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Warning: To be sold by retail on the
prescription of a Registered only.

Caution: If is dangerous to take this
preparation except under medical supervision

1 Blister x 10 Capsules

R prescription Medicine

TACROLIMUS
CAPSULES 0.5 mg

INTATACRO 0.5
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Each hard gelatin capsule cantains:
Tacrolimus aq. to

Anhydrous Tacrolimus 0.5 mg

Approved colours usad in the capsule shalls
Dose: As directed by the Physician

Store at a temperature below 30°C
protected from light and moisture.

KEEP OUT OF REACH OF CHIDREN

TATACRO NS  [NTATACROSS (NTATACAOOS (WTATACRO AL  INTATACAO 0.8
TACROLIMUS CAPSULES 0.5 mg
INTATACRO 0.5

Each hard gelatin capsule contains
Tacrolimus aq. ta

Anhydrous Tacrolimus 0.5 mg
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HUEONG DAN SUF DUNG
Thude nay chi ban theo don cua bac sy,
Boc k§ huéng dan sl dung treée khi diang.
Mubn biét thém théng tin chi tiét xin hoi bac sy hodc drgc
57

INTATACRO 0.5

{Vién nang Tacrolimus 0.5 mg)
THANH PHAN: Méi vién nang gelatine ciyrng chiva:

Hoat chit: Tacrolimus monchydrate
Anhydrous Tacrolimus 0.5 mg

Ta duwgc: Lactose Monohydrate, Crosscarmellose Natn,
Hypromellose E5, Magnesi Stearat.

tvong  duong

DUWQOC LUC HOC:

Tacrolimus kéo dai doi séng cla vat chl va manh ghép &
dbng vat duge ghép gan, than, tim, thy xwong, rudt non va
tuy, phéi va khi quan, da, giac mac va chi.

Tacrolimus e ché té bac lympho T hoat dong, mac di co
ché tac déng chinh xac & khang dwoe biét. Co bang ching
cho thay rang Tacrolimus gan két voi protein noi té bao
FKBP-12. M&t phdi hop Tacrolimus-FKBP-12, calcium,
calmodulin, va calcineurin dwoc tao thanh va (¢ ché hoat

R R R gl

cac té bao T kich hoat (NF-AT), mét thanh phan hat nhan
ma chire nang cua nd duece xem |la khéi phat sy sao chép
gen dé tao thanh lymphokines (nhu interleukin-2, gamma
interferon). Pidu nay dan dén (¢ ché kich hoal té bac
lympho T gay ra (rc ché mién dich, va cudi cung |a phong
nglra thai co quan ghép.

DUYQC DONG HOC:

Hoat ddng clia Tacrolimus chi yéu 1a nhér chat me. Sau khi
ubng Tacrolimus dwec hap thu vao hé thdng tudn hoan tir
dwéng tieu hoa 1a khang hoan toan va cb thé thay ddi. Thai
try Tacrolimus & qua chuyén héa tai gan véi thei gian ban
thai cudi cung trung binh |4 188 gior & bénh nhan ghép
than, 11,7 gié & bénh nhan ghép gan va 34,2 gid & nguoi
tinh nguyén khde manh sau khi dung duwéng tinh mach.

Hép thu: Téc db va mic dd hap thu Tacrolimus gla tang khi
d6i. Sw ¢ mat va thanh phan cta thike an lam gidm ca tbc
d6 va mure dé hap thu Tacrolimus & nguweéi tinh nguyén khoe
manh. Sw hap thu Tacrolimus tir dwérng tiéu hoa sau khi
ubng 1a khéng hoan toan va hay thay ddi. Sau khi ubng vién
nang 5mg, Cmax dwoc tim thay 14 28.7ng/ml, Tra 12 1.6 giér
va AUC 1a 243 ng.gid/ml tveng ng & ngudi tinh nguyén
khoe manh.

TAC PONG CUA THUC AN: Nbdng db trong mau t6i da
(Cuard ¥8 vung dudi duéng cong néng dé (AUC) cua
Tacrolimus 10 ra Ia tang ti 1& thuan voi ligu dung khi udng
trong didu kién doi. Toc dd va moc dd hap thu cla
Tacrolimus 13 1é&n nhat trong diéu kign doi. Sw co mat va
thanh phan cOa thirc an lam giam ca toc d6 va mire d6 hap
thu Tacrolimus.

