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Tom tat

Tacrolimus (TAC), thudc nhém (rc ché calcineurin, 13 nén tdng ctia cac phac dd
UCMD trong ghép than. Prograf® la TAC phéng thich ngay (TAC - IR), dung 2 1an/
ngay (TAC - BD hay -BID) va phd bién nhat. C6 2 dang bao ché TAC phéng thich
kéo dai, dung 1 lan/ngay (TAC - QD) la Advagraf® (Astellas Pharma) hay TAC - XL
va Envarsus XR® (Veloxis - Chiesi Farmaceutici) hay TAC - LCP. Bai tdng quan nay
phan tich cac dac diém chinh cla 2 dang bao ché TAC phéng thich kéo dai nham
cung cAp cac thong tin thwc hanh ké toa. Céac loi ich clia TAC phéng thich kéo dai
v& tuan tha didu tri, bién thién ndng do thudc trén cting 1 BN va hiéu qua 1am sang
cling dwgc xem xét nham xac dinh nhitng BN ghép than dwoc huéng loi nhidu
nhét khi chuyén sang TAC 1 lan/ngay.

T khéa: Tacrolimus, Prograf®, Advagraf®, Astagraf XL®, Envarsus XR®, TAC -
IR, TAC - XL, TAC - LCP, ghép than.

Abstract

Prolonged - release tacrolimus in kidney transplantation

Tacrolimus (TAC), a calcineurin inhibitor, has been the mainstay in most
immunosuppressive protocols in kidney transplantation. Prograf®, an immediate-
release TAC (TAC - IR), is administered twice a day (TAC - BD hay -BID) and is the
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most common pharmaceutical form as well. Two prolonged - release preparations
of TAC which are used once a day (TAC - QD) are Advagraf® (Astellas Pharma)
or TAC - XL va Envarsus XR® (Veloxis - Chiesi Farmaceutici) or TAC - LCP. This
review analyses the main features of two prolonged - release preparations of TAC
for the purpose of providing the prescribing information. Benefits of prolonged-

release TAC regarding drug adherence, intra - patient variation and clinical
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I. MO DAU

Tacrolimus (TAC), thudéc nhom twc ché
calcineurin (CNI: calcineurin inhibitors), 1 nén
tang ctia cac phac do e ché mién dich (UCMD)
trong ghép than. Thudc duoc Co Quan Quéan Ly
Thuc Pham va Thudc Hoa Ky chép thuan dé du
phong thai ghép tur 4/1994, véi tén biét dugc
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efficiency are also considered in order to identify kidney recipients who benefit the
most from using TAC - QD.

Key words: Tacrolimus, Prograf®, Advagraf®, Astagraf XL®, Envarsus XR®,
TAC - IR, TAC - XL, TAC - LCP, kidney transplantation.

Prograf® (Astellas Pharma). Trong ghép than,
cac phac d6 UCMD lau dai dwa trén TAC co
két qua tt hon Cyclosporine, va ké tir 2009,
TAC duogc khuyén cao 1a CNI chon lwa dau tay
(KDIGO 2009), 1 va hién c6 mat trong > 90%
phac @6 UCMD khoi dau ¢ bénh nhan (BN)
ghép than tai Hoa Ky.
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Ké tir 46, mot s6 nghién ciru da dénh gia tinh
kha thi cua giam liéu TAC vi lo ngai nguy co
doc than man tinh khi dung lau dai. Tuy nhién,
chién luoc nay tiém an nhiéu nguy hai cho BN
vi tang nguy co khang thé ddc hiéu nguoi cho
moi xuét hién (dnDSA), ting thai ghép qua
trung gian khang thé va ting mat than ghép.
Gan day, bién thién cao ndng d6 TAC trén cliing
1 bénh nhan (IPV: intrapatient variability) da
duogc chimg minh di kém véi két qua ghép x4u
vi IPV cao di kém véi mire tiép xtic TAC nam
ngoai cira s6 diéu tri.

