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Rx Ttruiic bdn theo don

ViAn nin bao phin SaYi Lamivudine /Tenofovir

THANH pgAN :

- Lamivudine .. .. . 300 mg
- Tenofovir disoproxil fumarate . .. . 300 mg
- TA dugc vira d0 I vi0n

(Laclose mon.ohydrate, microcrystalline cellulose 101,

croscarmellose sodium, colloidal silicon dioxide, povidone K30,
magne sium s tearate, v ivacoat - P M- I P-000).

DANG BAO CHt : Vi6n n{n.bao phim hinh oval

Dt/gc LY vA co cHt rAc DUNG

DrJQc LV vA co cst rAc DLJNG

Lamivudine, ctr6t AOi hinh khdng hoat tinh crla 2'-dloxy-3'+hiacyti-
dine li mQt chit tuong tg dideoxynucleoside. Tenofovir disoproxil
funrarate tlugc chuy6n d6i trong co thi: thanh tenofovir monophos-
phate nucleoside (nucleotide) li ch6t tuong tu cta adenosine nlono-
phosphate. Lamivudine vd tenofovir tlugc phosphoryl h6a bdi c6c

men tE bdo dd hinh thdnh lamivudine triphosphate vir diphosphate
tenofovir, tuong ung. Lamivudine triphosphate vd tenofovir diphos-
phate cqnh tranh uc ch6 sao chdp ngugc cria HIV-I (RT), ddn O6n

chdm dtrt chu6i DNA. Ci hai chdt ndy c6 tec dQng chdng lai HIV-l
vd HIV-2, cfrng nhu ch6ng l4i virus vi0m gan B.

DI/qCDQNG HQC

Tenofovir disoproxil fumarate (TDF)
Tenofovir disoproxil fumarate (DF) le mQt tidn ch6t ester tan dugc
trong nuoc, do cl6 nhanh ch6ng chuyiin drii trong co th6 dii cho ra
tenofovir vd formaldehyde. Tenofovir clugc chuy6n d6i trong tii bao
thanh tenofovir monophosphate va mOt thdnh phAn c6 hoat tinh la
tenolovir diphosphate.

HAp thtl
Sau khi cho bqnh nhan nhi6m HIV udng tenofovir DF, ch0ng dugc
h6p thu nhanh vA chuyiin d6i sang tenofovir. Sinh khd dpng tludng
uiing cta tenofovir tu tenofovir DF d nhimg b€nh nh6n nhln d6i la
khoing}SY.. Sri dpng tenofovir DF vsi mQt biia [n nhiAu ch6t bdo
'ldm tdng tinh sinh khi dung cluong uting, voi mfc teng tenofovir
trong AUC khoAng 40% vi Cmax khoang l4%. Sau khi dtng lidu

-.,, duy nhdt Lamivudine/Tenofovir DF 300/300mg d nguoi tinh nguyQn
kh6e manh, giA tr! trung.blnh Cmax (+ SD) cta tenofovir ld 312
nglml (+ 68) vA cdc gi6 tri tuong tng d6i vdi AIJCld2'154 ng*h/ml
(+ 586). Gid tri trung binh Tmax (+ SD) c[a tenofovir le 2.06 (+
0,61) gid.

Phdn phbi
Sau khi ti-6m tinh mach khtii luqng d trang thai 6n dinh cua phAn

ptrOi iria tenofovir dugc usc tinh ld.khoang 800 ml / kg. Gin k6t
protein huyet tuong ho{c protein huyet thanh in vitro cta tenofovir it
hon 0,7 vi 7,2o/o,tvonfl img, trong khodng n6ng tlo tenofovir0,0l-25
mglml.

Thdi trir
Tenofovir ch[ y6u dugc bdi ti6t qua th{n, blng cri hai crich lgc cdu

than va mQt he thting vpn chuydn tich cuc qua dang hinh 6ng vdi
khodng 70-80% lidu dirng bdi ti6t duoi dqng khdng thay d6i vio nuoc
tiiiu sau khi ti€m tinh nrach. TiSng sO OO ttranh thii tluqc udc tinh
khoang 230 ml/giolkg (khodng 300 ml/phrit). D0 thanh thai than

tlugc udc tinh khodng 160 ml/gidlkg (khodng 210 ml/ph[t) trong il6
vuqt quil t5c.ild lqc ciu th6-n. Di€u nay cho th6y hoat dOng bai ti6t
chen lQc d 6ng thgn. li mQt phdn quan trong trong viQc lo4i bd

. tenofovir. Sau khi u6ng nria ddi ddu vA cu6i chu kj, ban rA crla

tenofovir lA khoang 12 ilan l8 gid. Nghi€n crru dA thi€t lap dugc
chuSi ho4t dOng bdi ti6t chQn lec cta tenofovir Id ddng vio t6 beo
ling luqn gan ntrt c6c anion vdn chuy€n hitu co cta nguUi (hOAT) I
vn 3 vA ddne ra vdo nudc tiAu nho c6c protein da khriurg 4 (MRP 4).

