
Chra 1o bilt sin nguyén hong ciu, mit bach ciu hat, thidu mau tin huyét, sét giam bach cau
- trung tinh
Rii loyn h§ t_hﬁpg mnﬁn djch )
Hiém gip phin img dj img vi phin v§ d3 dugc quan sit thiy ¢ nhimg bénh nhin ding
= | ticrolimus
Roi logn ngi tiét
Hiém piip | chimg rgm long Ll

 Rdilogn chuyén hoa va dinh dwimg I
| Rin thuromy gap | dii thio dirdmg, tinh trang tng duing huyét, tang kali mau

T T - T

e
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| Tharimg @lip toan chuyen hoa, cic hét thuﬁ;g dign giai khic, hy natri miu, gua tai dich. Wng axit
uric mdu, ha magie maw, hy kali méu, ha canxi méu, giam cam gige them fin, tng
== cholesterol mau, ting lipid miu, ting triglveerid maw, hg phosphat mau

iy mil murde, ha dinirng huyet, giam protein mau, ting phosphal mau
II:EI logn tim thi

Riit thurémg glp | mat ngu

Thulmg gip lin I$n va i logn kha néng dinh hudmg, trm cdm, cde triéu chimg lo du, hoang

L Im&ng.rﬁiluantﬁiﬂtﬁiu,ﬂmuang:h&n nén, roi logn va roi logn tim trang, dc mng |
’LI;F;- loan thin T3
R loan hé thing thin kinh ———= E

Riit thuimg gip | nhirc diu, run

Thuimg gip roi logn hé than kinh, co gijt, roi logn nhin thirc, bénh thin kinh ngogi bién, chang
miit, dj cdm vi loan cim, gidm kha nling viet

It gap bénh 1y & nilo, :1._15': huyil hé thin kinh trung wong vi tai bien mgch mau ndo, hin
L. | mé& bit thimg vo giong néi v ngdn nglh, lift v ligy nhe, gidm tri nhd et
Hiém ;g:p tang truomg Iy -
Rit hiem bénh nhirge co
Chura o hoi chirng bénh nio sau co hoi phuc (PRES)
_ Rili logn mit
_}Mﬂ roi logn thj gidc, nhin ma, sg dnh sing
| dys thiy tinh the
Hiémgip  |mi
Chua rd bénh thin kinh thj gide
Rii logn tai v mé dgo
Thuimg gp | i tai
...!.LEEF | gidim thinh lyc
Hicm P | dice dén truyen
Rat higm | dice
Rbi logn tim
Thuimg gip | roi logn ddng mach vanh thiéu mau cyc bi, nhip tim nhanh
it gap y tim, roi logn nhip thit va ngung tim, logn nhip trén thi, bénh co tim, phi dgi
N tim thilt, dnh tring ngye, khim thyc thé nhip tim v mach bét thuimg
Hiem gip tran djch mang ngodi tim - -
Rill hiem siéu dm tim o bét thuimg, kéo dai khoang QT, xodn dinh ( Torsades de poinies)

Réi logn mych miu

Rt thuémg gip | tang huyét ap
Thuimg gip hign e huyét khoi thuyén tac va thidu man cye bd, i logn hg huvét ap do mach
midu, xudt huyét, rdi loan mgeh méu ngoai bién

It huyet khoi tinh mach siu chi, sie, nhii mau
iﬁ loan hi hi

n vitrnngtiit I
Thurimg glp Fﬁi logn nhu mo phoi, kho th, trin dich mang phoi, ho, viém hong. nghet miii va
VIEm
It ) suy hé hip, roi lopn dirimg hé hiip, hen suyén i
Hi¢m gap hdi chimg suy hé hap cap tinh

R logn tiéu hoa

ot i e
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"Rl thuimg gap | tiéu chiy, budn nin
Thuimg gip cite dau higu vi trigu chimg da diry rugt, ném mira, dau bung vii dau da day rudt, tinh

trang viém dmmg tiéu hoa, xudit huyé dudmg tiéu hoa, loét va thang diimg tiéu hoa,
e lmdma. viém v loét niém mac miéng. tho bén, cae dau higu va trigu chimg khé
tidu, ddy I'rm chudng bung, phin long

