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Rx - Thudc nay chi ding theo don thuéc

STEMVIR
(Vién nén tenofovir disoproxil fumarat 300 mg)

CANH BAO:

Chi str dung thude nay theo don cia béc si.

Doc ky hudng dén st dyung trude khi dung.

Khéng dung qua liéu chi dinh.

Néu cdn thém thdng tin, xin hdi y kién bac sT

Xin théng béo cho béc si cac dung khéng mong mudn
trong quéa trinh st dung.

Khéng dung thubc da qué han sir dung.

Dé thubc ngodi tdm véi cla tré.

THANH PHAN:

M&i vién nén bao phim cé chira:

Hoat chét: Tenofovir disoproxil fumarat 300 mg

Té duge: Cellulose vi tinh thé (Avicel PH 101) 76mg,
lactose (min) 80mg, natri croscarmellose 20mg, natri
lauryl sulfat 1mg, tinh bt ngd 15mg, silic dioxid keo khan
(Aerosil 200) 2mg, magnesi stearat 6mg, t4 dwoc bao
phim mau hdng (Opadry Il 85G54240 Pink) 15mg, nuwéc
tinh khiét(#) vira au.

(#): bay hoi trong qué trinh sén xuét, khéng tham dy vao
thanh phén cudi cling clia vién.

DANG BAO CHE:

Vién nén bao phim.

M6 ta dang bao ché: Vién nén bao phim, mau hdng, hinh
thudn dai, mdt méat co vach phan lidu, mét kia cé dap chir
"INCEPTA".

CHI DINH:

Nhidm HIV-1

Tenofovir duge chi dinh phéi hop véi thubc khéng
retrovirus khac dé didu tri & ngudi Ién nhidm HIV-1.

O ngudi I6m, chirng minh v& hiéu qua cla tenofovir déi
véi nhidm HIV-1 dya trén két qua trong mdt nghién clru
trén ngudi chura tirng dugce didu tri, bao gbm bénh nhan
¢ tai lgng virus cao (> 100000/ml) va cac nghién ctru
trong @6 tenofovir dugc ding cho ngudi da 8n dinh (chl
yéu la phac dd 3 thubc) & bénh nhan da duoc didu tr
bang khang retrovirus da bj thit bai v& mét virus hoc (<
10000/ml, vé&i phén Ién bénh nhan c6 tai lwgng virus <
5000/ml).

Tenofovir duge chi dinh d& didu trj & tré vi thanh nién
(12 — 18 tudi) nhiém HIV-1, a8 khéng vé&i céc thube (e
ché men phién ma ngugc tuong ty nucleosid (NRTI)
hoéc ddc tinh ngan can viéc sir dung cac thube wu tién.
Nhiém viém gan B

Tenofovir dugec chi dinh didu trj viém gan & bénh nhan
ngudri Ién nhi@m viém gan B kém véi:

- Bénh gan cdn bu, cé bang chirng v& sy nhan Ién cla
virus, ndng @6 alanin aminotransferase (ALT) trong huyét
thanh tang dai ddng va cé béng chimg v& md hoc cla

viém va/hodc xo gan.
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- C6 bing chimg vk vidm gan B khing lamivudin.
- BAnh gan mat bad.
T?anmﬂﬂﬂﬁﬁgmamnmhaw
thanh nidn tr 12 — 18 tudi o
ﬁmnmnmmummvﬁmmdmmu
sunhhl&nuiavﬁus,l!ng.ﬂ.ﬁm:yﬁﬂmﬂhdﬁdlmﬂ
oo biing chirng vé md hoc cha viém virhodc xor gan.
CACH DUNG, LIEU DUNG:
Tmﬁndmmm.nﬁnﬂhmdﬂdhﬂhh&nﬂ
chuyln khoa,
MNgurda idm
Libu khuyén céo thing thuéng la 300 mg {1 wiin) %
Hinfng&v.u&ﬂghl:hm.
Viém gan B man tinh;
mmmMghnmmww.mmmmMm
miﬂmdnnhﬁnnhumu:ﬂ ; -
+ nhin HBaAg dweong tinh, khing ¥
dﬁﬂhmﬁtmzm‘gmwmw&nmnuth
HBa (mit HBeAg, mét HBV DMA. cing vir xudt hign
Anti-HBe) hoic 8n khi chuydn @do huybt thanh HBs
hodic khng cbn hiu iwe. Ning 69 ALT va HBV DNA
huyﬁtﬂmhnﬁnmmﬂndﬂmmmﬁrlnmkﬂ
ngimg aibu tr] a phat hidn vidc tai phat virus mudn.
+B&nhnhﬂnHEnAgﬂmﬂnh.Hﬁnguﬁmgm.n&nmh
mlmmtmnahmmasmw&nmmétmm_hmm
hd'iﬁmcmhmmuc-ﬂﬁilhﬁigimﬂuﬂmﬂﬁm?
néim, nbn thurdmg xuyén dédnh gia |al 08 lya chon ligu
phép dibu tr| duy trl phii hop vérl binh nhan.
- Dibu tri HAV: Bidu trf theo hudng din cda chuong trinh
phang ching HIV = B Y 14