Nghi6n cuu in vitro da x6c tlinh tenofovir disoproxil fumarate hay

tenofovir ddu kh6ng phii ld chAt nCn cho c6c men CYP450.
Tuii tdc vd giti ttnh

Cric nghi0n cuu d nhtng bQnh nhAn suy thfn cho thiy viQc loai tru

lamivudine bi dnh huong bdi r6i loan chuc ndng than: Cen phii giem

liOu cho b0nh nhdn c6 d0 thanh thii creatinine < 50 ml i phrit.

CHi DINH DItU TRI

Vien phtii hgp Lamivudine/Tenofovir DF (300/300mg) duqc chi

Ainn f6t hqp vdi it nh6t mOt thu6c khdng retrovirus khdc trong di6u

tri nhi6m HIV- I cho ngudi lon bi nhi6m benh tren I 8 tu6i.

LttU LUqNG VA CACH DTTNG

Thudc ndy cht ding theo tldn crta bdc st

Cdch dilng:
Dung dudng u6ng N0n u6ng thutic trong bta ln.

Vi0c didu tri cin dugc quy dinh cho mOt bdc si c6 kinh nghi9m trong

quan lf nhiEm HIV.

Ngnoi lon bi nhidm b€nh tr€n l6 tu6i'.- 
Uting I vi0n/lin, mQt lin m6i ngdy.

OOi vOi t-intr huiing phdi ngmg didu tri hoic cin girim liOu cua mQt

trong 2 hogt ch6t k6 tren, bOnh nh6n phAi stl dung cdc ch6 phAm ri0ng

biQt c6 chua sln lamiwdine hof;c zidowdine voi li0u lugng phU hqp

nhu mQt giii ph6p tinh th€.

Trd en : Ch6ngchi tlinh.cho trd em vd thanh thiiiu ni0n duOi 18 tu6i

do khdng c6 dti dt li0u v0 an toan vi hiQu qui

Ngndi cao ladi: Khdng c6 dt liQu c6 s8n dii khuytin cio lidu dtrng

cho benh nhan tren 55 tu6i

Suy tluin: Khuyiln c6o kh6ng su dlrng cho nhiing b€nh nhdn c6 d0

thanh thii creatinine <50 ml / phtit, vi viQc di6u chinh li€u thich hqp

ln kA6ng thi!. Diii voi nhrng bEnh nhdn ndy, ndn st dpng c6c chO

phim ri€ng biOt cO chua lamivudine vi tenofovir disoproxil fumarat.
J.:

utan aoqn ngung, ateu trl
Niiu viOn SaVi Lamivudine/Tenofovir kh6ng <lugc li€p tpc-d nhtrng

bQnh nhAn vi6m gan B m{n tinh (co hoic khdng d6ng nhi6m HIV),
bQnh nhdn cin dugc theo ddi chat ch0 cdc bang chung trdm trgng cua

b$nh l! vi€m gan.

CHdNG CHi DINH:

Ch6ng chi <linh d ctic b€nh nhdn
- MEn cim vdi lamivudine, tenofovir disoproxil fumarate ho{c bdt k}
tii dugc c6 trong thdnh phtin,
- T16 em vi thanh thi6u ni0n duoi I 8 tu6i

CANH BAO VA THAN TRQNG KHI S\IDUNG

Tdng qudt
- BQnh nhan lon tu6i c6 nhidu khd ndng tll giinr chfc ndng thin, do

-..,{o 
n€n than ffeng khi didu tri bEnh nhdn cao tu6i vdi tenofovir DF.

- Xdt nghiQm khAng thd HBV cen dugc.thuc hi€n cho trit ci cic benh

nhdn binhiEm HIVtruoc t<tri Uit OAu didu tri voi tenofovir.
- B€nh nhdn phii dugc th6ng bio ring tenofovir dd kh6ng chung

minh etugc str ngan chAn su ldy nhiEm HIV holc FIBV sang ngudi
khdc th6ng qua dudnF tinh dpc hay truydn mdu. Bi9n phrip phdng

ngua thich hqp ph6i tidp tpc dugc sri dpng.

S* d4ng iling thdi vtt cdc sdn phdmthudc khtic
- Vi0n n6n Lamivudine/Tenofovir DF (300800mg) kh6ng duqc st
dgng chung vOi bAt hy san phAm khdc c6 chr?a lamiwdine, tenofovir
disoproxil fumarate, emft icitabine holc adeJov ir.
- KhOng dnng d6ng thdi tenofovir DF vdi didanosina vl didu niy c6

thii larntang nguy co bj ciic trlc dgng phu liOn quan'd6n didanosine.