hft gip vidm twc.? v min tinh, lié mdot, bénh trio nguge a;iu iil.j.' Ihm. quﬂrl.. suy giiam kha
S  bing 1m rong dg diy -
Hiem gip nang gid Wy, ban tc rudl
logn gan-mdl
Thiremg glp | roi logn dng mét, 1n thuong & bao gan v viém gan, o mit vi ving da
HIELT‘I beénh gan tic tinh mach, huveét khoi ding mach gan
Riit hi SUY gan -
Roi logn da va mi dwdi da R
Thuimg gdp | phét ban, ngira, ryng téc, ndi myn, ting tiét mo hoi
It giip viém da, nhay cim énh sang
Higm hoai 1 bicu bi nhiem déc (bdi chimg Lyell)
Rit hi hiji chimg Stevens-Johnson - — =
R logn co xwromg va mi lién két
Thuomg gip dau khérp, dau limg, co thiit co, dau 1 chi

It
'ﬁtgaﬁp

s logn khap

khi ndng di chuyen giam

Risi loan thin vih thét nitu

Rt thuimg glp | suy thin
| Thuomg gép suy thiin, suy thin cip, bénh thin nhiem doc, hopi 1 dng thin, et nigu bat thuamg,
thiéu nigu, cic trigu chimg & bang quang vi ni¢u dao
It gaip i chimg tan méu do thng uré mau, v niéu
L hidm bénh:ﬁul]ﬁ:_umhﬁn_gqumgmﬁhuyﬂ
Riil logn hi sinh sin vi vii
I ip  dau byng kinh va chiy miu tr cung

Rii logn :hlug Vil hi vj tri diing thube

Thimg gp | 0L dau vi kho chiu, tinh trang suy nhuge, phii né, rdi loan cam nhin vé thin nhigt,
_alkaline phosphat mau ting, ting ciin
It ghip hv:nhg:ﬁngnmwmgmbmdm :amgm:hauhumg. suy da co quan, cam gide
tire ngire, khéng thich aghi véi nhigt 03 thay dbi
mim;,ap 1 ngd, Joét, tire ngye, khit e
m md tlng lén
.‘.'Hl ugh.iﬁu
Thuimy gip xét nghi¢m chirc néing gan bat thuimg
It Sm hatase kiém lrong may ting, cin n#nu_}g-;jﬂ
Hi¢m giip amylase thng, ECG bt thiimg, nhip tim va mach bat thudmg, cin ndng giam, lactate
dehydropenase rong miu tng
| Rathiem | siéu fim tim bt thudmg, dién 1am d0 QT kéo dai
._Ellish!!sm:-:.ria dije vi cie bién chimg caa this thugt
Thudmg pip roi logn chire néing tang ghép nguyén phat

WS B WEY
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D xay ra cic sai sot vé thude, bao gom viée thay thé vé tinh, khing chu v hode khong cd sy gidm sal
ddi vivi cde chng thire werolimus gmu phmg ngay hodc kéo dal, Mt s0 tririmg hop thai ghép lién quan
dii duge bao cio (tin sudt khong thé udc tinh duge tis di liéu hién co).

M ta cic phin img bit lgi dge lya chon

Dau ¢ tir chi dii duoe md 1 trong mil s6 bio cio iz hop duge cong b nhu & mén phén cia Hi
chimg dou do thude ire ché Caleineurin (CIPS). Dicu nay thuﬂmg bicu hign duo dgng dsu hai bén va doi
ximg, nghiém rgng, ting diin & chi dudi va cd thé lién quin dén m’ing ds;: tacrolimus cao hon mix didu
tri. Hoi chimg co the ddp img vii vife gidm lidu tacrolimus. Trong mit o truomg hop, cin phai chuyén

sang ding thudc (re ché miln dich thay thé.

Thing bdo mgay cho bde x7, dwge si doi vai cde phin img eé hai cd thé gip phdi khi sir dung thube.
Haije bio cdo cde phin img cd hai ciia thude vé Trung tdm Théng tin thude vic Theo dai phin tmg
co hgi cda thude,

QUALIEU VA CACH XU TR

Trigu chimg

Kinh nghiém vé qua licu cin hgn ché. Mt sd trudmg hop vo tinh ding qua licu d3 duge bio cho v
tacrolimus: cic triéu chimg bao gim run, nhire diiu, budn ndn va non, nhiém tming. noi mé day. hin mé
vib ting ndng dd nite uré trong méu, creatinin huvét thanh vi alanin aminotransferase.