army
:IiuI_r‘|HI"-|'-‘L:Eﬁixﬁﬁﬂhﬂnhnlhnmil—mhﬁlvﬁ
nangwﬂﬁhguﬁuf:éﬂbukhwéﬂmmm:m

n) 2 1 I e e no.
gtﬁuﬁnﬁ?ﬁﬂmmmmmmdﬁ
mﬂmwﬁmwma
wmrmnm-zmrm-nuwammmm.
Knéng co o Iy ob sin.
U'IﬁﬂgmﬂnmnﬂmxﬂﬂivﬂiﬂuiMhnmmiz+1ﬂ
whi va ngng tir 35 kg trd Kn, Iibu khuyén céo la 300mg
{mﬁtﬂlﬂ]:llﬁmhgﬂjr.uhmmcm.m&nmmmm
i i ru,
ﬁhﬁ?ﬁhqu&cﬁnmﬁ#ﬁmmz-mmﬁl
mmmnmummduﬂmdem
thibt tap. Khong co dir idu co sin.
X trf khi quén wdng mt bu:
Niummm&hmmizgwmmw
aibm diing thubc thang thirdmg, thi bénh nhan nén ding
ol thube cang sém cang 15t va tidp tuc libu binh thudmg.
Hiuh#nhnh&nqmmmm&nﬂcw@ﬂg}&ml
mmﬂnm:ﬂuhﬂqmmmﬂnuungmuuhp
theo nhir lidu trinh thang thudng.
N&uwmnnmh{nanmmnghmmumg
thudc thi nén ding thém mat libu. Néu bénh nhan bj ndn
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qué 1 gier sau thér dibm ulng thubc thl khing chn ding
thém mét idu khac.

Cée g fuomg ddc bist
Ngudn cao tudi: Khing b dir liéu cf sin dd didu chinh
lbu cho bdnh nhan tir 65 twdi trdr ln.,

Suy ifhgn: Tenolovir ducre 3o théi qua thiin va ndng d8
tenofovir ting 1&n & bénh nhin suy gidm chirc néng thén.
Mg idm:

Co rt 1t dir li§u v tinh an todn va hidu cia cia tenofovir
& bénh nhiin ngudi Iém bf suy thén ning (86 thanh thai
craatinin < 50 mUphot) va dir ligu an toan dal han chua
dirgre ddnh gia d8i wir bénh nhiin suy than nhe (d8 thanh
théi creatinin 50 = 80 miphdt). Do 44, & bdnh nhin nguri
Iém by suy théin, chi nén ding tenofiovir khi lgd ich duge col
I virgrt xa 80 Vi nguy oo

Tham khdo che dang bdo ché v chi phdim khac dd ding
lidu phi hop.

Higu chinh [iu wi bénh nhan co 8 thanh thai creatinin
< 50 mL/phit theo bdng sau;

D4 thanh thal creatinin Banh nhan
{mi/phit) thim phan méu
50 |30-458) 10-29
Khodng MEi | MBI | M8 72 | MBI T ngdy hodic
chchding | 24 | 48 dén 86 | 12 gitr sau thim
cia Bbu gy | piy | g philn o cii
300mg thign#
khuydin

cho

# Binh thudmg mdi tudn thdm phdn 3 idn, mdi idn
khodng 4 git. Tenofovir dizscproxil fumaral 300mg duee
str dung ngay sau dgt thdm phan.

Khéing cén dibu chinh Bbu 861 véi bénh nhan thibu ning
ihéin nhg (40 thanh thii creatinin 50 - B0 miphidt). Dugc
déng hoe cia tenofovie discproxll furmarat khang duge cdi
thign khi bénh nhan cd &0 thanh théi creatinin < 10
milphdt v khang tham phén méu; do vy khbng cé lidu
khuyén céo ddi v cée bénh nhin nay.

Trd em: Khding khuyén cdo ding lenofovir & trd em bj suy

thin.
Suy gan: Khong cin phai hgu chinh libu & nguéi suy gan.

CHONG CHI B|NH:

Min cdm vii tenofovir hodic véd bt ky thanh phn nao
cia thube,

Phw nir cho con b,
CANH BAD \Mm TRONG KHI

e

P& cb béo céo vé tir vong khi céc bénh nhiin ki trén ding
céc hogt chél “twong tr nucleosid® gbm cad tenofovir,
ubng chung vir cde thubc antiretroviral khdc. Phin ién
céc tnedmg hip néy xdy ra 8di véi i gidr, do béo phi va
do diing lAu dal céc hoat chit tirong ty nudeosid, Dic
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&

bidt thin trong khi sir dung thude ndy cho bénh nhan cb
céc yhu 18 43 bilt gy nguy co bénh vi gan.

Truwrdre khi diing thudc tenofovir, bénh nhdin cin duge xét
nh mi¥.

Eﬂiuﬁ‘fidﬂuﬁhnlmu%gnnul&uﬂﬂ{b!ﬂw kb A v
tenalovir, cd thil gy ra viém gan trdm trong bidu hign trén
ciin lAm séing vA trdn xél nghidém xdy ra it nhit 7 thang
lauld'llngl.mg Mnﬂiuuhh&nlglﬂcﬂﬂuhimimhup

Tmufurﬂrmﬁy&udmmmwumdmm Suy
yéu thin, bao gbm ca suy thén cip va hil chimg Fanconi
(tdn thurong dng thin kém theo chimg gidm phosphat
huydt) 48 duoc bao cho. Tridre khi ding thube, cAn kidm
tra 0 thanh thdl creatinin va phospho huyét thanh
thurdmg xuyén cho bénh nhén od nguy co suy thin.
Tenofovir ding chung vii cac thubc giy ddc thin (nhu
amphotericin B, foscamet, khang viém khbng stercid...)
mmninunnmmﬁmmréum

Khéng ding chung tenafovir véi céc thude khac trong
thanh phdn cd chim tenofovir disoproxdl fumarat hode

Dﬂl‘lgl.l'_ll mtﬁng wdﬁ hh#ng HN—1 I-annhvh dfﬂﬁl.lvc
diing cho bénh nhan ding nhidm HIV-1 vi HBY nhir mét
phiin ciia ché 85 dibu tr ARV thich hep. Chn thyre hign
xét nghi®m khang thé HIV-1 cho bénh nhén nhifm HBV
trurére khi sir dyng tenofovir.