Prograf® 13 dang bao ché TAC phéng thich
ngay (TAC - IR: immediate release), ding 2 lan/
ngay (TAC - BD hay -BID) va phé bién nhat. C6
2 dang bao ché TAC phéng thich kéo dai, dung 1
lan/ngiy (TAC - QD) dugc sir dung 14m sang: (a)
Advagraf® (Astellas Pharma) hay TAC - XL dugc
str dung tai Chau Au tir 2007 va Hoa Ky tir 2013
v6i tén goi Astagraf XL®. Thudce ciing da dugc chap
thudn & 73 qudc gia khac trén thé gidi. Advagraf®
duoc chi dinh trong ding méi va chuyén déi 6 BN
ghép than va ghép gan; (b) Envarsus XR® (Veloxis
- Chiesi Farmaceutici) hay TAC - LCP duoc chap
thuan tai Chau Au tir 6/2014 va Hoa Ky tir 7/2015.
Tai Chau Au, thude duoc chi dinh trong dung moi
1an chuyén d6i & BN ghép than va ghép gan, trong
khi tai Hoa Ky, thudc chi dugc ding trong chuyén
d6i & BN ghép than. [2]

Bai tong quan nay phén tich cac dic diém
chinh cua 2 dang bao ché TAC phong thich kéo
dai nham cung cép cac thong tin thuc hanh ké
toa. Cac loi ich ctia TAC phong thich kéo dai vé

tuan thu diéu tri, IPV va hiéu qua 1am sang ciing
dugc xem xét nham xac dinh nhimg BN ghép
than duoc hudng loi nhiéu nhat khi chuyén
sang TAC 1 lan/ngay.

Ly do Tacrolimus 1 lan/ngay duoc dwa vao
st dung lam sang

UCMD qui wdc hién nay bao gom CNI va
Mycophenolate, mdi thudc duge dung 2 lan/ngay.
Phac d6 liéu 2 lan/ngdy nhu vay di kém tinh trang
khong tuan thu didu tri. Ty 16 khong tuan thi diéu
tri UCMD & BN ghép than duoc udce tinh trung
binh 13 25% va dan dén khoang 20% cac dot thai
ghép cip mudn va 16 - 36% trudng hop mat than
ghép. [3] Do do, cac ché pham TAC 1 lan/ngay
duoc ky vong cai thién tuan thu diéu tri va mang
lai mure tiép xuc thude hang dinh hon, dan t6i song
con ciia than ghép va BN 6t hon.

TAC - XL duoc phat trién véi muc dich
ding 1 lan/ngay. Thudc & dang hat, duoc phong
thich kéo dai nho thay d6i ham luong céc ta
dugc (ethylcellulose, hypromellose, lactose
monohydrate va magnesium stearate) dan dén
thay ddi sy thim nhdp nudc vao hat thude.
Thubc & dang vién nang 0.5, 1, 3 va 5 mg va
khong duoc bé hay nghién nat. TAC - LCP dugc
phat trién nham tao ra 1 thudc khong nhiing duoc
phong thich cham ma con ¢6 sinh kha dung duoc
cai thién. Thudc duoc san xuét bang cong nghé
MeltDose®, gitip lam giam kich thudc cc phan
tir thubc xuéng mirc phan tir, din dén hap thu
thudc duoc cai thién va hang dinh, sinh kha dung
thudc tang 1én va sir dung 1 1an/ngay. TAC - LCP
0 dang vién nén 0.75, 1 va 4 mg (Bang 1).