Caeh xar trf

Khéng cb thudc giai di< die hidu cho lidu phap tacrolimus. Nhiéu truémg hop qué lidu vai tacrolimus

do v ¥ dii duge bao cao, céc trigu chimg bao gdm run, dau ddu, budn nén vi ndng, nhiém tring, noi mé
day, ngu gi vi ting ni‘ll'lg. 4 cla ure nitrogen méu, creatinin v alanin amiotransferase huyét thanh.
Khimg b thuie di khing die higu cho tacrolimus, néu qui ligu xay ra, nén tién hinh cie bign phap bd
tror chung va dicu ir) tnifu chimg.

Dyra trén trong lugmg phin tir 1ém, d tan trong nroe kém vé khit ning gin kit v hing cdu va protein
huyét twong cao, ngudri ta dy doiin ring tacrolimus s& khong thé thiim tich dupe. O nhimg bénh nhan o6
nong dé wong huvét tong rit cao, loe mau hode loc thim tich cb higy qui trong vide gidm nﬁng di dide
tinh. Trong truding hop ngd die qua duimg wong, nir da day vi'hodie sir dung chit hdp phy (nhar than
hoat tinh) e the hin ich néu xir 1§ stm ngay sau khi udng qud léu,

BAC TINH DUQC LU'C HOC

Nhim dirge 15 Thuo: e che mién dich, thude ire ché calcineurin,
Ma ATC: LisADO2

Cur ché hoat ding

O mire diy phin tir, tie dung cua tacrolimus ¢6 vé o6 qua trung gian gén vao protein @ bio (FKBP12),
protein ndy chiu trich nhiém tich 1ay thude rong ndi bio. Phic hyp FKBP12-tacrolimus gin két vis cpnh
tranh chuyén biét vivi caleineurin, dan dén (e ché con duimg din truvén tin higu té bao T phy thode vio
canxi, do do ngn chin sy sao chép md bd gen eviokine nhat dinh.

P - R R

I
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Tacrolimus 16 mdt chat e ché mién dich cé higu lye cao va di duge chimg mink cb the dyng & ca trong
i vitro wa i viva,

Bic bigt, tacrolimus (e chié sy hinh thinh céc 1 bao lvmpho gly déc 1€ bao, nhimg 1 bio nay chju trich
nhi¢m chinh cho sy thii ghép. Tacrolimus ¢ ché sy kich hogt 1€ bao T va sy tiing sinh 1€ bao B phy
thudc vao & bao T gidp &0, cing nhu sy hinh thinh che lymphokin (nhir interleukin-2, -3, v y-
interferon) vi sy bicu hién cia thy the interleukin-2.

Két qui tir cic thir nghifm lim sing dwge thyre hifn vii terolimus 1 ln/ngay

Ghép pan

Higu gud va 4 an toan cun tecrolimus gidl phong kéo din va tacrolimus grai phing ngay, ca ha I.é't hop
viti conticosteroid, & due so sinh & 471 ngudi duge gheép gan mdi. Ty 1€ bién ¢ thai ghép cip 93 dirge
wic dinh hiing sinh thiél trong vong 24 tudn diu sau ghep la 32,6% o nhom ding tacrolimus giai phing
kéo dai (N = 237) va 29.3% & nhom ding tacrolimus gidi phong ngay (N = 234} Sy khic bigt '.é dicu
try (it phdng kéo din - gidi phdng ngm:l la 3.3% (khodng tin ciy 95% [-5.7%, 12,3% J Ty ¢ 5un|._| con
ctia bénh nhén loe 12 thang 13 89,2% d6i voi tacrolimus gidi phﬂng kéo dii via 90.8% dbi v werolimus
gidi phong ngay; & nhim dimg terolimus giai phong kéoe dai, 25 bénh nhén 3 chét (14 nir, 11 nam) va
¢ nham ding tacrolimus giai phong ngay, 24 bénh nhin da chét (5 nir, 19 nam). Mo ghép con sdng tai
thivi diém 12 thang 14 853% doi voi werolimus gigi phang kéo dii va BS,6% ddi voi tacrolimus gidi
phing ngay.