Tac déng anh hwdng nhét 1a bira an nhidu chit béo (848
kcal, 46% chét béo) voi AUC trung binh va Crax gidm trong
(g 13 37% va 77%; Tmex k&0 dai 5 1an.

Blra an nhiéu carbohydrate (888 kcal, 85% carbohydrate)
lam giam AUC trung binh va Cna. trung binh twrong ng 1a
28% va 65%. Th&i gian ctia bla &n clng anh hwédng dén
kha dung sinh hoc cla Tacrelimus. Khi dung Tacrolimus
ngay sau bia an, Cmas trung binh gidm 71%, va AUC trung
binh gidm 39% twong ddi so véi udng khi déi. Khi ding 1.5
git sau blta &n, Crax trung binh giam 83%, va AUC trung
binh gidm 39%, twong dbiso v&i uong khi doi.

Phan bé: Tacrolimus dwoc gan két cht yéu véi albumin va
alpha1t-acid g1ycopr0tem va cé mirc d6 al tinh cao véi hdng
chu. Sw gan két cla Tacrolimus véi protein huyét twong vao

dong phosphotase cua calcineurin TAc don nay ngan can

khodng 89% va doc 1ap véi ndng dd trong khodang tir 5-50
ng/ml. Sw phan bd cia Tacrolimus'gitra mau toan phan va
huyét tweng phu thuge vao vai yéu 16 nhw hematocrit, nhiét
do tai thei diém huyét irong duoc phan tach, néng do
thudc, va néng dé protein huyét turong.

Chuyén héa: Tacrolimus duoc chuydn héa manh bdi hé
théng men oxidase chire nang hdn hop, chll yéu la hé men
cytochrome P-450 (CYP3A). Dementhyl hda va hydroxyl
héa duwoe xac dinh 1a co ché chinh clda chuyén dbi sinh hoe
trong éng nghiém invitro. Chét chuyén hoa chinh duroc xac
dinh & nghién clu invitro dwoe tim thay 13 13-dementhyl
Tacrolimus.

Thai trie: Thei gian ban 1hai 112 dugc tim thay 1a 34.8 gity va
sau khi dong vién nang Smg va 46 thanh thai |4
0.041L/gitvkg. Thai triv qua phan chiém 82.6%, va dd thanh

thai 1a 2.3% cla tong s6 thai triv. /&,K,/ P
DAN S0 DAC BIET;

Bé&nh nhan tré em: Bénh nhan ghép gan tré em ¢an ligu
cao hon nguéi lén dé dat dwoc néng dé trong mau twong
t do d& can dung lidu cac hon cho tré em & nhivng bénh
nhan khéng c6 tién sir suy gan hoac than,

Bénh nhan bi suy gan hodc suy than:

O nhung bénh nha&n bj suy gan hoac suy than do dd thanh {

thai giam hay thi gian ban hiy kéo dai, nhitng bénh nhan (v
nay cin liéu Tacrolimus thap hon. Do kha nang gay doc \-

than cla Tacrolimus, nhwng bénh nhan bi suy gan hoac suy
than nén dung liéu thap nhéat & khoang ||eu khuyen can. Co
Liéu phap Tacrolimus nén trl hoan t&i 48 gid hoac Iéu hon &
nhirng bénh nhan sau mo tiéu kho.

Gigi; Nghién ctpu danh gia tac ddng clia gidi Ién dwge déng

hoc cua Tacrolimus chuwa dwoc thire hién, nhung khong c6 ~

swr khac biét vé lidu theo gidi & bénh nhan ghép than,

CHI BINH:
Tacrolimus duge chi dinh trong phong ngira thai ghép co
quan & nhirng bénh nhan ghép gan hoac than.

Al

Tacrolimus cing dwoc chi dinh frong diéu tri thai ghép -

khang tri & nhitng bénh nhan ghép gan hoac than.
Tacrolimus dwece siv dung doéng théi voi coricosteroids
thugng than.