Bang 1. Pic diém chinh ctia 2 dang bao ché Tacrolimus ding 1 lan/ngay. [2, 12]

Advagraf® Envarsus XR® Prograf®
Ny s 1 lan/nga s
Dang bao che 1 lan/ngay Melt - §0§e® 2 lan/ngay
Ham luon Vién nang Vién nén Vién nang
one 0.5,1,3va 5 mg 0.75,1va4mg | 0.5,1,3va5mg
Liy khot dau khuyen | ¢ 19 030 mg/kg/ngay | 0.17 mg/kg/ngdy | 0.10 - 0.30 mg/kg/ngay
Ty s6 chuyén doi tir 11 1:0.7 ]
IR-TAC ' 1:0.85 (da den)
Tuong quan CO va ) ) N
AUCOA4 r>0.57 | > 0.85 r>0.57
. ,, 12 £4.5% (My gbc Phi) | 5, oo
Sinh kha dung 19 + 5.8% (da trang) 30% 17£10%
-~ 2 -3 gio 6 gio 1.5 -3 gio
T1/2 31.9+10.5 gio 31.9+10.5 gio 31.9£10.5 gio

CO0: nong d6 day, AUCO - 24: dién tich dudi duong cong 0 - 24 (mirc tiép xuc thude 24 gio).
*T6m Tat Thong Tin San Phdm ctia Advagraf® va Envarsus XR®.
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Dwgc dong hoc

Dang bao ché TAC chuin 2 lan/ngay va
TAC 1 lén/ngay khéac biét vé duoc dong hoc,
biéu hién & nhitng khac biét vé duong biéu dién
trong quan ndng do thude theo thoi gian, bao
gém s6 dinh noéng d6 thudc (1 hodc 2 dinh),
chleu cao nong do dinh (C,., ) va thoi gian dat
nong do dinh (T ), ma Ve phuong dién ly
thuyét c6 thé anh huong dén hiéu qua va dung
nap thudc. TAC - XL ¢ C, . thap hon, T . dai
hon, va IPV thép hon so véi TAC - IR. Cac dac
diém duoc dong hoc o loi nay tham chi 15 rét
hon d6i véi TAC - LCP, ma & d6 do dao dong
(fluctuation: thay ddi giita nong do dinh va
nong do day so véi nong do trung binh) va do
chuyén dich (swing: thay déi giita néng do dinh
va nong d6 day so véi nong do day) déu thap
hon so v&i TAC - IR. it dao dong va it chuyén
dich 1a cac dic diém duogc dong hoc dugc ua
chugng & dang bao ché phong thich kéo dai va
tao ra duong biéu dién dwoc dong hoc phing
hon. Giam dao dong ndng d6 thudc trong mau
dan t6i tac dong cta thudc lién tuc hon va tranh
cac nong do dinh lam giam tan suat va mirc do
cac tac dung phu lién quan doc tinh thude.

AUC (area under the curve: dién tich dudi
duong cong) va C, (trough le\(elz ndng do day)
dat duoc doi voi TAC - XL nam trong khoang
80 - 125% cac gia tri tuong Ung ctia TAC - IR,
cho thiy twong duong sinh hoc vé dugc dong
hoc ciia 2 dang bao ché nay. Tuy nhién, AUC va
C, hoi thap hon ¢ BN ding TAC - XL, do do,
liéu TAC - XL can cao hon dé¢ dat cung AUC
va C,, dac bi¢t ’("y giai doan sém sau md ghép.
4 Dang bao ché TAC - LCP co6 sinh kha dung
dugc cai thién, twong duong AUC dat duoc ddi
v6i TAC - LCP mic du lidu mdi ngay thdp hon
30% so voi TAC - IR. [5, 6]

So voi TAC 2 lan/ngay, TAC 1 lan/ngay
dugc phong thich xa hon trén duong ti€éu héa do
dic tinh hoa tan ctia thude. 90% thude dugc hap
thu trong khoang 6 - 12 gid sau khi uéng. Anh
hudng cua bira an trén dugc dong hoc cua TAC
1 va 2 lan/ngay tuong tu nhau, ma ¢ d6 C...
va AUC giam khoéng’ 20 - 25% va Tma,x tang
khoang 80%. [4] Vi thé, TAC dugc khuyén céo
st dung khi doi, it nhét 1 gio trude hoac 2 - 3
gi0 sau bira an.