B&mmmdunnwmnﬂmmg (osteomalacia)
kiém theo phi & diu gn Sng than khi ding kit hop
sfavirenz va lamivudin véri tenofavir. Ciin kidm tra theo dbi
ty trong khoding ciia xuong & bénh nhan cb tién sir bénh
gy xurong hodic tinh trang tién loding xuwong, thilu xueng
(osteopenia),

& bénh nhin nhifm HIV-1, ty 18 i phin bdich ty mé
trong co thid, ghm béo phi trung tim, tich ty m& & alt
sbng cf (gl b trau), géy hiy hoai viing mat va ving bidn,
vid phét tridn (to) 43 quan s&t dugc & bdnh nhan Sdu tr
kit hgp v thube ARV,

Trdu chimg tdi lp midn nhidm:

Tribu chimg tai I3p milin nhifm 88 dugc bdo céo & bénh
nhin nhidm HIV-1 khi didu trj béng ARV, trong d5 cb
Tenofovir. Trong qud trinh khéi dhu khi dibu tr kit hop
ARV, viéc phyc hdi hé midn dich clia bénh nhan cd thé
dfin ddn d4p (mg di bj viém thy hodc nhifm tring cor hii
(nhur 18y nhifm Mycobacterfum avium, cyfomagalovirus
..l-l'm:’

Khéng dung nap Laciose:
Thudc cd chira lactose, do viy, nhimg bénh nhan co céc
vin ab di truydn hidm gép nhir khiing dung nap

5

galaciose, thidu hyt Lapp lactase, hodc rdi logn dung nap
glucose-galactose thi khang nén sir dyng thulc nay.
S0 dung cheo cic nhoém nguéd dic blét

Sirgung cho nd em:

& an toan va hidu qué sir dyng cho bénh nhin dudi 12
tudl hodc dudl 35 kg chua duge thidt 13p.

Sir dung cho noud cao tudi:

Chua b cac nghién ciry cdn 18m séng gbm dd s4 krgng
ngurér tir 65 twdi trr 18n, A xéc dinh sy khac bigt dip (mg
i nhém ngurer it tudi hom. Nhin chung, ira chon libu cho
bénh nhin lém twhi cln cdn thin vi khi ndng suy gidm
céc chire nding gan, thin hodc tim va cac bénh di kém
hosic cdc thubc didu tr khic.

S dung cho nowet suy chue ndng thin:

Khuyén céo vé thay d8i khodng cach sir dyng tenofovir
tiry theo a5 thanh thai creatinin < 50 miphil cda timg
binh nhén hofic bénh nhan tham phin méau. Xin xem muc
Lidu lugmg va cédch diing.

ANH HLPONG CUA THUOC DEN KHA NANG LAI XE,
VAN HANH MAY MOC:

Do thudc cé thé gy téc dung khéng mong mubn dau dhu,
chéng mdt, ngh g& vl vy cin thin trong khi 18l xe hodc
van hanh may mdc.

SUr DYNG THUOC CHO PHY NOr cO THAI VA CHO
CON BU:

Sk dung cho phy nl mang thai

Chura ¢t céc nghién clru diy d0 va kibm sodt dugc én
phy nir mang thal. Vi céc nghidn ciru wb sinh sén rén
dng vl mang thai khdng phai ludn lwdn ding véi ngudd,
nén chi sir dyng tenofovir khi thit cin thidt trong thér ky
mang thail.

St dung cho phy ndr cho con bi:

Thudc co qua stra me nén chéng chi djnh cho con bl khi
ding thubc.

TUONG TAC, TUO'NG KY CUA THUOC:

Khéng néin sir ddng thoi:

Khéng nén ding thir virl cdc duge phdm khac cb
chira tenofovir disoproxll fumarat hofic  tencfovir
alafenamid.

Khéng nén ding tenofovir disoproxil fumarat ddng thir
virl adefovir diphvosl.

Didanosin:

Do xAy ra cAc tac dyng khing mong mudn, khing nén
ding chung tenofovir disoproxil fumaral va didanosin.
Phéi ngumg diing didanosin khi cb cac the dung phy niy.
Khi diing chung, ndng 88 C.., vA dién lich dudi dudmg
cong (AUC) cia didanosin gia ting ddng ké. Nbng 4
didancsin cang cao, cing di xdy ra lic ddng phy, bac
ghm cd viem tuyén tuy va viém diy thin kinh,

Ciac thude déo théi qua thin:

Do tenofovir duge ddo thadi chi yéu qua thin, vidc sir
dyrg dbng thér tenofovir v céc thudc 1am suy gidm chirc
néng thin hodc canh tranh bai tiét qua éng than thing
qua céc protein vin chuydn hOAT 1, hOAT 3 hodc MRP 4
{nhwr cidofovir) c6 thé 1am ting ndng 9 trong huyét thanh
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Widc alr dyng tenofovir disoproxil fumarat nén tranh wiri
céc thudc dic thin dang ding hodic gin diy da ding nhu

céic  aminoghycosid,

foscamet,

Tacrolimus cd thd dnh hudmg 8dn chire ndng thén, nén
theo d& chit ché khi ding ding théd véi tenofovir
disoproxil fumarat.
Céc fvomg léc khac:
Turong téc gitra tenofovir disoproxdl fumarat v cac thubc
khac dugre [t k& frong béng dudd dly (tang: =1, gldm:
*1", khéng thay a8k ", hai lhn m3i ngay: "bid" va mil

iAn mdi ngay: "gd *).
Nhém thudc | Téc ddng Mn vide | Khuyén cdo lidn quan
b tri thay 8bi AUIC, dén vigc ding dbng
Cuers Com thiri wéri tencfovir
disoproxil fumarat
Thusbc ching nhilm khuln
Thubc khisng retrovirus
Thube irc ché protease
Atazanavir [ | Atazanavir; Khing chn ddu chinh
Ritanavir ALIC: | 25% by, viéc tiing tencfovir
(300mg 1 Mn/| Coe : | 28% cé thé Iém tang phan
ngly/ 100mg | Cow © | 26% dmg phy lién quan dén
1 ldninghy | | Tenofovir: tanafovir bao gbm rbi
300mg 1 1n/ | AUC: 1 37% lean chirc nding thin,
ngay) Cour i 1 34% Nén theo déi chirc
Con 1 120% nang thén chat ché.
Lopinavir’ | Lopinavir / Bénh nhan by tr &
Ritonavir ritonavir: Anh ché a8 nay b thl cé
(400mg 2 1An/ | hudmg khiing bidu hidn thc dyung phiy
ngay100 mg | ddng ki ddn thing| kit hop, Nén theo dai
2 lhningdy! | sé duge d8ng hoe| chire nding thiin chiit
300mg 1 clia lopinanvir / ché. Khi 36 nén ngumg
An/ngay) ritonavir. ding tenofovir &b tranh|
Tenofovir: thc dung phy kit hop.
ALC: 1 32%
G =
Cow: 1 51%
Darunavid | Danunavir; Khéng cin didu chinh
Ritenavir Khang &nh hudmg | lidu, vide thng tenofovir
{300mag/ déng kb l&n thdng | cb th 1am ting phén
mmniﬂw s4 dugrc 88ng hoc | (mg phy lién quan 8én
cla darunavir/ | tenofovir bao gbm rdi
1|Lnfngaﬂ ritonavir. logn chirc ning thiin.
Tenofovir: Néin thea dii chirc
AUC: 1 22% ning thiin chit ché.
G T 37T%
NRTI (thuc irc ché men sao chép nguge nucleatida)
Didanosin | Ve sir Khéng khuydn cao
mm diing kit hop tenofovie
disoprodi fumarat | disoproxd fumarat va

v didanosine din
dén ting 40-80%
ndng 44 didanosin,
cd thil lam ting the
dyng phy lién quan|
dén didanosin.

Hiém gdp viém tyy,
nhim toan lactic,
i khi gy tir vong
a8 duge béo céo,
Ding dbng thir

fumarat and
didancsine libu
400mg mdi ngdy
lam tiing déng ké
hrgmg th bao CD4,
od thé 1 do tweng
t&c ndl bdo ting sy
phosphory hoa
hop lidu thip

diphrood|

Khéng nén ding ding
thér tenaliovir disoproxil
fumarat va adafovir

dipheoxil.

Entacavir

Khiing cd tiromg tac
durgro hoc Lam
maﬁ;ﬂa@uﬂ
met [am sdng khi ding
két hgp tenafovir
disoproxil fumarat vé
antecavir,

Ding ddng thir
tenalovie vid ledipasyin
sofosbivir v
atazanaviritonavir
lam ting ndng 3 cla
tenofovir trong huydt
turerng do 36 o thid
kam téng phdn g
rigoal ¥ cla tenofovir
i rid koan chirc
ndng thn. Tinhan
todn cda tenofovir khi
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Tenalovir Alazanavir: diing eiing ladipasvir’
disoproil AUC: + sofasbuvir va thube
{200 mg/ Coi+t lim ting cudmg durgre
300 mg €. 163% d@ng hoc (nhur ritenavir]
1 liningdy)' | Ritonavir hodic cobicistal) chura
AUC: o dugre thidt 13p.
':_:i-n- Eﬂl‘lﬂﬂﬂmm
C:145% phii hop va thea dil
Emtricitabinge chirc néng than
AUC: thirdmg xuyén khi
Coar khéng cb bién phap
C i+ thay thil khéc.
Tanofovir;
AUC:
C_:14T%
C . T4T%
Ledipasvi' | Ledipasvir; Diing déng therd
Sofosbuvir | ALIC: tanofovir wii ladipasvir/
{90 mg! Coa: -+ sofosbuvir vi
400 myg Gl atazanavirionavir
1 Aningay) + | Solosbuvir: tam ting ndng 49 clia
Darunavil | AUC: | 27% tenofavir trong huyét
Ritonavir Com | 3T% trong do dé cb thd
(80O mg GS-331007%; lém thing phdn (mg
:tl':nfrm” E:.u nguu ciia tenofovir
mg - lean chirc ndng|
1 Bningdy) # | Cu: o+ mTrmanu;uan
Emtricitabin/ | Darunavir: ciia tenofovir khi ding
Tenofovir AUGC: s elng ledipasvir
disoprol G #4 sofosbuvir va thude
{200 mg/ Coe -+ 1am ting cudmg dugre
300 mg Ritonanir: adng hoc (nhr ritanavir
1 Wningdy)' | AUGC: = hodc cobicisiat) chua
Con: 1 45% Cin thin trong khi
Emiricitabine: | phéi hop va theo d&i
AUC: s chirc néng than
Coai ++ xUydn khi
Coul + khdng cd bidn phap
Tanofovir: thay the khac.
AUC: t 50%
Coae: T 64%
Gl 1 58%
Ledipasvirl | Ledipaswir: Khéng cln @idu chinh
Sofosbuvir | AUC: | 34% Iy, vide thng tenofovir
E Nt A L
- quan
1 thn/ngdy) + | Sofosbuvir: EMrmm
Efavirenz/ AUC: + lesan chire néng
Emiricitabing | Cog: ++ thin. Mén theo dbi
Tenolovir GS-331007% chirc ndng thin chit
diizoprond AUC: + L
(E00 mg/ Const ++
200 mg/ Gt #=+
300 mg
1 Winingay)