Dirng chung tenofovir DF vdi. didanosine d li€u 400 mg m6i ngay co

li0n quan toi gi.m d6ng kti sd luqng t6 bio CD4, c6 the. le do su
tuong tiic nQi Uao tam tlng phosphoryl h6a didanosine. Lidu 250mg
didanosine (da. giam) diiu tri ph6i hgp vdi tenotbvir DF c6 tiOn quan

tldn b6o c6o vd ty tq tnit bai virus cao trong mQt vti thti nghi€m k6t

hqp dieu tri nhiSm HIV-1.

Diiu tri kdt hpp 3 hogt chiit nucleoside / nucleotide:
DI c6 b6o c6o vd mOt ti le that bai virus hgc cao vA xu6t hign sirc dd

kh{ng trong giai doan sdm d bQnh nhdn HIV khi tenofovir DF vt
lamivudine dugc k6t hqp vdi abacavirhoic didanosine.

Chtc ndng th$n
Tenofovirihi'ydu dugc thii tru qua thfln thdng qua m$t su k6t hqp

cria lgc cdu thf,n vd hoat dQng bAi ti6t d 6ng lugn thdn. Vi vdy, d0
thanh thai giAm d bQnh nhdn suy th,An. C6 r6t it ttrOrig tin vd an toiur
vi hifu quA c0a tenofovir DF d nhilng bQnh nhdn c6 chirc ndng thfn
suy giim (< 80mUph0t). O b$nh nhen ndy, vien ndn Lamivudine/

Tenofovir DF (300/300mg) chi ndn ttugc sri dung n6u lqi ich tiem

ndng cta viQc dldu tri duqi coi ld lon hon nhilng nguy co tidm rin.

d b?nh rihan suy th{n tu vua tliin n4ng, nta ddi huy6t tuong c0a

lamivudine tdng do d0 thanh thai giam. Can dd nghi giam liOu cho

nhilng bQnh nh6n c6 d0 thanh thei cieatinin < 50 ml / ph0t.Ch6ng chi

tlinh vi6n nin Lamivudine/Tenofovir DF (300/300m9) cho bQnh

nhar.O aO thanh thii creatinin < 50 ml/ph0t, vi viQc di6u.chinh lidu

thich hqp khdng thd dat dugc voi cric vGn n6n k6t hqp liiu cti dinh

niy. Suy thdn, thdn hu, creatinin tAng cao, h4 phosphate mdu vd bQnh

lj 6ng luqn gin ti0u qurin Oao g6m h$i chung Fanconi) tttr clugc b6o

crlo vdi vigc sri dgng tenofovir DF trong thuc hAnh l6m sang'

O bgnh nhdn <lugc nhdn tenofovir DF, chuc ndng.thdn n6n tlugc d6nh

gi6 ipi trong vdng I tuin. baog6m do tluong huyiit, kali mAu vi n6ng

d0 dudng trong nuoc ti6u, n6u photphate huy€t thanh < 1.5 mg / dl
(0,48 mmol/l) hodc tlq thanh thii creatinine gidm duoi 50 ml/ph0t.

Vi0n n6n Lamivudin/Tenofovir DF (300/300mg) n0n tranh st dung

ddng thdi vdi cac chii phim c6 dQc tinh vdi th6n (vi dp aminoglyco-

sides, amphotericin B, /oscarnet, ganciclovir, pen.lamidine, vancomy-

cin, cidohvir holc inierleukin-2). N6u sri dung d6ng thoi tenofovir
DF voi cic hoat chat gny dOc thdn la kh6ng the tranh kh6i, cdn theo

doi chrlc nlng than hang tuan.

inh hdng ttiin xtong
Trong m0inghi0n cuu lam sing c6 tttii chung, c6 su gidm mdt d0

khodng xuong cQt s6ng vd nhfrng thay d6i trong chi ddu sinh hQc

*uonglu duong co sd tli dugc quan siit thAy d ct hai nh6m diiu tri,
nhung cao hon d6ng kti trong nhom di6u rri enofovir DF so vdi
ntrOrn aOi chung diAu tri stawdine (m6i nhom dAu kiit hqp vdi
lamiwdine vit efaviren=) -sau lul4 tu6n. Gidm mdt cl$ Jchodng xuong
h0ng li l6n hon dang kd trong nh6m ndy sau 96 tuEn. Tuy nhi6n,

kh6ng c6 nguy co gia Eng gily xuong hay bang chung b6t thuong

xuong ldm s?rng trong 144 tuan.

Hogi fi'xu'ortg
M{c dtr nguyOn nhdn dugc coi l?r do tla,y0u td (bao g6m c6 st dqng

corticosteioid, u6ng rugu, suy gidm mi6n dich n{ng, chi sO t<tr6i co
thri tang cao tric bdo phi), truong_hgp ho4i tf xuong tl6 dugc b6o crio,

dac biet d nhftng bQnh nhrin nhi€m benh HIV ti€n triOn valho{c phoi

nhi6rn ldu ddi voi diAu tri klit hqp khang HIV. BEnh nhdn dugc
khuyOn n6n tham khio tu vin y t6 ntlu cdm thAy.dau nhuc vi dau

khdp, ctrng khdp hodc kh6 khln trong viQc di chuyOn.