Ghép thin

Hi¢u qui vi tinh an 1oin cia tacrolimus gidgi phong kéo dai va tacrolimus giai phong ngay, ca hai déu
kit hop vii mycophenolst mofetil (MMF) va corticosteroid, da dige so sdnh & 667 ngudr duge ghép
thin mai. T¥ 1§ bién co thai ghép cdp da duge xéc dinh bing sinh thiét trong véng 24 tuin diu sou ghép
lir 18.6% & nhom dung tacrolimus giai phing kéo diai (N = 331) va 14,9% & nhdm ding werolimus gigi
phong ngay (N = 336). Sy khic bigt vé diéu trj (giai phong kéo dii — giai phong ngav) 15 3,8% (khodng
tin ey 95% [-2.1%. 9.6%]. TV I¢ song con coa bénh nhin o thid diém 12 thing 13 96,9% dbi vii
tacrolimus giai phing kéo dii va 97,5% doi von tacrolimus gidi phéng ngay: |0 bénh nhin nr vong (3
nit, 7 nam} & nhom ding tacrolimus giai phing kéo dai. v 8 bénh nhin nr vong (3 nil. 5 nam) & nhdm
ding tacrolimus gidi phong ngay. Mo ghép con song o thiri diem 12 thang 18 91,5% d6i vai tacrolimus
il phong kéo dii vi 92,8% &5 vd&i tecrolimus giai phong ngay,

Higu qua va tinh an odn cua tacrolimus giai phong ngay, ciclosporin va tacrolimus gidi phing kéo dai,
it e ket hop vir cam dmg khang thé basiliximab, MMF va corticosteroid, d3 dupe so sinh & 63K nguisi
durgre ghép thiin mdi. Ty 1¢ dieu trj khong cé hidu qua & thésd didm 12 thing (dwec dinh nghia 1 to vong,
mat tgng ghép, thii ghép cip tinh d& duge xéc dink bang sinh thiét hodc mit theo ddi) 15 14.0% & nhdém
diung tacrolimus g phing kéo dai (N = 214), 15,1% & nhdm dang tacrolimus gi phong ngay (N =
212) va 17% o nhém ding ciclosporin (N = 212). Sy khac bigt v& dicu 1rj 13 -3.0% {tacrolimus giai
phong kéo dii — ciclosporin) (khoang tin ejy 95,2% [-9,9%, 4,00] ddi v tacrolimus giai phing kéo
disi w0 vin F.'Il.ll;l!-p{ll'll'l va -1.9% (tacrolimus giai phong ngay — :mlnqmn] (khoany tin ciy 95.2% [-

8.9%, 5.2%| d6i vii tacrolimus gidi phéng ngay so viri eiclosporin. Ty 1§ sing con cdn bénh nhin & théd
diém 12 thing 13 98,6% dii vei tacrolimus giai phing kéo dii, 95, 7% ddi voi twerolimus gidi phong
ngay va 97.6% dbi voi ciclosporin; @ nhém ding tacrolimus gigi phéng kéo dai, 3 bénh nhin 1 vong
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[lﬂt ca li nam), o nhdém ding tecrolimus giai phing ngay, 10 bénh nhin w vong (3 nit, 7 nem) va o nhom
ding ciclosporin, 6 bénh phin 1 vong (3 ni, 3 nam). M6 ghép con song & thii diem 12 thing la 96,7%
doi v tacrolimus gidl phong kéo dil, 92,9% doi von tacrolimus gidl phong ngay v 95.7% a6 v
ciclosponn,

Hifu gud vi dj an todn lim sing cua tacrolimus gidi phing ngay ding 2 lin/ngay trén nhimg
ngwini dwge ghép tang lin diu

Trong céc nghién cinu tién cinu, tacrolimus gidi phong ngay & duge khio sét dudi dang thude irc ché
mién dich chinh & khoang 175 bénh nhin sau ghép phii, 475 bénh nhin sau ghép wy vi 630 bénh nhin
st ghép rudt. Nhin chung, dif ligu vé tinh an toan cia tacrolimus giai phing ngay trong céc nghién el
dugre edng bd nity cho thay két qua tuong 1y nhir nhimy két qua dwge bio céo trong cac nghién el lom,
tmng dé I.an.n:-l.lmus it |:-5hun|, ng:w durgre sar dyng dundi dang lhuuc di¢u trj chinh trong ghép gan. than
vit tim. Két qua ve hiéu qua cic cic nghién ciru lom nhit trong mdi chi dinh duoc 16m i dudi diy.