:l'-l'!l--—;

Efavirenz:
AUC:
g

Coie

E mitricitabina:
ALIC: =
Crast ++

G

ALC: 1‘51!'5
Coui 1 78%
Cae: T 163%

Ledipasvir/
(80 mg/
mg

1 laningay) +

miricitabine/
Rilpivirined
Tenofovir
disoproxdl
(200 mg/
25 mg!

mg
1 tningéy)

Ledipaswvir;
ALUC: &
Gt =+
Csial #4

AUGH

GS-331007%
ALUC o
G!—: =
L

ALIC; o=
Coat ++
Cot
Rilphirine:
ALIC: o=
G
G
Tanafovir:
ALIC: 1 40%
[ =
Con: 191%

Khong cAn didu chinh
by, vide ting tenofovir
cé thé 1am tang phan
g ngeal ¢ Ban quan
dén tenofovir bao gbm
rid loan chirc néing
thén. Nén theo ddi
wmmm

Ladipasvir/
(90 mg/

mig
1 Biningdy) +
Dolutegravir
{50 mg 1 l&n/
ngly.) +
Emiricitabinal
Tenofiovir
one

Lt
1 Winingdy)

ALIC: e
Comaat #+
GS5-331007
AUC:
Coail =+
-

AUG: ++
Cos: +
Comin” 4

AUC:

L

G =+
Emtricitabine;
AUC: «—
G +4

Coin? =+

Khéing céin diéu chinh
lidu, vigc ting tenofovir
ci thil 1am téng phén
Ung ngopl ¥ ldn quan
dén tenofovir bao ghm
rdi loan chire ndng
thdn. Nén theo déi
chirc nfing thin

chiit ché,
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Tanahovir:

AUC: t B5%

Conar: T 61%

Con: 1 115%
Solosbuviri | Sofosbuvir Ding dlng thér
Velpatasvir AUC: « tanolowir v
(400 mg/ ooz ++ sofosbuvirivelpatasvir
100 mg 1 l&n/ | GS-331007%: vh atazanavirritonavir
ngy.) + P lam tAng nling 48 cla
Atazanavitl | Cout + tenafovir trong |
Ritonavir Coi: T 42% trong do a6 cb thé
(300 mg Velpatasvir: lam téing phén dmg
1ldningdy) | AUC: T 142% ngaai ¥ clia tenofovis
100 mg 1 1AV | Cout T 55% nhar rbi logn chire
ngdy.| + Com: T 301% néing thin. Tinh an
Emtricitabing/ | Atazranavir: todin cha tenofovir khi
Tenofovir AUC: +» diing cdng sofosbuvin
disoproxdl G’ -+ valpatasvir vil thube
fumarate Covin: T 39% L&m ting curdmng durge
(200 mg/ Ritonavir, afng hoc (nhwr ritonavir,
300 mg 1 /| AUC: « hodc cobicistat) chua
ngdy.) R dugc thist 13p.

R s Cén thiin trong khi

Emtricitabing: phii hgp v theo dai

AUC: chire ndng than

G- ++ thurdrng xuydin khi

Gl #+ khing cb bign phap

Tenofovir: thay thé khac.

AUC: =

Coet 1 55%

Cow: 1 39%
Sofosbuvir’ | Sofosbuvir: Diing dbng thix
Velpatasvir | AUC: [28% tenofovir wir z
(200 mg/ C.:|38% sofasbuvirfvelpatasvir
100 mg G5-331007: v darunavir/iicnavir
1 Ilningdy.) + | AUC: « lam tang nbng &4 cia
Darunavi/ | C_: e tenofovir trong huyst
Ritonavir Civ trong do d6 cb thi
(80D mg Y ks ting phdin (mg
1 iAninghyd | AUG: = ngod ¥ cia tenafovir
100 mgl ln/ | Cow: | 24% nhir ri logn chirc
ngdy) + D rfing thén. Tinkh an
Emiricitabinel | Darunayir: todin cla tenafovis khi
Tenofovir ALUC: ding cung sofosbuvirl
disopeoud| Croat += valpatasvir v thubc
fumarate Co = [&m tAng cubmyg durgre
(200 mg' Rilonavir; a&ng hoe (nhu donavir
300 mg 1 lAn/ | AUC: ~ hodc cobicistat) chua
ngdy) Com: ++ dugre thidt 1Bp.

Cont ++ Chin thn trong khi

Emiricitabine: phéi hop va theo d&i

ALIC: o= chire néng than

Coas: ++ thirdrmg xuyén khi

CloieZ ++ khiing b biln phip

thay thé khic.