Bfuh nhAn tling nhidm HIV vd HBV hoqtc HGV
BQnh nh6n bi vi€nr gan siOu vi B hodc C man tinh vd dugc rliOu tri
ftit trqp khang vitus c6 nguy co gia idng phan ung b6t lqi nghiCm
treng tr€n gan vd c6 khi n6ng g6y tu vong. Lamivudine vd tenofovir
DF. cflng cd hoat tinh khang HBV. khi duqc st dung,trong dieu td
ph6i hqp thurlc khang virus dd kidm sodt ldy nhi6m tilV. f6t hqp
ndy chua ttugc nghi0n cuu ad Oidu tri HBV. Vi€n ndn Lamivudine/
Tenofovjr-DF (300B00mg) kh6ng <lugc chi dinh cho diAu tri nhi6m
HBV m4n tinh. Khi ngung di€u tri d bQnh nhdn d6ng nhi6m HIV vi
vi€nr gan B c6 thd li6n quan toi sg gia tang c6p tfnh nghi6m trgng
c0a vi6m gan. BQnh nh6n d6ng nhi6m HIV vi HBV khi ngung vi€n
n6n Lamivudine/ Tenofovir DF (300/300mg) phdi <lugc theo ddi ch{t
ch6 ci hai mat lam sang ve thuc nghi0m trong it nh6t sau th{irg sau

khi ngung di€u tri. O nhfrng bQnh nlrdn c6 b6nh gan tien tri6n ho|c
xo gan, kh6n! duqc khuy6n cao ngung diAu tri do dqt cip sau didu tri
c0a binh vi€m gan vi c6 tnd adn aiin tinh trpg vi0m gan m6t bir.

Bpnh gan
Bgnh nhdn bi r6i loan chuc nlng gan tu truoc, bao g6m cd vi€m gan
man ti6n tri6n, da tang dn sii b6t thuong chuc ndng cia gan trong
que trinh ket irqp di6u tri khdng virus vir cin ilugc theo ddi theo c6c
ti€u chudn thUc hanh. N6u co bing chung ngdy cang x6u di crla bQnh
gan d nhilng bQnh nhrin ndy, phai xem x6t viQc giAn tloqn ho{c ngimg
di0u tri.

NhiLm acid lactic
Nhi6m acid lactic Id mQt bitln chrmg hi6m gfp nhung nghi0m trgng,
c6 khd ning de doa tinh mang, li€n quan d6n si dung thuOc uc ch6
men phi€n nra ngugc nucleoside. MQt s6 hoat ch6t khdc cria ldp
thu6c nAy duqc biiit ld gdy ra nhi6m acid lactic. Dt liQu tiin lam sang
vi l6m sring cho thiy nguy co xdy ra sy nhiEm acid lactic dugc xem
nhu.mQt hiQu ung c[a lop tudng tu nucleoside, nhtmg nguy co xAy ra
li rdt thdp d6i.vdi tenofovir disoproxil fumarate.,Tuy nhi0n, nguy co
nAy khdng thd clugc loai tru vi tenofovir c6 ciu trtc phdn tu li€n
quan d6n nucleoside. BQnh nhAn c6 trigu chtmg thuhne c6 mric d0
acid lactic > 5 mmol/lit vd phdi ngung tdt ca cAc NRTI. N6ng dg acid
lactic > l0 mmol / lit thudng ld mQt c6p cuu y t6.

S6 ligu vii dugc dQng hgc cta tenofovir d phu nt cho thiy kh6ng c6
dnh hudng gioi tinh lon.

Cdc nghiOn cuu dugc dOng hqc da khdng tlugc thgc hi0n d tr€ em vd
vi thdnh nien (dudi 18 tu6i) hoac d nguoi.cao tutii (ren 65 tudi).
Dugc dQng hgc chua tlugc nghiOn cuu cg th€ trong cdc nh6m ddn tQc
khic nhau.

Suy thQ4
Ciic th6ng s0 dugc d.Qng hqc c[a tenofovir dtrgc xic dinh sau khi
u6ng mQt li0u duy nhrit 300mg tenofovir DF cho 40 bQnh nhdn khdng
bi nhi6m HIV, khdng bi nhi6m HBV c6 muc tlQ suy thrin khric nhau
dugc xilc tlinh theo d0 thanh thdi creatinine (CrCl) ban ddu So vdi
bgnh nhdn c6 chuc ndng than binh thuong, gi6 tri trung binh (% CV)
phoi nhi6m tenofovir tAng tt 2.185 (12%).ng,giiilml trong c6c d6i
tugng c6 CrCI > 80 ml/phrit, d€n c6c tri sd 3.064 (30%) ng.gid/ml,
6009 (42%) ng.gid/ml vd 15,985 (45%) ng,gidlml d bQnh nh6n suy
thdn nhE, vua vA n{ng, tuong rmg. O benh nhan mic bQnh than giii
tlo4n cui5i (CrCl <10 ml/ phrit) c6 yOu ciu tham t6ch m6u, ndng dQ co
ban tenofovir d gi0a giai clogn ch6y thfn nhdn t4o tlng ddng kii, trong
48 gio d3t dugc m$t Cmax trung binh la 1,032 nglml vA AUCorsr,
trung binh ld'42.857 ng.giolml. Dugc d6ng hQc cira tenofovir d
nh&ng bQnh nh6n kh6ng chay than nhan tao c6 dQ thanh thdi
creatinine <10 ml/phrit va d nh&ng b$nh nhdn giai do4n cu6i cia
thAm tiich phrlc mgc ho{c cdc hinh thuc tham tech khdc chua dusc
nghi€n ctru.