LIEU LUQONG VA CACH DUNG: . .
Bang tom tat khuyén cap liéu khoi dau dwong udng va
néng dé day trong mau toan phan dién hinh

Dan 56 bénh | Liéu kh&i dau | Nong do day trong |
nhan duge khuyén mau toan phan
céo dién hinh
Bé&nh nhan ghép 0.2 thang 1-3: 7-20
than ngudi lon mg/kg/ngay g/mL
thang 4-12; 5-15
ng/mL
Bé&nh nhan ghép 0.10-0.15 thang 1-12: 5-20
gan nguwéi lon ma/ka/ngay ng/mL
Bénh nhan ghép 0.15-0.20 thang 1-12: 5-20
gan fré em ma/kag/ngay ng/mlL

* Ghi chi: liéu chia 1am 2 1&n cach nhau 12 gier

* Cach uéng thude: udng khi doi, it nhat 1 giér trede hode 2
gitr sau bira an.

Ghép gan: Khuyén cao bénh nhan khéi dau voi liéu phap
uong v&i vién nang Tacrolimus néu co thé. Ligu khédi dau
cta Tacrolimus nén dwoc udng khong sém hon 8 gi& sau
khi ghép. O bénh nhan ding duong tinh mach, heu udng
dau tign nén ding sau 8- 12 gi> sau khi ngung truyén tinh
mach. Khuyén cao liéu udng khdi dau clia Vién nang
Tacrolimus 1a 0.10-0.15 ma/kg/ngay chia lam 2 lan cach
nhau 12 gi¢r. Liéu nén dwoc diéu chinh dua trén danh gia
lam sang cla thai ghép va dung nap. Liéu Tacrolimus thap
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hon co thé dung dé duy tri. Didu tri hé tro so'm sau ghep voi
corticoid tuyén thuong than duwoc khuyén céo.

Ghép than: Khuyén céo liéu ubng khéi dau cia vién nang
Tacrolimus |a 0.2 mg!kgfngey chia lam 2 lan cach nhau 12
git. Lidu khoi dau cta Tacrolimus cé thé dung trong vong
24 gi®& sau ghép nhwng nén tri hoan cho dén khi chirc nang
than dwoc phuc hbi.

Bénh nhan tré em: Bénh nhan ghép gan tré em khong bi
suy chirc nang gan hay than trueoc dé can va dung nap liéu
cao hon ngudi I&n dé dat dwoc nong do trong mau trong
dwong. Do d6 khuyén cao liéu khdi dau & tré em ubng 0.15-
0.20 mg/kg/ngay. Co thé can diéu chinh Ilep Kinh nghiém
trén bénh nhan ghép than tré em con han ché.

Bénh nhan suy chirc nang gan hoac than: Do dé thanh
thai giam va thoi gian ban hly kéo dai bénh nhan suy chirc
nang gan nang co thé can liéu Tacrolimus thap hon.

Can theo ddi chat ndng dé trong mau. Do co kha nang gay
doc than, bénh nhan suy than hoac suy gan cén ding liéu
thép nhat trong khoang liéu khuyen cao. Co thé can giam
liéu hon nita thap hon khoang ligu khuyén cao nay Liéu
phap Tacrolimus thwéong phai dwoc tri hodn dén 48 gior
hoéc lau hen & nhirng bénh nhan bl thleu niéu sau mo.
Chuyén ddi tir liéu phap (rc ché mién d;ch nay sang
thudc khac: Tacrolimus khéng nén si¢ dung déng thoi véi
cyclosponne Tacrolimus hodc cyclosporine nén duoc
ngwng st dung tdi thiéu 24 gi® trvéc khi bat dau thudce kia.
Khi co6 s gia tang néng dd Tacrolimus ho&c cyclosporine,
viéc dung thuoc kia thudng nén du'qrc tri hoan hun nira.

Tacrollmus trong mau cung voi cac xét nghuem va cac thong |

s6 lam sang khac dlro'c xem xét 1a sw tro gitp can thiét cho
quan ly bénh nhan dé danh gia sy thai ghép, doc tinh, dléu
chinh lidu va sw tuan th( diéu tri. Cac yéu té anh hwcrng tan
suat theo déi bao gdm nhwng khéng han ché véi suy gan
hay suy than, viéc thém hoac ngung st dung mot thudc
khac va thdi gian sau ghép. Theo déi nong dé Tacrolimus
trong mau khong phai la mét thay thé cho viéc theo déi chirc
nang gan va than va sinh thiét mo.