{auc: 1 39%

C.. 155%

C.:152%
Sofosbuvir | Sofosbuvir Diing ddng thiv
Velpatasvir | AUC: | 20% tenofovir viri
(400 mg! Coz | 41% sofosbuvirivelpatasvir
100 mg GS-331007% v lopinavirfritonavir
1 Wninghy) + | AUC: « lam ting ndng 44 cha
Lopinavirf G 4 tenofovir trong huydt
Ritonavir O 4=t twrerng do 36 o thil
(800 mg/ Velpatasvir Lam ting phdn img
200 mg AL - ngoal ¥ cia tanofoir
1 Bningdy.) + | Cow: | 30% nhur rdi logn chirc
Emiricitabing/ | Co: 1 53% ning thin. Tinh an
Tenolovir Lopinavir: lodn cia tenofovir khi
disoprood ALIC: » diing clng sofosburvin/
tumarate C i+ velpatasvir vis thude
(200 mg/ C = k& tiing candmg dugre
300 mg Ritonavir, dhng hoc (nhir ritonavir
1 iningdy.) | AUC: — hadic cobicistat) chua

Conas! ++ dugc thibt 1Bp.

Con: =+ CHn théin trong khi

Emfricitabine phéi hop vA theo dii

AUC; chirc nding thin

Cot =+ thudmg xuyén khi

Cimint ++ khiing cb bién phap

Tanaofovir: thay th khic.

AUC: +s

Cour 142%

G -+
Sofosbuvidl | Sofosbuvir: Khéng cn dibu chinh
Valpatasvir | AUC: = b, vidc tAng tenalovir
(400 mg/ Gt =+ o6 thé km ting phan
100 mg 1 Wn/ | GS-331007% irng mgogd ¥ Iln quan
ngdy.) + 2T @4n tenafovir bao ghm
Raltegravir | Coul = rdi loan chirc ndng
{400 mg Coim thén. Nén theo dbl
2 lAningdy) + | Velpatasvir: chirc néing thin
Emtricitabing/ | ALIC: +» chéil ché.
Tanatovir C e
disoproodl C v
fumaratbe Raltegravir:
(200 mg/ AUC: s
300mg 10| C_:~
ngay.) Cil21%

AUC: ==

C i

G e

Tenofovir:

r

=
Gt 1 70%
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Sofosbuvit! | Sofosbuvir: Diing dbng thér v
Velpatagvir | AUC: s sofosbuvinivelpatasvir
(400 mg/ Crnu: 1 38% vis efavirenz lam gidm
100 mg 1 1An/ | GS-3310077% nling 46 trong huydt
ngay.) + AUGC: twong cla velpatasvir,
Efavirenz/ s Khing khuyédn cao
Emtricitabing’ | Caw: = ding dng thd.
Tenolovir Velpatasvir:
disoproxl AUC: | 53%
fumarate Cont | 47%
(600 mg/ Con: | 57%
200 mg/ Efavirenz:
00 myg 1 Anf | AUC: «
ngay.) Comi

Gl =

Emtricitabine:

ﬁUﬂ; -

Coal =2

Coniaz ot

Tenotovir;

AUC: 1 B1%

G T TT%

ol T121%
Sofosbuvir/ | Sofosbuvir: Khing cn dibu chinh
Velpatasvir | AUGC: lbu, vilic ting tenofovir
(400 mg/ Coies et thé 14m téng phin
100 mg 1 1An/| GS-331007%: g ngoai ¥ Ban quan
ngay.) + AUC: v dén tenofovir bac gbm
Emtricitabine/| C__: + rdi loan chirc nding
Rilpivirine! | C_: + thiin. Nén theo dbi
Tenofovir Velpatasvir: chirc nang than
disoproxil ALC: = chiit chik,
fumarate C it
(200 mai2s | C_ ;e
mgl 300 mg | Emtricitabine
1 liningdy) | AUG: = :

Enu.: —*

G i

Rilpiviring:

guc: -

'C:H

Tencfovir;

ALIC: 1 40%

C i T44%

C. 184%
Sofosbuvir | Sofosbuvin Khdng didu chinh liku,
{400 mg1 An/| AUC: +»
n géy) + C..119%
Efavirenz/ GS-331007
Emiricitabinef| AUC: «
Tenofovir C.:l23
disoproxil Efavirenz:
STy Bl
ngay)

13

Emtricitabing:
ALC: 4
G
3_1: it
Tenodovir:
AUC: o
L
Cim

'S4 Whu duge by tir vide ding dbng el v
ledipasvir/sofosbuvir, ding ngdt quang (cach nhau 12
gitr) cho kit qua tuong .

ZChét chuyén héa chinh cia sofosbuvir.,

TAC DUYNG KHONG MONG MUON CUA THUOC:

frdt hay gitp ADR 2 1/10, thudmg gap 1/100 s ADR<1/10,
u%m,ma = ADR <1100, hidm giip 1/10,000 = ADR
‘ r

Thurémg gdip |4 céie the dyng trén duémg tidu héa nhu:
budn nén, ndn, tiu chay, dau byng, Gly hai, khé tidu. Go
thél gdp ha nding 48 phosphat trong méu, ban da.