Suy gan
MQt lidu duy nh6t 300 mg tenofovir DF duoc dung cho bQnh nhAn
khdng bi nhi6m HIV, kh6ng bi nhiEnr HBV c6 muc dQ t6n thuong

k6 d cric dtli tuqng bi
li6u luqng cho cric d6i

khdc nhau dugc x6c ilinh theo phdn loai Child-Pugh-Turcotte
(qPr). Cdc. thdng s6 dugc dQng hgc

suy gan cho thdy kh6ng
kh6ng thay d6
cin phii di€u

i dang CONrtenofovir

tuqng niy. Gi6 tri trung binh Cmax vi A coP
ctia tenofovir ld 223 (34,8%) nglml va 2.050 (50,8%) ng. DUOc
tuong trng d cdc dOi tugng binh thudng so vdi 289 (46,0%) ng/ml
2.310 (43,5%) ng.giolnrl d nhimg nguoi suy gan vua phdi va SA
(24,8%) nglnl vit2740 @4,0%) ng.gitt/ml d1 nhrng nguoi suy gan
nang.

Drqc itQng hpc n\i i bno
Tenofovir diphosphate trong nQi bao c6 chu k! ban ra l0 gio khi
dugc kich hoat vd 50 gio khi luu trong t€ bdo don nhdn milu ngoai vi
(PBMCs).

Lamivudine
Hiipthtl vi sinh khd dgng

Lamivudin dugc h6p thu nhanh sau khi u6ng. Sinh khA dpng tlat tu
80 d6n 85%. Sau khi cho tinh nguyQn viOn kh6e manh dirng liAu duy
nh6t mQt viOn ndn Lamivudine/TDF (300/300mg), giri tri trung binir
Cmax (+ SD) cria lamivudine dat2,24 mglml (+ 0, 96) vA vi gi6 trl
hrong ung d6i vdi AUC ld 10,54 pg.h/ml (+ 2,94). Gid tri trung binh
Tmax (* SD) c0a lamivudine. dgt 2.15 gid (+ 0.87). Dirng lamivudine
ddng thoi voi thuc ln cho k6t qui ldm tri hoAn tmax vi Cmax thip
hon (giam 47%). Tuy nhi6n, mric d0 hap thu (dga tr€n AUC) cria
lamivudine kh6ng bi anh huong.

Phfin bd
Nghi€n cuu ti6m tinh rn-ach voi lamivudine da cho thiy ring khtii
lugng trungbinh bi6u ki€n c0a phdn ph6i la 1,3 lit/ kg. Lamivudine
th6 hiQn tuytin tinh dugc dgng hpc tren pham vi lieu di€u tri vi hiiin
thi lien kilt han ch6 vdi protein chi yiSu li cric albumin trong huylit
tuong (< 36% albumin huyiit thanh in vitro)

ChuyAn hda
Su trao d6i ch6t cr'ra lanrivudine ld duong loai hu thu yi!u. Lamivudin
<lugc loqi bd cht y6u du6i dang khdng thay d6i qua bni il6r thfln. Kh6
nAng.trong t6c thu5c voi chuy6n h6a lamivudine thip do m(rc tlQ

chuyCn h6a d gan nlrd (5 - 10%) vA lidn k6t protein huytit tuong thAp.' Thdi trir
Lamivudine c6 nriaddi thai ffi la 5-7 gid. Nria cloi crla lamivudine
triphosphate trong t6 bdo da dugc uoc tinh khoing22 gid; dQ thanh
thii trung binh toirn thdn cta lamivudine khoang. 0,32 U giblkg v6i
thanh thAi chri ytiu d than (> 79%), bao gtim ca 6ng th{n th6ng qua

Nhdm b(nh nhdn il(c biQt
Suy thdn:

F{
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:.
Logn ttrong mo (tipid/chlt bCo)

K6t hqp Oi6u tri ktui,ng virus c6 li0n quan d6n vigc t6i phdn b6 chAt

bio c0a co thd (os dudng lipid) d nhilng b0nh nhdn nhi6m HlV.
Trong khi nrQt s6 loai thu6c khang virus khric c6 blng chung dang kr!