Ghép phii

Phén tich im thiv cta mdt nghién ciu da trung tdm gin ddv sir dung tacrolimus giai phong ngay 4
thiso lugn ve |10 bénh nhin duge phin bo ngdu nhién 1:1 vio nhém ding tacrolimus hoic n:lr.:]ﬂsp-nnn
Tacrolimus dwpe bit diu dudi dang truyEn tinh mach lién we véi Licu 0,01-0,03 mg/kg/ngay vi
tacrolimus dutmg uing dige :Iung vl ligw 0,05-0,3 mg/kg/ngiy. Ty 1§ cac dot thai ghép cip ddi v
nhimg bénh nhin drope didu trj bing tacrolimus lhnp hom so v ciclosporin {11,5% so vl 22,6%) va iy
& thiti ghép man tinh thip hom, hii chimg viém tidu phé quan téc nghén (2,86% so vai 8,57%), di duge
hao edo trong nim diu tién sau ghép, Tv 1§ sdng con & thid diém 1 niim cia bénh nhin 13 80,8% & nhém
dung tacrolimus vi 83% & nhom dimg ciclosporin,

Mot nghién ciru ngdu nhién khac bao gom 66 bénh nhiin ding tacrolimus so vai 67 bénh nhin ding
ciclosporin. Tacrolimus 83 duge biit diu dudi dang truyén tinh mach lién we voi lidu 0,025 mg/kg/ngay
vi tacrolimus dudmg udng di duge ddng v lidu 0,15 me/kg/ngay voi ede lin diéu chinh lidu tiép theo
dé dat nong d6 day myc tiéw i 10-20 ng/ml. TV 18 sdng con & thisi diém 1 nim cio bénk nhin 13 83% &
nhom dung tscrolimus va 71% o nltum diung ciclosporin, ty 1¢ s-.mg com o thiri diém 2 ndm theo thir wr
la 76% vii 66%. Cdc dot thai ghép cap/100 bénh nhin- -ngiy it hom vé ¢ s Iegmg & nhdm ding werolimus
(0.85 dqn) so viri nhdm ding ciclosporin (1,09 dgt), Viém tiéu phé quan the nghén phit sinh & 21.7%
b¢nh nhin & nhom ding tacrolimus so vin 38.0% h}nh nhin & nhém ding ciclosporin (p = 0,025),
Nhirng bénh nhéin durge diéu i b\ﬂng ciclosporn nhicu hom ed v nghia (n = 13) cin ph.m. ».,hu:.ﬂ.n sang
ditng werolimus o véi nhimg bénh nhan duge diéu uj bing taerolimus phii chuyén sang dimg

ciclogporin (n = 2) (p = 0,02),

Trong mit nghién i bd sung & 2 trung tim, 26 bénh nhin 48 dirge phin ba ngdu nhién vao nhom ding
tacrolimus so vin 24 bénh nhin vio nhim ding ciclosporin, Tntrn!imur. duroc bt diu dudi :h;mg truyén
tinh mach lign tue v ligu 0,05 my‘kg ngay va taerolimus duimg uwbng duge dimg voi licu 0,1-0,3
mg/kg/ngly vir cac léin d!éu chinh li¢u sau di dé dgt nong 46 diy mye téu tir 12-15 ng‘ml. Ty 1¢& bénh
nhin song con o thid diém | ndm 1 73,1% ¢ nhom ding werolimus so vin 79,2% o nhom ding
ciclosporin. Ty 1¢ khing co thai ghép cip cac hon & nhém ding tacrolimus o thiri diém 6 thing (57,7%
50 v 45,8%) vi thiri diém | ndm sau ghép phii (50% so vdi 33,3%). 3 nghién ciru 3 cho thiy g
song con tromg tyr nhaw, TV 1 thi ghép clp thap hon vé sb lugmg v lacrolimus trong ¢a 3 nghién i
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vii mdt trong 3 nghién ciru d3 bao cdo 13 1¢ hili chimg viém tidu phé quin e nghén thip hon déng ké
vin tacrolimus,

Ghép tuy

Mot nghién ciu da trung @m su dyng tacrolimus giai phong ngay bao gom 205 bénh nhin duge ghép
thin-tuy dong thii dd duge phin bo nglu nhién vao nhom ding tecrolimus (n = 103) hodic ciclosporin
{n= 102). Liu ubng tacrolimus khdi diu theo dé ciromg nghién ciru 18 0,2 mg/kg/ngiy véi clic lin dida
chinh licu sau dé dé dat ndng d6 ddy muc tiéu 1ir 8-15 ng/ml vio ngay thir 5 va 5-10 ng/ml sau théng
thir 6. Ty I¢ tuy con !ﬂfmg ¢ ndim ddu ién cao hon o v nghin v werolimos: 91,3% so vin 74,3% vin
ciclosporin (p < 0,0005), trong khi 14 1¢ thin con b twong wy nhau & ca 2 nhdm. Tong cing ¢o 34 bénh
nhin a3 chuyén diéu tr tir ciclosporin sang tacrolimus, trong khi chi co 6 bénh nhin didu tri bing
tacrolimus can diéu trj thay the.