TAC 1 lan/ngay c6 cung thanh phan hoat
tinh va chuyén héa nhu TAC 2 lan/ngay. TAC
2 lan/ngay c6 sinh kha dung thap (15 - 20%),
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do sy hién dién ctia bom day P - gp va cc men
CYP3A4 va CYP3AS & té bao biéu mo rudt
va té bao gan. Muc do biéu hién P - gp va cac
men ndy giam dan trén dudng tiéu héa. Phan
TAC di vao tuan hoan (nghia 1a 15 - 20% sinh
kha dung) dwoc phan bd chu yéu trong hong
cau (khoang 90%) va gin két véi cac protein
huyét tuong (albumin, al - acid glycoprotein,
lipoproteins). Chi chua téi 2% TAC ¢ dang tu
do trong huyét twong, di vao t& bao lympho, 14
dich tac dung mong mudn. Nong d6 TAC duoc
do trong méau toan phan va phan anh khac nhau
phan tu do nay.

TAC luu hanh trong mau dwoc chuyén
héa nhd men CYP3A5 & gan. Cac ca thé biéu
hién men CYP3A5, nghia 1a mang kiéu gen
CYP3AS5*1/*%1 hoac CYP3AS5*1/*3, gap ¢ 1/20
nguoi da tring, 2/3 ngudi My gbe Phi va 40 -
46% ngudi Chau A, co tinh trang ting chuyén
héa, dan t6i giam sinh kha dung TAC, va can
tang 50 - 100% liéu TAC dé dat cing C, muc
tiéu. T1/2 cia TAC 1 va 2 1an/ngay dai (8 30
gid), va BN c6 thé khong dat ndng do thude 6n
dinh trong 3 - 5 ngay.

Mic du khéng c6 nghién ctru vé twong tic
thuéc d6i véi TAC 1 lan/ngay, c6 co so dé cho
rang TAC 1 va 2 lan/ngdy c6 cung hinh thirc
tuong tac thudc vi c6 cung thanh phan hoat
tinh. Thuc pharn, thao duoc va cac thude trc ché
hay 1am ting biéu hién P - gp va hoic CYP3A
déu anh huong sinh kha dung va chuyén hoa
TAC. Budi, cac thude khéang nam azole, cac
thudc trc ché men sao chép nguoc nucleoside,
va cac thudc ddi van kénh calci khong phai
dihydropyridine lam ting nong d6 TAC do
(rc ché hoat tinh P - gp va hoac CYP3A4;
trong khi thao dugc Saint John, rifampicin,
carbamazepine, va efavirenz lam giam nong do
TAC do ting biéu hién CYP3A4. Cac yéu t6
khac anh huong dén ndng d6 TAC trong mau
gém albumin huyét tuong, hemoglobin mau,
bita dn nhiéu m& va nhu dong dudng tiéu hoa.
Ngoai ra, chuyén héa TAC ciing cao hon ban
dém so voi ban ngay.

Theo ddi nong dd thudc diéu tri

Str dung TAC twong d6i phirc tap vi ctra
s6 diéu tri hep va bién thién 16n vé nong do
thudc giita cac ca thé va trén cung 1 c4 thé. Vi
thé, liéu TAC phai dugc hudng dan bang theo
ddi ndng do thudc diéu tri (TDM: therapeutic
drug monitoring) nghiém ngat. TDM thuong
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duoc thl_rc,hién nho danh gié’ C, mau toéu; phﬁn
vi thong s6 nay tuwong quan tot véi muc ti€p xuc
thudc 24 gio. [1] Vi ¢ nhiéu twong ddng duoc
dong hoc giira cac dang bao ché TAC, TDM déi
v6i TAC 1 va 2 lan/ngay déu duoc khuyén céo
dya trén C,, duge do 24 gio tir liéu TAC 1 lan/
ngay sau cung va 12 gid sau lieu TAC 2 lan/ngay.