Ghép gan: Cac di lieu tw nghlen clru pha Il va pha lll &
bénh nhan ghep gan cho thay c6 tan suat gia tang cac bién
cb ngoai y vo&i sy gia tang néng do day trong mau. Hau hét
cac bénh nhan déu 6n dinh khi néng dé day trong mau
dwoc duy tri trong khoang 5-20 ng/mL. Nhitng bénh nhan
gheép tang lau dai thwéng duoc duy tri & mire lieu thap trong
khoang liéu nay.

Ghép than: Cac di liéu tir nghlen ciru pha Il & bénh nhan
ghép than cho théy néng dd day cla Tacrolimus trong mau
toan phan, goi 'y rang trong 3 thang dau tién bénh nhan
dwoc duy tri ndng do day trong khoang 7-20 ngme tiép
theo la 5-15 ng!mL sudt 1 n&m. Nguy co twong doi cla déc
tinh gia tang voi nong dé day cac hon. Do do, viéc theo ddi
néng dé day trong mau toan phan duwoc khuyén cao dé hd
tro viéc danh gia lam sang vé doc tinh.

CHONG CHi DINH:
Chéng chi dinh & bénh nhan man cam véi Tacrolimus.

TAC DUNG NGOAI Y:

Ghép gan: Cac phan (rng ngoai y cta Tacrolimus la run,
dau dau, tiéu chay, bubn nén, tang huyét ap, va suy chirc
nang than. Tiéu chay d6i khi lién quan v&i cac trigu chirng
tiéu hoa khac nhw budn nén va non. Tang kali mau va gidm
ma-gié mau da xuat hién & bénh nhan dung Tacrolimus.
Tang dwong huyét droc ghi nhan & nhiéu bénh nhan va co
thé can liéu phap insulin.

Céc tac dung ngoai y thwéng dwoc bao cao ¢ bénh nhan
ghép gan la:

Hé than kinh: Dau dau, run, kho ngd, gia liét

Tiéu héa: Tiéu chay, buon nén, tao bon, bat thwong LFT,
biéng &n, n6n

Tim mach: Tang huyét ap

Than niéu: Chirc nang than, bat thweng creatinine, tang
BUN, tang nhiém trung dwéng niéu, thiéu niéu.

Chuyén héa va dinh dudng: Tang kali huyét, giam kali
huyét, tang dwiérng huyét, giam ma- gié huyét.

He mau va lympho: Thieu mau, giam tidu cau, tang bach
cau.

Toan than: Dau bung, sbt, suy nhuoc, dau lung, bung
ascite, phi ngoai bién.

Hé hé hap: Tran dich mang phdi, khé thd, xep phdi.
Da va phan phu: Ngtra, phat ban.

Céc tac dung ngoai y it gdp: Céac tac dung ngoai y it gap &
bénh nhan ghép gan va ghép than nhw sau:

Ghép than: Cac tac dung ngoai y thudng gap nhat la:
nhiém triing, run, tang huyét ap, gtam chirc nédng than, tao
boén, tiéu chay, dau dau, dau bung va kho ngu.

Hé than kinh: Gidc mo bat thucng kich dong hay quén, lo
Iéng I 13N, co giat, trAm cam, chéng méat, cam xuc khong
4n dinh, bénh ly ndo , 80 giac, tang trwong luc, roi loan phoi
hop, giat co, cdng thang, budn ngd, bénh than kinh, rdi loan
tam than, suy nghi bat thuong.

Giac quan dic biét: Thi trieerng bat thweng, gidm sive nhin,
dau tai, viém tai gira, U tai.

Tiéu hoa: Biéng an, viém tai mat, vang da & mat, kho tiéu,
kho nudt, viem thwe quan, day hoi, viem da day, xuat huyét
tiéu hoa, tdng men gan GGT, thing da day, viém gan, téc
rudt, t3ng ngon miéng, tén thlmng gan, xét nghiém chivc
nang gan bt thwéng, bénh ndm miéng, réi loan truc trang,
viém miéng.