B cb bio cho cde tic dyng khdng mong mudn duge ghi
nhdin trén 1Am sang va sau khi dira thube ra thi trudmg
thoo bdng thng kit sau;

Rl fogn chuydn hda va dink dudng:

RAt hay gp: | Gidm phosphat méu

It glip: Gidm kall mau, tng triglycerid méu
Hidm gip: | Nhidim toan lactic, ting dudmg huyét
R loan hé thén kinh

RAt hay gép: | Hoa mét, chéng mét

: | Bau dAu

RAl hay gap: | Tiu chay, ndn mira, budn nén,

Thutmg gap: | Bau byng, khé tiéu, dly hoi

Vidm tyy

Roi logn gan mit:

Thurdmg gip: | Téng transaminase, ting men gan

Fhii gan ndng do nhilm m, vitm gan trim

Him opp trong sau khi gidn dogn diu irj
Réi logn da vé céc md dui da:
Rt hay gap: | Phat ban
Hiém géip: | Phi mach
Réi fogn co suomg khémp va cac md lign kit
it ado: Syt gidm ' trpng khoding coa xwrong, Hiu
gap oo viin, yéu cor
dau , v di
o I s e e
R logn thn vé tidt nidu:
It gép: |Tﬂ'|q-tmﬂiin
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Hidm glp: | Suy thn chp, suy gidm chirc néng thin,
hoa tir dng than clp. banh Iy éng lugm
gan (bao gdm hdi chimg Fanconl), viém
thén (k& & viém k& than chp tinh), dai
thao nhat

R loan chung va citc the dyng phy khic

Rt hay gip: | Suy nhuge

Hay gép: | M@t mdi, trigu chimg ti Ip mién nhidm

QUA LIEU VA CACH XUr TRI:
Kinh nghiém cfin 1&m sang con han ch vb cac fibu cao
homn by didu trf 300mg. Trong mdt nghién ciru vir Tibu
uling 600mg tencfovir disoproxil fumarat cho 8 bénh nhan
ufing trong 28 ngay. Két qua: khéng cb céc tac dyng phiy
trong nao xdy ra dugre bdo cao, HAU qua cla o
ﬁmthmmmmm.mum 4 libu,
bénh nhiin bidu hign bing chimg ngd 8dc, cln tiln hinh
didu trj trifu chimg va céc bidn phap hd trg clin thibt
C4 thik diing thim tach mau o loal tencfovir,
DAC TINH DUQC LIFC HOC :
Nhém dirgre b Khang virus diing toan than, lae nhdn b
ché nucloside va nucleotid phibn ma nguwgc, ma ATC:
JOSAFOT,
Tenofovir disoproxil fumarat 18 thubc khéng virus ding
dudng ulng, o cliu tric acylic nucleosid phosphonat
diester wong ty nhu adenosin monophosphat. Thubc bj
thiy phéin thanh tenofovir va phdn dmg hda
tibp béi céc men cla th bao ab thanh, dang
tenofovir diphosphat. Tenofovir diphosphat ngéin chin
hoat tinh ela men sao chép ngugo cla HIV-1 v@ men
po se cila HBV bdng sy canh tranh tnyc tiép oo
{ decxyribonucleotid b trong virus va két thic chudi
DNA sau khi gén vio chuli DNA clia vinus.

Hoat tinh khdng virus HIV:

- Hogt tinh khéng virus cia tencfovir trong phéng thi
nghiém va thir nghiém trén 1am sang mam HIV-1 cd I8p
a8 x&c nhan |4 do déng 1§ bao nguyén bao lympho, khél
dAu 1A céc dal thirc bao don nhdn va t bao lympho huydt
ngogi bién, Gid tri ECw (50% ndng 84 hidu qud) cla
tencfovir ndm trong khodng tir 0,04 M dén B85 pM.
Tenofovir cb tinh khang virus HIV-1 & cdc nhém nguyén
dong A, B, C, D. E, F, G va O (o tri ECsx ndm trong
khodng tir 0,5 M dén 2,2 uM) va & dong khang déc hidu
HIV-2 {cd trf ECw ndm trong khoding tir 1,6 uM dén 5,5

HMJ,

- Eng khang: Déng HIV-1 co 4 nhay gidm vir tenofovir 38
durgre phan 18p tir th bao nudi cdy, Céc virus ndy 48 nhanh
chéng 1am bidn dbl K65R & men sao chép ngugc
[mvamir:ns:ﬁp‘lﬂm} v lam gidm a6 nhay virl tenclovie
tir 2 - 4 l&n.

- B khiéing chéo: BA khéng chéo trang mit sb men sao
chép nguoc d8 dugc xdc nhan, bidn adi KESR cd
chon loc elng nhén thiy & mdt vai dd! tromg nhim HIV-1
33 @bu tri v abacavir, didanosin hay zalcitabin. Virus
HIV-1 phan 18p tir sy B bidn nlyc&rmﬂwtrg;mw
suy gidm a3 nhay vér emiricitabin v lamivudin, B4 khéang
chido gitra cc thudc ndy cd thé xdy ra & bnh nhan nhidm
virus bidn adi KB5R.

15

Heat tinh khing siéu vi viém gan HBY:
- Hogl linh khéng sidu vi HBV cda tanofovir dugne xéc nhin
& phin HepG2.2.2.15 clia déng td bao. Gid trj ECs cla

tenofovir véd HBV ném trong khodng tir 0,14 uM 8én 1,5
UM, vér trj 88 CCy (50% nbng 80 64c t bao) > 100 pM.
- Bé khang: cé amino acid dic hidu no duge

phén [4p tir céc ddi twgng ndy & thn sult vira 00 b tao ra

r.

i
i

durgre Fanh gid trén cic nguedi linh nguyén khod manh va
cdc ca nhin nhilim HIV-1. Bdc Unh duwge 38ng hoc olia cé
hai nhdm nédy 16 wong deong nhau.,

Hilp thu:

Tanofovir disoproxdl fumaral 18 mit diester tan trong
nurdre. Sinh khi dung dudmg wlng ot tenofovir khodng
25%. Libu ubng 300mg tenofovir che bnh nhén nhifm
HiV=1 cho ndng d& thudc trong huyét thanh thi da dat
durgre trong vong 1 £ 0,4gidr, Tri s8 nbng 48 Cuu va AUC
140,30 £ 0,08 pg/mi vé 2,29 + 0,69 pg/mi, twomg dmg.
Dugre diing hoc cia tenofovir ty 1 thuln wid éu trong
pham i lidu tir 75 8dn 600mg va khiing bj dnh hudng bé
([T T

Phiin phil;

Thir nghiém in-vitro vb gln kit cda tencfovir vir huyd
nguér va glin két véi protein cho cac gid trj thip
hmu.?w?.zﬁ.umaamﬁmﬂaWrm

khoding tir 0,01 dén 25 pg/ml. Thi tich phan phdi &
trang théi &n djnh 14 1,3 £ 0,6 Ukg va 1.2 £ 0.4 Ukg sau kh
udng mét idu tencfovir 1,0mglkg va 3,0 maikg.