Liéu lwong

Du dugce dong hoc khac biét giira cac dang
bao ché TAC, néng do day duoc khuyén cédo la
gidng nhau. Trong 3 - 6 thang dau tién sau ghép,
C, thuong n{im trong khoang 8 - 15 ng/mL, voi
cac gia tri gan can dudi hay can trén tuy thude
thoi gian sau ghép, cach thiuc dan nhép, cic
thuéc UCMD duy tri phdi hop, nguy co mién
dich cia nguoi nhan, chét lugng than ghép va
dung nap thudc. Sau do, C, thuong dgqc gif‘r
trong khoang 5 - 8 ng/mL mgc du C, toi uu vé
lau dai van chua dugc xac dinh.

Nhu di thanh qui luét, liéu can thiét dé duy
tri cung C; thuong hoi cao hon déi voi TAC -
XL so vdi TAC - IR, nhung lai luon thap hon
dbi v6i TAC - LCP. O BN méi ghép than, liéu
khoi dau khuyén céo ddi voi TAC - XL twong
tu TAC - IR, dao dong tir 0.10 dén 0.30 mg/
kg/ngay, tuy thudc C, muyc tiéu (0.1 va 0.2 mg/
kg/ngay thuong gitp dat C, trong khoér}g 5~ -
10 va 10 - 20 ng/mL, twong ung) va thudc dan
nhap (basiliximab hay ATG). [7] Nong d6 thude
dao dong nhidu nhit ¢ tuin diu sau ghép véi CO
trung binh & BN dung TAC - XL thuong thap
hon so v6i BN dung TAC - IR. Trung binh, BN
can liéu TAC - XL cao hon 10 - 25% so véi
TAC - IR dé dat cing C, va AUC. [8] Khoi dau
diéu tri TAC trudc ghép co thé lam gidm khac
biét vé muc tiép xuc thude giita TAC - XL va
TAC - IR sau ghép. Pdi véi TAC - LCP, licu
khoi ddu khuyén céo 1a 0.17 mg/kg/ngdy. [9]
Liéu TAC - LCP twong duong cua liéu TAC - IR
0.20 mg/kg/ngay vé nguyén tic la 0.14 mg/kg/
ngay (nghia la 0.20 x 0.70). Tuy nhién, trong
1 nghién ciru ngau nhién ddi ching & 63 bénh
nhan mai ghép than, 37% bénh nhan cg') C, <
6 ng/mL, 1a ngudng dudi cua khoang nong do
diéu tri myc tiéu, vao ngay thir 2 sau liéu dau
ctia TAC - LCP 0.14/kg/ngay. [10] Dua trén két
qua nay, liéu khoi dau cao hon (nghia 1a 0.17
mg/kg/ngay) da dugc xac dinh nham tranh
cham tré dat néng do diéu tri, mot hién tuong
khong mong mudn thudng dugc ghi nhan ddi
véi TAC - XL.
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O benh nhan ghép than 6n dinh, chuyén doi
1:1 tr TAC - IR sang TAC - XL thuong dugc
khuyén cdo. [7] Tuy nhién, chuyén doi nhu vay
c6 thé khién muc tiép xtic TAC giam 10 - 30%
va cﬁq tang lidu dé duy tri C, trong khoang diéu
tri. Poi véi TAC - LCP, 2 nghién cru ¢ bénh
nhan ghép than va gan 6n dinh cho thiy dé duy
tri cing muc tiép xtic thuée nhu TAC - IR, licu
TAC - LCP thép hon 30% vi kha dung sinh hoc
cua TAC - LCP duoc cai thién. [5, 6] Do d9, ty
s6 chuyén dbi tir TAC - IR sang TAC - LCP la
1:0.7 (chang han, 5 mg/ngay TAC - IR tuong
ung voi 3.5 mg/ngay TAC - LCP). [11] Vi TAC
- IR, TAC - XL va TAC - LCP khong tuong
duong sinh hoc, chuyén tir dang bao ché nay
sang dang bao ché khac co thé tao ra nhimng
thay d6i khong mong mudn vé mtc tiép xic va
dung nap thudc. Do d6, khi chuyén dbi dang
bao ché, can theo ddi sat C,. C, duge danh gia
khoang 5 ngay sau chuyén doi va sau do moi 2
tuan trong it nhat 8 tuan. [12]