Tim mach Con dau thét ngt,vc: dau nguc, viém tinh mach
huyét khdi sau, dién tam do bat thwirng, xuat huyét, giam

Al

A

(37 (=\

LINEU nguai.

—giAm _huyat Ap ty thé. rdi loan. mach
bién, viem tinh mach, nhip tim nhanh, huyét khéi, gian
mach
Niéu sinh duc: Albumin niéu, viém bang quang, kho tiéu
tién, ttéu ra mau, (¢ nwéc than, suy than, hoai ti dng than,
tidu vé& dém, mu niéu, bénh than doc tinh, thidu niéu, tiéu
thwdng xuyén, tiéu khéng tw chi, viém am dao.
Chuyén héaldinh duo'ng Nhiém toan, tang men alkaline
phosphotase, nhiém kiém, tdng men ALT (SGPT) , tang
men AST (SGOT), giam bicarbonate, bilirubin méu. tang
BUN, mat nwéc, tdng GGT, tdng canxi mau, tang
cholesterol mau, tang lipid mau , tang phosphor mau, téng
acid uric huyet tang Iwu lvgng mau, giam canxi huyét, gtam
dwéng huyét, gidm natri mau, giam phosphor mau, gidm
protein mau, tang lactic dehydrogenase tang can.
Noi tiet: Hoi chirng Cushing, tieu duong.

Hé méu;‘lympho R0| 1oan déng mau bam mau, giam sdc

huyét, tang bach cau giam bach céu, tang hong cau, giam
prohrombin, gidm sac huyét thanh, giam tiéu cau.
Toan than: Bung chuwéng, ap-xe, vét thwong, phan (ng di
(rng, viém moé té bao, &n lanh, hoi chirng cum, phu toan
than, thoat vi, viém mang bung, phan (ng nhay anh sang,
nhiém tring huyét.
Co xwong: Dau khép, chudt rut, co thét toan than, réi loan
khop, dau co, nhwoc co, Ioéng xwong.
Hé hap: Hen, viém phé quan, ho tang, rdi loan phdi, tran khi
mang phdi, phu phdi, viém hong, viém phdi, réi loan hé hép,
viém mi, viém xoang, thay déi giong noi. _
Da: Trirng ca, rung téc, viém da tiet ba, viém da do nam,
herpet, ram 16ng, mat mau sac da, rdi loan da, loét da, db
méd hoi
Hiém gap cac bao cao bi phi dai co tim lién quan dén réi
loan chirc nang that cé biéu hién Iam sang & nhirng bénh
nhan dung Tacrolimus.

Hay théng béo dén béac si cac tac dung khéng mong mudn

gap phai cd lién quan dén sir dung thude

CANH BAO:

Tang duong huyét co lién quan véi viéc s dung Tacrolimus
& bénh nhan ghép gan & My va Chau Au, va cé thé can
phai diéu tri.

Tacrolimus c6 thé gay dac tinh than kinh va dac tinh than,
d&c biét khi dung lidu cao. Diéu nay dac biét cé y nghia,
som sau khi ghép, dwoc déc tring boi sw gia tang creatinin
huyét thanh va giam lwong nuwdéc tiéu. Nhizng bénh nhan bi
suy gidm chirc nang than can dwoc theo ddi chat ché cé thé
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giam liéu Tacrolimus. O nhirng bénh nhan ¢ sw gia
tang creatinin huyet thanh kéo dai khéng dap rng voi viéc
diéu chinh liéu, can can nhac doi sang mét lidu phap trc ché
mién dich khae. Can than trong khi sir dung Tacrolimus voi
nhirng thube gay dc tinh than khac.
Dac biét, dé tranh gay déc tinh than qua mirc, khéng nén
ding déng théi Tacrolimus vai cyclosporme Tacrolimus
hoéc cyclosporine nén ducc ngung sl dung tbi th|eu 24 gi¢y
trete khi bat dau thudc kia. Khi co sir gia tang nbng dé
Tacrolimus hodc cyclosporing, vide ding thude kia thudémng
nén duwgce tri hodn hon niva.
Tang kali huyét nhe dén ning da dwoc bao cdo & nhirng
bénh nhan ghep thén va ghép gan duoc diéu trj voi
Tacrolimus & My va Chau Au va co thd can phai diéu tri.
Nbng d6 kali huyét thanh can dugc theo dbi va cac thude loi
niéu gi® kali khéng nén s dung trong qua trinh tri lidu
Tacrolimus.
Pac tinh than kinh bao gém run, dau dau, va cac thay déi
chi¥e nang van dong khac, tinh trang tam than, va chuc
nang giac quan da dwoc bao cao @ nhikng bénh nhan ghép
gan. Run xuét hién thwéng xuyén hon & nhirng bénh nhian
ghép than dung Tacrolimus so véi nhitng bénh nhan duoc
dung cyclosporine. Tan suét cla cac bién cd than kinh khac
¢ bénh nhan ghép than la twong tr gitka 2 nhom didu fri.
Run va dau dau cd lign quan, v@i néng dd cao Tacrolimus
trong mau toan phan va cé thé dap ng véi viée diéu chinh
litu. Co giat da xuat hién & bénh nhan ngudi lém va tré em
dung Tacrolimus. Hon mé va mé sé&ng cing co lién quan voi