Ghép rudt

Kinh nghiém lém sing duge cong bd ir mit dom trung tim vé vide sit dung crolimus gidi phong ngay
I thude diéu tri chinh sau ghép rudt 44 cho thiy tv 1é song con cua 155 bénh nhin (65 bénh nhin chi
ghép ruit, 75 bénh nhin ghép gan va rudt, va 25 bénh nhin ghép da wng) diéu 1 voi lacrolimus v
prednison 1d 75% lic | nEm, 54% lic 5 nim va 42% lic 10 ndm. Trong nhimg ndm diu, liéu uing
tacrolimus khdi ddu 1a 0.3 me'ke/nedy, Két qua durgre cdi thign lign tye vin kKinh nghiém ting diin qua
thiri gian 11 niim, Nhiéu tién bd mai, nhu cde ki thudt phit hién sém nhiém virus Epstein-Barr (EBV)
vi CMV, ting toy suong, st dung kém thude daclizumab 13 thube dbi khing interleukin-2, liéu
tncrolimus khoi diu thip hon voi nong d6 diy myc tiéu tir 10-15 ng/ml va gin déy nhit 1 chidu xa tang
ghép dij sinh duge xem i 43 gop phin cai thién két qua trong chi dinh niy theo théi gian,

PAC TINH DUGC BONG HOC
Hiip thu

(3 g, tacrolimus 33 duge chimg minh 1 c6 thé duge hﬂp thu gua dudmg tidu hoa, Tacrolimus dus
viio thudmyg dugre hitp thu nhanh chong. Vién nang cimg giai phong kéo dii tacrolimus la cong thire gidi
phing kéo dai cua tacrolimus cho két qia md rHng thém dir ligu hﬁp thu qua duwomg uing v thivi gian
trung binh dé dat duge ndag 40 16i da trong Mt (Cows ) khodng 2 gidr (tma ).

Su hflp thu o thé thay dti vis sinh kha dyung duimg uﬁnﬂ_ trung binh qua cus tacrolimus (cong thire vién
nang gidi phong ngay) ndm trong I:humg 20% - 25% (ngudng nmg cd nhiin o bénh nhin nguoi [om la
6% - 439%). Sinh kha dyng duomg uong cos tecrolimus giai phong kéo da giam khi dung sao bits dn, Ca
toe 36 v mire 3 hip thu cia tacrolimus gigi phong kéo dai déu gigm khi ding cing voi thire in,

Mt tiét ra khing the ding dén sy hip thu cun taerolimus v do 86 viée diéu i biing vién nang clmg gidi
phiong kéo dii tacrolimus c6 thé bit dau bang duimg uong.

Cé moi tromg quan déng ké gitra AUC va ndng 3 day trong méu toan phn o trang thai dn dinh doi v
terolimus gidgi phong kéo dii. Do do, viée theo dai nong do diy trong miu todn phin cd thé cho wie
lurgmg 104 vé ndng dd thude oan thin.

Phin bi

O} nguiri, sir phin b erolimus sau khi truvén tinh mach ¢é thé duoge md ta bing hai pha.

L T S
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Trong bé win hoin todn thin. taerolimus gan két manh vdi héng chu din dén 1y 1¢ phin b ndng 49
trong miu todan phin huyét tuong 1a khoang 20:1. Trong huyét trong, tacrolimus ghn két cao (> 98,8%)
ik protein huyét tremg, chis véu v albumin huyét thanh va a-1 glycoprotein acid,

Tacrolimus duwe phin b rong khip trong co thé. Thé tich phin bo & trpng thai on dinh dya wén ning
di rong huyet wromg b khodng 1300 lit (& ngwini khde manh). Dir ligu tong img dira trén mau todn
phén trung binh Ii 47.6 lit.