Loi ich st dung Tacrolimus 1 lan/ngdy so
v6i TAC 2 lan/ngay

Dang bao ché 1 lan/ngay dugc dua ra thi
truong nhim cai thién tuan thu diéu tri UCMD
& bénh nhan ghép. Bang phéac do lidu duy nhat
bubi sang, TAC 1 lan/ngay gitp giam sb lugng
vién thude duoc ké toa va bénh nhan tranh duoc
lidu budi chiéu. Tuan tha diéu tri UCMD nhan
dugc su quan tim dic biét vi ngdy cang nhiéu
nghién ctru cho thiy tuan thu diéu tri kém di
kém véi nguy co dnDSA, thai ghép qua trung
gian khang thé va mat than ghép. Tuy nhién,
can nhan manh rang tac dong c6 loi cua dang
bao ché TAC 1 lan/ngay trén tudn tha diéu tri
thude co thé tuy thude dic diém riéng biét cta
nguoi bénh, ma loi ich 16n nhit duoc ky vong
& bénh nhan c6 van dé véi dang bao ché TAC 2
lan/ngay hodc cac phac do liéu phirc tap khac.
Hon nita, quén liéu TAC duy nhit trong ngay
& phac d6 TAC 1 lan/ngay c6 thé anh huong
dén bién thién ndng do thude trong méau nhiéu
hon & phac 6 TAC 2 lan/ngdy. Sau cing, cac
nghién ciru ngdu nhién d6i chimg cho thay cac
dang bao ché 1 lan/ngay cai thién cac két cuc
ctia bénh nhan van chua cé. Trong khi cho doi
két qua cua nhitng nghién ctru nhu vay, TAC 1
lan/ngay 1a chon lya hop 1y & nhiéu bénh nhan
tuan thi didu tri kém va ¢ nhimg bénh nhan ma
vi nhiéu 1y do khéac nhau, cac phac d6 liéu can
duogc don gian hoéa. [12]
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So v6i TAC - IR, cac dang bao ché TAC 1
lan/ngay it bi tac dong boi IPV hon. Ly do dan
t6i it bién thién ndng do thudc trén cing 1 bénh
nhan hon ddi véi cac dang bao ché TAC 1 lan/
ngdy chua duge hoan toan hiéu rd. Ngoai cai
thién tuan thu diéu tri, giam IPV c6 thé lién
quan dén cac dic diém duoc dong hoc cua cac
dang bao ché TAC 1 lan/ngay, it bi tic dong cua
tinh da hinh gen cytochrome P - 450 va giam
50% céc tuong tac thudc véi bira an. [13] Dic
bié¢t, nhitng bénh nhan biéu hién men CYP3A5
¢6 mirc giam IPV nhiéu hon sau khi chuyén dbi
tr TAC - IR sang TAC - XL.