“Nhitng bénh nhan dung Tarolimus ch.g b nguy co tang

phat trién u lympho va cac ung thw khac dac biét la & da.
Nguy co nay lién quan dén mire dd va thoi gian lrc ché
mién dich hon la viéc s@ dung cu thé mat Ioai thude nao,
R&i loan tang sinh lympo (LPD) lién quan nhidém virus.
Epstein-Barr virus (EBV) da dwec bao cao & nhirvng bénh
nhan ghép tang bi wc ché mién dich. Nguy co LPD tang &
nhirng tré em cb nguy co nhidm EBV tién phat trong khi bi
¢ ché mién dich hodc & bénh nhan dbi sang ding
Tacrolimus sau khi ding liéu phap e ché mién dich kéo
dai. Do nguy co trc ché qua mirc hé théng mién dich, didu
nay co thé 1am tang nhay cdm nhigm tring, viéc s dung
lidu phap tre ché mién dich két hop nén than trong.

THAN TRONG:

Toan than: Tang huyét 4p 14 mot tac dung ngoai ¥ cia lidu
phap Tacrolimus. Tang huyét ap mirc d6 nhe hodc trung
binh thuéng duoc bao cao hon 1a tang huyet ap nang. O
mét so trucmg hep cé thé can liéu phap chéng cao huyet
ap. Viéc kiém soat huyét ap cé thé thuc hign véi cac thubc
chéng cao huyét ap théng thwéng. Do Tacrolimus c6 the
gay tang kali huyét, nén tranh ding cac thude loi niéu gny
kali. Mac du cac thubc chen kénh canxi co thé hiéu qua
trong diéu tr tang huyét ap lién quan Tacrolimus, nén than
trong do viéc hmng tac voi chuyén hoa Tacrolimus nén ¢
thé can phai giam liéu.

Bénh nhan suy chie niang gan va than: Viéc sir dung
Tacrolimus ¢ bénh nhan gheép gan bi suy chi¢c nédng gan
sau ghép coé the lien quan vé&i tAng nguy co bi suy chire
nang than do nong @6 Tacrolimus trong mau cao. Nhirng
bénh nhan nay can dugc theo d&i chat ché va nén can nhac
didu chinh liéu.

Phi dai co tim: Phi dai co tim d3 dugc bao cao cb lién
quan dén viéc s dung Tacrolimus va thirgng duge danh
dau bodi gia tang d6 day thanh sau that trai va vach lién that
trén dién tam dé ECG. Phi dai cor tim da dwoc quan sat thay
& tré nhi nhi, tré em va ngwdi Ién. Tinh trang nay dwoc hoi
phuc & hau hét cac trréng hop sau khi giam lidu hodc
ngwng diéu tri. O nhirng bénh nhan suy than hoac cb biéu
hién |dm sang suy that khi dang sk dung Tacrolimus cén
can nhac danh gia dién tam d6. Néu phi dai thét trai duoc
chan doan, can can nhac gidm liéu hoac ngwng sl dung
Tacrolimus.