Chuyén haa

Tacrolimus duge chuyén hda nhidu o gan, chi véu biri eytochrome PA50-3A4 (CYPIA4) vi eviochrome
P450-3A5 (CYP3AS3). Tacrolimus ciing duge chuyén héa déng ké & thanh rudt. Cé min so chét chuyén
hia duge xae dinh. Chi mt trong 56 36 duge chimg minh cé hogt tinh de cheé midn dich in vitm twong
wr nhur tacrolimus, Céc chiit chuyén hoa khac chi ¢6 tic dung (e ché midn dich yéu hode khéng co. Trong
hé thong tuan hoan chi ¢ mit rong =0 cie chir chuyén hoa khong o hopt tinh hién dién & nEmg a6
thiip. Do do, cde chit chuyén hba khing gop phin vio tée dyng duge 1§ cia tacrolimus,

Thai trir

Tacrolimus Ia chat cé 46 thanh thai thip, O nhimg nguéi kboe manh, 4 thanh thai win thin trung binh
wdic tinh tir nong 40 trong mau todn phin 12 2,25 Vgit, O nhimg bénh nhin triimg thinh dirge ghép gan,
thin va tim, 8 quan 54t thiy cic gid trj 18n hoot a 4,1 Ugid, 6,7 Vi va 3,9 ligié, Cae yéu 16 nhu ning
d hematocrit vi protein thip, din dén lam ting tv 1€ taerolimus khng gin két, hodc ting chuyén héa
do corticosteroid giy m, duge coi la nguyén nhan din dén v 1§ thanh thai cao hon quan sat dupe sau
Eh'EP ng.

trong méau toan phin li khr.mng 43 gidr,

Sau khi tiém tinh mach va uﬂng Tacrolimus duge danh dau "*C, da s6 bogt tinh phong xa duge thii
qua phin, Khodng 2% chat phong xg dirge théi tnr qua minde ticu, dm‘!i‘ 1% tacrolimus o dang khbng
bién doi duoe phit hién trong nude tiéa vi phin, cho th.ﬁ:.r tacrolimus gan nhu duge :hu}{m hoa hoan
ok trurdee khi thai . Mét 13 con duimg thai inr chinh.

D lii voin tibn lim 53

Thin va tu}'é-n Ty la nhiimg cor quan chinbi bj 14c ddng trong cac nghién cim Gl tinh duoe thire higén irén

chudt va khi ddu cho. O chudt, lm:n.'lrtimu.'- giv dijc cho hé thin kinh n;h mit, Tae dung giy die cho tim
co thé hoi phye di dge quan sét thiy & tho sau khi tiém tacrolimus biing dirimg tinh mach.

Khi tacrolimus duge tiém tinh mach dudi dang truyén nhanh/tiém nhanh vii lidu 0.1 dén 1,0 mgkg,
hién unymg kéo dai QTc da duge quen sét thay o mdt 50 lodi ding vat, Nong 46 dinh trong mdu dpt dinge
viri nhimg lidu ndy 1 wén 150 ng/'mL, cao hom gip 6 lin so vid ndng 6 dinh trung binh quan sit duge
v tacrolimus gidi phong kéo dai trong ciy ghép lim sing,

E¥c tinh trén phii thai 38 duge quan sit thiy & chudt va thd va duoe gion han o ligu gy ddc tinh dang
ke trém ddng vin maong thai, (8] chudit, chire ning sinh san cia con cai bao gllsm ca gud trinh sinh de by rii
loan o lidku luomg dije hai vicon sinh ra bi giam trong lugmg. anh buimg dén kha ndng song st vi phat
trién,
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Téac ding o6 hai cla tacrolimus 18n khi ndng sinh san cia chudt dyc duge thé hi¢n qua gidm s hrgmp
vit kha nfing di chuyen cia tinh trimg 48 dwge quan sat thity.

QUY CACH PONG GOI

Hip 3 vi x 10 vién, thi nhém PE, vi nhém-PVC/PEPVDC,
PIEU KIEN BAO QUAN

Bao guan noi khé rdo, trénh danh sing, nhigt do dudi 30°C,
HAN DUNG

24 thing ké tir ngdy sin xuit.

& thang sau khi mir tidi nhém.

TIEU CHUAN CHAT LUQNG: Nhi sin xut,

SAN XUAT BOI:

PHARMATHEN INTERNATIONAL S.A.

Blja chi: Industrial Park Sapes Rodopi Prefecture, Block No 5, Rodopi, 6%31K1, Hy Lap.