Hiéu qua lam sang

Hiéu qua cua TAC - XL dugc chirng minh
twong duong TAC - IR, mac du khuynh hudng
(khéng c¢6 y nghia thong ké) tang ty 1& thai
ghép cap dugc ghi nhan ddi véi TAC - XL so
vdi TAC - IR. [14] Mot nghién ctru mu doi da
trung tim & 668 BN mdi ghép than cho thiy
diéu tri v6i TAC - XL hodc TAC - IR két hop
v6i Mycophenolate khong kém hon phac dd
Cyclosporine va Mycophenolate vé thit bai
diéu tri, duoc dinh nghia la to vong, mét than
ghép hodc thai ghép cp qua sinh thiét 1 nim
(14%, 15.1% va 17%, tuong tng). Trong nghién
ciru nay, tAt ca bénh nhan dugc dan nhap véi
basixilimab. Tuy nhién, ty 1¢ thai ghép cap qua
sinh thiét 6 va 12 thang thdp hon & nhom TAC
- IR, khong thip hon & nhém TAC - XL, so vé6i
nhom Cyclosporine (3.8% so véi 11.8 %, p <
0.04; 7.9% so voi 11.8 %, p = NS). [15] Chue
ning than 1 nam tot hon & cac nhém Tacrolimus
so voi Cyclosporine (eGFR/MDRD 1a 58.6 va
59.7 so véi 55 mL/phut/1.73 m?, p < 0.05), 15
va dugc xac nhan trong cung nghién ctru dugc
mo rong theo ddi dén 4 ndm sau ghép. Ty 1¢ thai
ghép cip qua sinh thiét & nhom TAC - XL cao
hon nhém TAC - IR, du khong c¢6 ¥ nghia thong
ké, trong 1 nghién ctru mu doi da trung tdm khac
& 667 BN méi ghép than khong dung dan nhap
va duogc két hop v6i Mycophenolate va Steroids
(20.4% so v6i 15.8%, p = 0.182 & 6 thang; va
21.1% so voéi 16.8%, p = 0.180 ¢ 12 thang).
Nong d6 day TAC & nhom TAC - XL thap hon
nhém TAC - IR & tudn dau sau ghép (12.9 so
voi 15.3 ng/mL, p < 0.005) nhung khéng twong
quan véi thai ghép. Ca 2 nhém déu c6 séng con
cua than ghép (92.8% so vdi 91.5%, p =NS) va
cua BN (97.5% so v6i1 96.9%, p = NS) cling nhu
chtc nang than (eGFR/MDRD 55 mL/phtt)
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tuong ty nhau 1 ndm sau ghép. [16] Tuong tu,
ty 16 thai ghép cip trong 1 nghién ctru & 124 BN
méi ghép than tir nguoi cho sdng khong dung
dan nhap va duoc két hop vi Mycophenolate
va Steroids ciing khong khac biét & nhom TAC
- XL va TAC - IR (19.4% so voi 16.1%, p =
0.638). [17] Sau cting, TAC - XL ¢ liéu khoi dau
0.20 mg/kg/ngay két hop voi Mycophenolate va
Steroids khong kém hon TAC - IR ¢ cung lidu
khoi dau trong 1 nghién ctru ngu nhién, ddi
chiing, da trung tam, nhan mé ¢ 1251 BN ghép
than vé ty 18 that bai diéu tri, duoc dinh nghia la
mat than ghép, thai ghép cip qua sinh thiét hoic
ri loan chirc ning than ghép / e GFR/MDRD <
40 mL/phut/1.73m? (42.2% so v6i 40.5%). [18]

Dit liéu vé chuyén d6i tir TAC - IR sang TAC
- XL tuong ddi it hon. Mic du mét s6 tac gia
nhan thdy chuyén doi mang lai hiéu qua tuong
duong va dung nap tot, mot sé khac quan ngai
vé xu hudng ting nguy co thai ghép & BN ghép
than 6n dinh. [19]

Co rét it dir liéu vé TAC - LCP va tat cd
déu tir cac nghién ctru duoc tai trog. Mot nghién
cru da trung tdm trén 326 BN ghép than 6n
dinh dugc phan bd ngau nhién hodc tiép tuc
TAC - IR hoidc chuyén déi sang TAC - LCP
theo ty 1& 1:0.7 (1:0.85 d6i voi BN da den) cho
thay ty 1& that bai diéu tri (dwgc dinh nghia
la tir vong, mét than ghép, thai ghép cap qua
sinh thiét hodc mat theo ddi & 12 thang sau
ghép) twong tu nhau (2.5% & mdi nhom). [20]
Tuong tu, TAC - LCP da dugc ching minh
khong kém hon TAC - IR vé that bai diéu tri
0 12 thang (18.3% so v&i 19.6%) va 24 thang
(23.1% so v&i 27.3%) sau ghép trong 1 nghién
cuu mu do6i, da trung tam khac ¢ 543 BN moi
ghép than. [21] Khong c6 khac biét vé ty 1é
thai ghép cdp qua sinh thiét giita nhém TAC -
LCP va nhém TAC - IR ¢ 24 thang sau ghép
(17.1% so véi 18.2%, p = 0.7). [21] Hon nira,
phan tich hau kiém cho thdy it that bai diéu tri
hon & BN 16n tudi, da den hodc nit (-25.89%,
p = 0.067; -23.33%, p0.414; va -11.70%, p =
0.091 twong tng), 1 nhitng d6i twong cd nguy
co cao hon bi thai ghép som, mat than ghép
hodc tir vong. [21] Pidu nay dugc cho 13 c6
lién quan dén viéc dat duoc C, diéu trj nhanh
hon véi TAC - LCP so voi TAC - IR: 80.6%
BN dung TAC - LCP ¢6 ndng d9 TAC cao hon
C, ti thiéu sau 7 ngay diéu tri so véi 52.8%
BN dung TAC - IR (p <0.001). [22]
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Tinh an toan va dung nap thudc