Théng tin danh cho bénh nhan: Bénh nhan can dwoc
théng bao 14 ho can thwe hién cac xét nghiém nhidu lan

trong qua trinh str dung Tacrolimus. Ho cling can duoc
huéng dan st dung thude va thaong bao cac nguy co tiém
tang khi ¢o thai va nguy co gia tang loan san u. Bénh nhan
cAn duwroc thdng bao la viée thay déi liéu dung can duwoc tw
van ir bac sT. Bénh nhan cing can dwoc théng bao la
Tacrolimus cb thé gay tiéu dwing va ho cAn di kham bac si
néu he bi di tiéu thwerng xuyén, hay bi khat nwére hodc doéi,
Xét nghiém: Cén danh gia dinh ky creatinine huyét thanh,
kali, va dwo'ng huyet lte déi. Theo dbi cac thanh phan mau
va chuyén hoa can duoc thre hién dé dadm bao 1am sang.

TUW'ONG TAC THUOC: /‘2.54/

Do nguy cor cao gay ra hodc lam nang thém suy chire nang
than, can than trong khi st dung Tacrolimus véi cac thude
c6 khd nang lién quan dén Iam suy chirc nang than nhw
ammoglycosndes amphotericin B, va cisplatin. Nhirng bénh
nhan chuyen dbi thube ter cyclosporine sang Tacrohmus nén
dung lidu dau tién khéng sém hon 24 gid sau [iéu cudi clng
cUa cyclosporine, Viéc dung lidu Tacrolimus cé thé cham
hon niva trong trwcrng he'p nong do cyclosponne téng cao.
Cac thude co thé 1am anh hu’ong néng do Tacrolimus
Do Tacrolimus duoc chuydn hda chi yéu boi hé men
CYP3A, cac thubc hoac hoa chat dwoc biét re ché nhirng
men nay co thé tam gidm chuyén héa hoac tang kha dung
sinh hoc cta Tacrelimus, bidu hién bang gia ting néng dé
trong huyet twong.

Cac thude duoc bidt tao ra nhirng men nay co6 thé lam tang
chuyén hoa hoac g|am kha dung sinh hoc cla Tacrolimus,

iéui n6ua da tang havétivens,

:F‘Iheo a6 nong do trong mau va d|eu chinh lieu th|'ch hcrp Ia

cAn thiét khi st dung déng théi véi nhixng thude nhu thé.

Nhirng thudc cé thé [am ting néng db Tacrolimus
trong mau

diltiazen clotrimazole clarithromycin
nicardipine fluconazole erythromycin
nifedipine itraconazole troleandomycin

Thude  thac | Cac thude khac
day van déng
da day-rudt

cisapride bromocriptine

metoclopramide | cimetidine

cyclosporine

danazol

ethinyl estradiol
methylprednisolone
omeprazole
protease inhibitors
nefazodone |

Nhirng thudc cé thé 1am gidm néng dé Tacrolimus

trong mau
Chong co giat Khang sinh | Ché pham thuwc
vat
carbamazepine rifabutin St John's Wort
phenobarhital rifampin
phenvytoin |

St.John's Wort (Hypericum perforatum) iao ra CYP3A4 va
P-glycoprotein. Do Tacrolimus 1a mét chat nén cho CYP3A4,
viéc sl dung St.John's Wort & nhikng bénh nhan dang dung
Tacrolimus co thé dan dén giam ndng dd Tacrolimus. Cac
nghién clvu vé trong tac thude véi cac thudc chéng HIV
chuwa dwec thye hién. Tuy nhién can than trong khi ding
nhirng thude doc véi than fvd., ganciclovir) hodc nhirng
thude duee chuyén hba bdi CYP3A (vd., ritonavir) dong théi
voi Tacrolimus,

Tacrolimus c6 thé tac déng |én duoc dong hoc cua nhirng
thude khac (vd., phenyloin} va lam tang ndng G cac thubc
nay. Nuée nho lam anh hwéng chuyén héa qua trung gian
CYP3A do do nén tranh dung.

Twong tac véi cac thudc khac: Cac thude (rc ché mién
dich cé thé dnh hwéng 1én vacxin. Do d6 trong khi diéu tri
véi Tacrolimus viéc tiém ching cé thé kém hiéu qua. Nén
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trdnh st dung vacxin gan; vacxin gan c6 thé bao gém
nhwrng khéng han ché doi véi vacxin s&i, quai bi, rubella, bai
liét udng, BCG, sdt vang da va thuong han.