Sau lifu . &4 khodng 70 - B0% tenofovir duc bai it
vao nudre tibu dudi dang khong thay dbi sau 72 gidr. Sau
ki udng mit Bdu temofovie 300mg, thid gian ban thal cda
tenofovir khodng 12 - 18 giér, Sau khi ulng lién tidp céc
lidu 300mg 1 IAn/ngdy, cb khodng 32 + 10% lidu ubng
durgre bad il vio nudre Bu sau 24 gid,
Tanofovir duroc bai iét bAng eor ehd ki hop loc clu thiin
va bal 88t chon loc qua dng chu thiin. Bidu ndy cb thé tso
sir bl tét canh tranh véi céc thubc khac 1A thudc cing
mrwu&iﬁélgrmauﬁngmn.
LA CLEE LA SR e SEF FaEr) [P o
tencfovir sau bira @n cd hém
{khodng 700 dén 1000 keal chira 40
idm tlng sinh khd dyung dudmg
ting tri 88 AUC,.. cla tenclovir lén
14%. Tuy vy, khi ubng thubc sau blra dn nhe
hudmg trén duge dng hoc cla &
nghta. Thirc &n l&m tri hodin thir gian G khodng 1 gt
Coes V& AUC cilia tenofovir khodng 0,33 £ 0,12 pg/ml va
3,32 + 1,37 pg/mi sau khi udng cc ibu tenolovir 300mg

]

g

2

:
:
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hdng ngay lién tuc va ham lwgng bira &n khdng duoc
kiém soét.

Nhom bénh nhén dac biét:

- Gidi tinh: Dugre ddng hoc clia tenofovir & nam gidi va nir
gi¢i tvong ty nhau.

- Tré em: Chua rd hiéu lyc va dd an toan cla thubc &
bénh nhan dudi 18 tudi

- Nguoi gia: Cac nghién clru v8 dugc ddng hoc chua
dugc thre hidn & ngudl gia (trén 65 tudi).

= Bénh nhén suy gidm chire néng thén: Dugc ddng hoc
cua tenofovir bj thay ddi & céc bénh nhan suy gidm chirc
nang thgn. Bénh nhan cé a0 thanh thai creatinin
< 50ml/phat hodic bénh than thdm phan mau & giai doan
cudi, tri s6 ndng 69 Cr V@ AUC,... clia tenofovir tang.
Bédng théng sé dwoc dng (trung binh * SD) cua
tenofovir (liéu 300mg) & bénh nhén cé chirc nédng
thin khdc nhau.

Giél han > 80 50 - 80 30 - 49 12 -29
dé thanh (N=3) (N=10) (N=8) (N=11)
thal
creatinin
(ml/phat)
Crnex
v - < i u- L L] -1 L ¥
| (Wg/ml) lIZI:.’ftl 0,03/0,33 £ 0,06/0,37 + 0,16/0,60 + 0,19
AUC,. 15,98
'(pgxgl &imi)|% 18+ 0,26/3,06 £ 0,93(6,01 £2,50| 722

CUF [~ 1043,7 807,7 444 .4 177,0
(miphdat) | +1154 | 2792 | +2098 + 97,1

CL a4n 243,5 168.,6 100,6 43,0
(miphiat) | +£33,3 + 27,5 + 27,5 + 31,2

- BOnh nhan suy gidm chire nding gan: Dugc ddng hoc
cta tenofovir lidu 300mg da dugc thir nghiém trén bénh
nhan khéng nhiém HIV nhung suy gidm chirc ning gan
& cap 4o tir vira phai dén niing. Khdng thay cé sir thay
ddi dang ké duoc dong hoc clia tenofovir & nhém bénh
nay ndy so v&i nhém khdng bj suy gidm chire nang gan.
Do vay khéng can phai didu chinh lidu clia tenofovir dbi
véi ngudi bj thidu nang gan.

BAO QUAN:

Bao quén noi khd mat, nhidt 86 dudi 30°C. Tranh anh
sang.

TIEU CHUAN CHAT LU'QNG: Nha san xuét

HAN DUNG:

24 thang ké tir ngay san xuét.

S0 16 san xuét (Batch No.), ngay san xult (Mfg. date),
han dung (Exp. date): xin xem trén nhan hdp va vi. Ngay
hét han Ia ngay cudi cing clia thang hét han ghi trén
bao bl.

QUY CACH BONG GOI:

HOp 3 vi x 4 vién nén bao phim.

San xuét boi:

INCEPTA PHARMACEUTICALS LTD.

Nha may: Dewan Idris Road, Bara Rangamatia,
Zirabo, Savar, Dhaka, Bangladesh

Try s&: 40, Shahid Tajuddin Ahmed Sarani;
Tejgaon VA, Dhaka-1208, Bangladesh.
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