Cac nghién ctru duoc thuc hién dén hién tai
déu cho thay tinh an toan twong tu giita TAC
1 va 2 lan/ngay. Do d6, chi nhiing nghién ctru
ching minh ¢6 sy khac biét gitra cac dang bao
ché nay s& dugc trinh bay.

Trong mot nghién ctru tién ctru & 26 BN
ghép than, TAC - XL di kém véi cai thién tinh
trang nhay cam glucose va ting HOMAP & tuin
4 va 24 sau chuyén d6i 1:1 tir TAC - IR sang
TAC-XL, do d¢, it di kém ting duong huyét
hon. [23] Tuy nhién, khac biét trong chuyén hoéa
glucose nay chua dugc xac nhan trong nhiing
nghién ctru khac.

Mot nghién cuu ¢ 44 BN ghép than dang
ding TAC 2 lan/ngay & liéu 6n dinh va co biéu
hién run tay. Chuyén ddi theo ty s 1:0.7 sang
TAC - LCP gitip cai thién déng ké triéu ching
run duoc danh gia bang dung cu do gia toc va
thang diém Fahn - Tolosa - Marin & ngay 7 sau
chuyén ddi. Giam run duoc cho 1a 6 lién hé
dén dic diém duoc dong hoc cua TAC - LCP
v6i C__ thap hon nhiéu so véi TAC - IR. Do
d6, TAC - LCP ¢6 thé 1a lia chon thay thé cho
viéc phai giam thém liéu TAC - IR & BN bj run
tay. Nong do triglycerides mau ciing duoc ghi
nhan thap hon & BN dung TAC - LCP so véi
TAC - 1R. [24]

Két luan

Cac dang bao ché TAC phong thich kéo
dai, dung 1 lé"m/ngéy hién da c¢6 mat trén thi
truong nhu 1a mdt chon lya thay thé hiéu qua
va an toan d6i voi dang bao ché chuén TAC -
IR, 2 lén/ngéy, duoc chi dinh dung méi hoac
chuyén d6i trong ghép than. Sir dung TAC
1 lan/ngay di kém cai thién tudn thu diéu tri
va giam IPV. Mac du chua c6 nghién ctu
chung minh lgi ich trén cac két cuc cua than
ghép va BN, dang bao ché 1 lan/ngay do cac
dac diém duoc dong hoc riéng biét la chon
lra duoc wa chudng ddi voi mot sé BN ghép
than, 1a nhirng BN can don gian hoéa phac do
diéu tri dé cai thién tuan tha diéu tri. Tuy
nhién, theo doi sat néng d6 thube diéu tri 1a
can thiét khi chuyén déi tir dang bao ché nay
sang dang bao ché khac vi cac dang bao ché
nay khong twong dwong sinh hoc. Can c6
thém cac nghién ctru tién ciru 16n & cac nhom
BN ghép khac nhau dé lam sang to cac loi
ich tiém ning cua dang bao ché 1 lan/ngay va
ndng do dinh thip cua cac thude nay.
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