Kha nang gay ung thw, dét bién gen va suy giam kha
nang sinh san.

Sw gia tang tan suét ung thw da nhan thdy & nhirng ngui
ghép tang va duoc cho la bién chivrng clia trc ché mién dich.
Dang ung thw phd bién nhét 1a u lympho non-Hodgkin va
ung thw da.

Nguy co ung thu & nhitng ngwdi dung Tacrolimus cé thé
cao hon nguoi binh thwéng.

Réi loan tang sinh lympho lién quan v&i nhiém Epstein-Barr
virus da duoc ghi nhan. Viéc gidm hodc ngung e ché mién
dich co thé gay cac tén thwong tién trién.

Khoéng cé bang chirng déc tinh gen trén cac méau xét
nghiém invitro vi khuan (Salmonella va E coli) hoac té bao
déng vat co vu (& bao tir phdi Chinese hamster) vé dot bién
gen, xét nghiém invitro CHO/HGPRT cla d6t bien gen, hoac
xét nghiém in vivo clastogeniciy trén chudt nhat;, Tacrolimus
khéng gay tﬁmg hop DNA khéng dinh trwdc & té baoc gan
loai gam nham.

Cac nghién ciru gay ung thw trén dong vat duoc thuwe hién
cho thay khéng co sw lién quan gitra tn suét khéi u véi liéu
Tacrolimus. Khdng cé sy suy gidm chirc ndng sinh san
dwoc thay trén dong vat nghién ciru voi suy giam sinh san
trong qua trinh dung Tacrolimus.

Phu nir c6 thai: Nhém C: Khong cé du cac nghién clru co
ddi chirng trén phu ni c6 thai. Tacrolimus di qua dwoc nhau

quan v&i tang kali huyét va suy than & tré so sinh.
Tacrolimus chi nén st dung cho phu ni co thai sau khi can
nhac loi ich clia me so v&i nguy co tiém tang cho thai nhi.
Phu ni¥ cho con bu: Do Tacrolimus dwoc bai tiét qua siva
me, can tranh cho con by,

Bénh nhan tré em: Co it cac trwong hop tré ghép than
ding Tacrolimus. Cac ca ghép gan thanh cong da dugc
thuwe hién & tré em (dén 16 tudi) co st dung Tacroljpt

Céc bénh nhan tré em can liéu Tacrolimus cao hon dé duy
tri néng d6 day trong mau trong tw nhw & ngudi lom.
Tac dong cua thudc lén kha nang lai xe va van hanh
may méc: Tacrolimus cé thé gay ra rdi loan thi giac va than
kinh. Hiéu rng nay c6 thé duogc tang cwdng néu vién nang
Tacrolimus dwoc dung két hop véi bia regu. A, 4

=
QUA LIEU: e

Céc bién phap didu tri hd tro n6i chung va diéu tri trieu
chivng dac hiéu nén dwoc thwe hién trong tat ca cac trwong
hop qua liéu.

Qua lidu cap Ién dén 30 lan liéu khuyén cao da dwoc bao
cao.

Hau hét tit cd cac trwong hop bénh nhan hdi phuc va
khdng gay di chitng. Dwa trén kha nang tan kém trong nwéc
va gan két manh véi hdng cau va protein huyét tuong,
Tacrolimus khéng dwoc thdm tach & mirc cd ¥ nghfa; khéng
c6 kinh nghiém véi viéc si dung truyén than hoat. Ding
than hoat dwéng udng da dwoc bao céo trong diéu tri qua
liéu cap, nhwng kinh nghiém la khéng dt dé khuyén cao
dung né.

BAO QUAN: Bao quan & nhiét d6 duei 30°C
HAN DUNG: 24 thang ké tir ngay san xuat

TIEU CHUAN: Nha san xuét

dung.

San xuét tai An D8 boi:

INTAS PHARMACEUTICALS LTD.

Plot Numbers 457 & 458, Sarkhej- Bavla Highway, Matoda,
Sanand, Ahmedabad, Gujarat, In-382210, India.
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