v0 cdc phan urrg bAt lqi nAy, thi bang chung cria tenofovir nhu mQt

tAc nhdn gAy loan dudng IA yiiu, thuc sg chi xriy ra khi chuydn d6i tu
m$t hoat ch6t tuong tg thymidine (vi du nhu stavudine) sang
tenofovir dd cho th6y c6 sg gia tang chAt bio chdn tay d nhiing bQnh

nhdn teo m0 (lipoatrophy)

Rdi logn chtc ndng cia ty lgp thi
C6c ch6t tuong tu nucleoside vd nucleolide ctugc chring minh tl6 gdy

ra mric clQ thiet hAi khec nhau l0n ty thO in vitro vit in vivo. Dd c6 biro
crio vri r<ii loan chiri ndng cria ty th.a d tri so sinh nhi6m HIV khi
phoi nhi6m nucleoside trong tt cung vAlho[c sau sinh.dd. C6c tdc
dung phu chri y6u dugc b6o c6o lA nhfrng rtii logn huy6t hoc (thi6u
m6u, gidm bqch ciu trung tinh) vd r6i loan chuy0n h6a (tlng acid
lactic nrdu, tdng lipid mdu). Nhtng su kiQn nAy thuong tpm thoi. MOt

sii rtii loan than kinh khdi p\rit muQn ctd <lugc b6o ceo (tang truong
luc, co giit, hanh vi bdt thuortg).

ViAm u4y

Di0u tri vdi vi€n n6n Lamivudine/Tenofovir DF (300/300mg) n€n

dugc dung l4i ngay l{p tuc neu cd ddu hiQu l6m sang cdc triQu chung
hoic xit nghigm bdt thudng ggi j vi€m tsy xdy ra. '

Td tttrqc Lactose (trong thdnh phdn cdng thirc)
Nhtrrg bQnh nhdn. c6 vAn dd vd di truyen hiiirn g{p
n4p galactose, thi6u hut men Lapp lactase hofc hdp
galactose kh6ng n6n dtng thudc niy.

nhu khdng dung
thu kdm glucose-

TTIONG TACTHUOC
Nghi6n ctru tuong t6c chi dugc thuc hiQn d ngudi lon.
Dga tr€n k0t qui cria cdc thi nghiQm in vitro vat theo dudng thii trir
d1 dugc bi6t cia lamivudine vi tenofovir, khd ning tuong tdc qua

trung gian men CYP450 vdi c6c thuric khdc la th6p..

Tu'o'ng tdc fiAn quan din lamivudine
- Dtrng dOng thdi yoi trimethoprim/suljamethomzole cho k6t qud gia

t6ng 4;O% AUC (dien tich dudi duong cong ndng do+hoi gian) cfra

lamivudine.Kh6ng cin phdi diAu chinh liOu cila vi€n ndn Lamivudine
ffenofovir DF (300800mg). Lamivudine khdng dnh hudng d6n duoc
d0ng hqc c[ra trinrethoprim hopc sulfamethoxazole.
- Chuydn hoa lamivudine khdng cil d6n men isocytochrome P450

CYP3A, n€n klr6ng c6 sg tuong tric voi nhfng thu6c dugc chuydn

h6a theo hP th6ng men niy.
- Vi c6 su Ad Urang ch6o vi thi6u cec tec dung bri sung khring virus,
lamivudine khOng n€n dtrng chung vdi entricitabine.

Trtng tdc fiAn quan itdn knofovir dkoproxit lunarate (TDF)
- Didanosine :

- khuyiin cdo kh6ng dugc ding ddng thdi tenofovir DF voi didanosin.
- Sdn phdm thu6c dugc thdi tru qua thfn
Do tenofovir chri y6u duqc loai bd qua th{n, nOn dtng ddng thoi

tenofovir DF vdi cdc thu6c ldm girim chuc ndng thdn ho{c canh kanh
bAi ti6t d 6ng thfn th6ng qua tdc dQng cia c6c protein v{n chuy6n

hOAT l, hoat 3 hodc 4 MRP (vi dg nhu cido/ovir) c6. thC lem tlrrg
n6ng d9 huytit thanh cia tenofovir viy'ho{c cdc san phAm thu6c rli6u
tri phdi hqp.
- Tenofovir DF n0n tri{nh dirng chung vdi nrQt san phdm thu6c c6 ddc
tinh tr€n thdn. Yi dV nhu aminaglycoside, amphotericin B, /oscarnet,
ganciclov i r, pentamidine, vanco myc in, cidolov i r ho$c inte r leukin-2.
-Do tacrolimus c6 thd anh hudng d6n chric ntrng thqn, nOn gi6m sdt

ch{t chE khi cluqc sri dung ddng thdi vdi tenofovir DF.

Mfu sd trong tric khtic
- Nilu atazanavir vd vi6n n6n Lamivudine/TDF (300/300mg) duqc
dirng clrung, nOn dtng lidu atazanavir 300 mg hnng ngdy ciurg vdi
ritonavir 100 mg hang ngiy. Teng phoi nhiEm tenofoVir c6 thd lirm
tang tiic dung ptru ti,im in'c6 li€n quan tdi terlofovir, bao g6nr r6i

loln thqn. Chfc ndng th{n nOn dugc theo ddi ch4t chO.

- Dirng tlOng thdi voi Lopinavir/Ritonavir (400rng/l00mg hai ldn/

ngay) I xntidn cAo khdng cAn didu chlnh. liriu.. Teng phoi nhi6m

tenofovir c6 the lAm tdng tdc dung phu ticm an c6 lian quan tdi
tenofovir, bao gOm r6i loan than. Chtc nlng thin nOn dugc theo doi

chlt che.

- iung adng thdi .vdi Darunavir/Ritonavir (300mg/l00mg hai lin/
ngay.) : fnuy6n crio kh6ng can aidu chlnh liliu' Tangphoi nhi6m voi
tenofovir c6 the Iam tlng tdc dung phu ti6m dn c6 li0n quan toi

: ,..

tenofovir, bao gdm rtii loan thdn. Chuc nlng thin n€n tlugc theo dOi

chft che.

- Dtng ddng thdi vdi Entecavir (l mg hing ngdy) : do tuong tac
dugc d$ng hqc ldm seng khOng dri,ng kii.
- Khuy0n cdo khOng tlugc ding d6ng thoi vdi Adefovir dipivoxil

Nghi€n ctut tlrqc ilQng hpc vdi cric thudc khtic:
kh6ng c6 tuong tec dugc ldm sing dri,ng kd khi vi0n n6n Lamivudine/
TDF (300/300mg) dugc dtng d6ng thoi vdi indinavir, efavireni, nel-

fi navi r, saquinav i r (r i lonav ir tlng), rifamp ic i n, me thadone, ribavi-
rin, ta$olimus hoic cric biQn phdp trrinh thai nQi ti6t tO norgesti-
mate./cthinyl estradiol.

inh hfi'ng cia thgc phdm:
Tenofovir disoproxil fumarate phdi dugc u6ng cirng vdi thgc phim,
thuc trn lirm tlng sinh khi dpng cia tenofovir.

TRT.IoNG HqP cO rnAr vA cHo coN B[I:

Thdi lqi mang thai
Nghi€n ctru trOn dQng vat kh6ng cho thiy tac hai truc ti6p hofu gian

ti6p cria tenofovir DF c6 litn quan d6n mang thai, d6n.phdt triiin bdo
thai, d6n vi0c sinh nd hoic su ph6t triiin sau khi sinh. O ngudi, sg an

todn cia tenofovir trong thai kj,chtra dugc xdc tlinh dAy drl. Sti phoi
nhi6m diy tti trong qui dAu dd tlugc tlreo d0i, tuy nhi0n, da phdt hiQn

it nhit mQt sg gia tdng gip d6i nguy co di tdt bAm sinh t6ng thi3.

Kh6ng thAy tdng.di tat bAm sinh duqc nhin.th6y. Kh6ng ldrntlng
nguy co di tdt bAm sinh dd dugc bdo c6o d6i vdi lamivudine. Tuy
nhi6n, rui ro cho. thai nhi khdng thd dugc loai tru. Vi0n ndn
Lamivudin/Tenofovir DF (300/300mg) chi clugc sri dpng trong mang
thai n6u c6c lgi ich dugc coi li lon hon nhftrg rii ro cho thai nhi.

Thdi lqi cho con bil
Nghidn crlnr tren dQng v4t d6 cho thay tenofovir clugc bdi ti6t vio s&a.

Ngubi ta khdng bi6t liOu tenofovir dugc bdi tirit vdo sta ngudi me
hay kh6ng. Lamivudine dugc bai ti6t vao s[a nguoi m9 dang cho con
b0. Do d6 khdng n€n cho con b0 me.

TAc DONc cuA THU6c KHr LAt
MOC

xE vA vaN

Kh6ng co nglriOn ciru ve tric d6ng l0n kha nturg I

mey mdc dtrgc thtrc hi0n. Tuy nhi6n, ch6ng mdt
trong qua trinh didu tri voi tenofovir disoproxil furnarate.

Thbng bio clto Bric si nhfrng kic dgng khAng mong
g(p phdi khi s* tlqng thuic.

TAc DUNG KHONc MoNG MUON cOa rnuOc

Thuong gflp (dau.khdp, r6i losn co bip) / Khdng r0 (tiOu co v6n,
nhuy€n xuong (bi0u hiQn nhu ilau xuong vi thudng xuytn g6p phdn
lAm gly xuong), yiiu co, rfau co, hogi tri xuong).

Rdi loqn thdn vd tiiit nigu;
Hi6m glp (suy thNn cdp, suy th{n, vi€m 6ng lugn gAn.titiu quin thdn
(bao gdm hQi chung Fanconi), tdng creatinine huy0t thanh) / Rdt
hidm g|p fto{ tri 6ng thdn cip tinh) / Kh0ng r0 (viem thin (k6 ce
vi€m thdn ke cip tinh), dai th6o nh6t do thgn - nephrogenic)

Rdi loen chung vd r6i logn khi didu tri '
Thuong g{p (met m6i, kh6 chiu, s60 I nat hitim gip (suy nhusc) /
Khdng rd (hQi chung phpc hdi miSn dich).

Hrdng ddn cdch x* tri ADR; Phdi ngirng dtrng thutic ngay vd thanr
vdn biic si chuy€n khoa di6u tri.

QUA LItU
Niiu b! quti liriu, bgnh nh6n phdi ctugc theo d6i bAng chtmg vd ngg
dQc, vd ap dung di0u tri h6 trq tidu chuin khi cran thi6t. Tenofovir c6
th6 dugc loni bd bang crich chgy thf,n nhdn tao, d0 thanh thdi trung
binh do chgy th6n nhin tao ciia tenofovir ld 134 ml / ph0t. ViQc lo4i
bd tenofovir bing thdm Rlan ph[c mgc chua duqc nghi6n cuu. Do
mQt luong khdng ddurg k0 c[a lamivudine ilugc loai bd sau 4 gio
chay thdn nh6n tao, ndn viQc cAp cuu khi li0n tuc chey than phric mgc

vA thim ph6n phfc m?clu dQng khOng biit c6 cung c6p lqi ich lem
sAng trong sU kiQn qu6 lidu lamivudine hay kh6ng.

DONG c6r : HQp 3 vi - vi lo vi6n.

BAO QUAN : Noi kh6, nhiQt dQ kh6ng qurl 30b. Trdnh rtnh s6ng

TI0U CHUAN Ar nUNc : Ti6u chudn co s&!

HAN DiING : 36 thang kd ru ngiy sAn xu6t.

Di xa dn Uy cia til errl

rficH Nhrek mON vgN

Sln xuit tgi:
CTy co pi{AN DUQC PHAM SA vtgaviphar/4/. J.s.C)
LdZ,0l-02-03a KCN/KCX Tdn Thuan, Q.7, TP.HCM
Dien thoai : (84.8) 37700142-143-144
Fax : (84.8) 37700145

D9c kj hudng din st dgng tnrtc klti dilng.
NAU cdn h4m thbng tin, xin hdi !, kiAn Bdc sL

@tll*HF

0J thdng 0t ndm 2013
NG GIAM DOC

Tp, HCM, ngiy
KT. TO

PHO EOC (KH -

MINH

T6c dqng phu clugc coi li c6 khd'ndng li0n quan d6n diAu tri bang
lanrivudine clugc li€t k€ duoi ddy theo hq th6ng co the, ldp nQi tang

. r I -_ ,t.
va tan so {uygl oor.

Tin sti tlusc xdc clinh h rAt ph6 bi6n (2 l/10), thuong gap (Zll100,
<l/10), it c4p (zt/l000, <lli00), hiem g[p (>l/10,000, <l/1000), rdt
hi6m gip (<l/10,000), kh6ng r0 (tan s6 khOng th6.duqc udc tinh hr
dr li€u c6 san).

, Riii loqn mdu vd hQ thiing bqch h.uyi;t

it.g4p @.ianr,b4ch ciu trung tinh, thi6u mriu (d6i khi n{ng), ginm ti€u
cdu) / Rdt hiOm g{p (hdng ciu ngung phiit tri€n tpo hinh)

Riii toqn chuyin hda vd dinh dudng
nAt ptr6 Ui6n (hs phosphate mriu) / Hiiim edp (nhi6m toan lactic) /
Kh6ng.rd (ha kali mdu)

R6i loan he thdn kinh
Rdt ph6 bi6n (ch6ng m{t) / Thuong glp (dau ddu vir mit ngrl) / Rdt
hi6m g|p (bpnh then kinh ngoai vi - di cnm)

Riii loqn h6 hiip, ngqrc vd trung thdt
Thuong Cap (ho, trigu chrmg s6 miii) / RAt hiiim g6p fth6 thd)

R6i loan ti€u h6a
nAt ptrii Uitin (tiOu chdy, bu6n n6n, ndn) / Thtrdng gip (tlau bung,
chuQt rtt; day hoi) / Hi6m g{p (vi0m tuy, amylase huytit thanh tang
cao)

. \ Rdi loqn gan mQt

it glp (men gan ttng cao thoAng qua ) / Hi6m gtp (vi6m gan) /
Kh0ng rd (gan nhiEm mO gan)

Riii toqn da vd m6 dudi da
Thudng gip (phdt ban, rung t6c)

Rdi loqn co nnngvd n6 li€n kit

(

TUA.cuc TRUoNG
p.rnu6Ne rHo}lG

Qi rtnl, Ufioq
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