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THANH PHAN CONG THUC THUOC
= Thanh phin duge chit: Tenofovir disoproxil fumarat 300 mg.
- Thanh phln th duge: Lactose monohydrat, cellulose vi tinh thé,'p\widnn K30, natri croscarmellose, magnesi
stearat, HPMC 615, HPMC 606, PEG 6000, titan dioxyd, talc, oxyd sit d6, mau xanh 14, mau ving tartrazin.

DANG BAO CHE

= Viénnénbaophim

- }'wn nén hinh caplet, bao phim mau xanh ngoc, hai mat 181, canh va thinh vién lanh 1an.

CHIDINH
Diéu tri nhiém HIV-1

= MIBEPROXIL 300 MG durgc chi dinh phéi hop v cc thude Kkhang retrovirus khic trong diéu tri nhidm HIV-1 &
nguén Iém. Hi¢u qua cia thude trén HIV-1 dya theo nghién ciru & bénh nhin chua dirge diéu tr, bénh nhin c6 tai lugng
virus ¢ao (> 100,000 cps/ml), bénh nhin c6 tién sir ding thude khang retrovirus thit bai c6 tai lugng virus < 10.000
cps/ml (phiin Iém céce tirdmg hop < $.000 cps/ml).

- MIBEPROXIL 300 MG ciing dioe chi dinh diéu tri nhidm HIV-1 & tré em tir 12 dén dudi 18 tudi dé khing cic thube
nhom nucleotid v nucleosid tre ché enzym phién mi nguge khic hodic khdng sir dung duge cic thude wu tién diéu try
hang diu do dc tinh cia thude.

= Vige sirdung tenofovir trong diéu tn cho nhimg bénh nhin da didu trj bing cic thude khing retrovirus tarée nén dya

tréx: thirnghiém khéng virus cla timg ¢4 nhin vivhodc tién sirdidu try ca bénh nhin

Dicutriviemgan B

MIBEPROXIL 300 MG duge chi dinh dé didutn viem gan B min tinh & ngudn 1ém trong céc trudmg hop chire niing

gancon bii, c6 bing chimg vé sy nhin 1én tich cye ciia virus, ting ALT kéo dii, c6 bng chimg md hoe vé viém gan tién

nién va/ holie x0 gan, ¢d bang chimg nhiém virus viém gan B khing lamivudin; bé¢nh gan mét bu.

- MIBEPROXIL 300 MG duge chi dinh diéu tr viém gan B min tinh & tré em tir 12 dén dudi 18 tudi ¢6 chirc ning gan
con bit vi ¢6 bing chimg vé syrnhan 1én tich cye cua virus, ting ALT kéo dii, ¢6 bing chimg md hoc vé viém gan tién
tnén vihojic xo gan.

LIEUDUNG,CACHDUNG

Litu ding
Viée chi dinh thude nén duge thue hign bai bc st cd kinh nghiém trong diéu try nhiém HIV vivhoic viém gan B min
tinh.

Ngwdi I6m v tré em 12— <18 tubi

Liéu khuyén cdo diéu tri nhifm HIV va viém gan B man tinh li 1 vién/ngdy, ubng ciing bi¥a an.

Diéu tn & tré em nén dya trén sy cin nhic trén timg bénh nhin va huémg din diéu tn & tré em bao gdm cd thdng tin md

hoc. Cin nhic Igi ich nguy co khi diéu tr kéo dai, bao gom sy xudt hi¢n cia virus viém gan B khang thude va cic doc

tinh trén xuong va thin.

Chi didu trj cho tré em ¢6 bénh gan con bu khi ndng dd ALT huyét thanh tang lién tyc itnhit 6 thing trrdc khidiéutr &

bénh nhin viém gan B duong tinh vén HbeAg, itnhit 12 thang & bénh nhin dm tinh véi HbeAg.

Thén gian tdi vu diéu tr viém gan B man tinh chua rd, c6 thé xem xét ngimg diéu trj néu:

+ O bénh nhin duong tinh HBeAg khong ¢6 xo gan, nén diéu tr itnht 12 thing sau khi ¢6 khang thé HBe (khong con

HBeAg, HBV DNA va phit hién khing thé Hbe trong 2 miu huyét thanh lién uép cich nhau it nhit 3 — 6 thing) holic

cho dén khi c6 khang thé HBs hofic thude mit hi¢u qua. Nong dy ALT va HBV DNA nén duge theo ddi thudmg xuyén

sau khi ngimg diéu tn d¢ phat hién nguy co virus téi phat.

+ (J bénh nhén im tinh HBeAg khong ¢6 xo gan, qu trinh diéu tn nén kéo dai ft nhit cho dén khi ¢6 khing thé HBs

thube mit hi¢u qui. Ngimg diéu trj ciing ¢6 thé duge xem xét sau khi dat duge sy i ché virus n dinh (trong it
nhit 3 nim), theo doi thuémg xuyén néng dd ALT va HBV DNA sau khi ngimg dicu try d& phét hién nguy co virus tat
phat. Néu thoi gian diéu try kéo dai hon 2 nim, nén dinh ky dénh gid lai hi¢u qua diéu tr) trén bénh nhin.

- Khong khuyén cdo ngumg diéu trj & bénh nhin nguén 16n ¢6 bénh gan métbi hoic xo gan.

Tréem

Surdyung dang bao ché thich hgpchotréem2-<12 .

- Tinh an toan va hi¢u qua cla tenofovir disoproxil fumarat diu trj nhiém HIV-1 vi viém gan B & tré em dudn 2 tudi
chua duge thiét I3p.

Liéu ding trén mjt s6 i trgmg lim sing dijc bift

- Ngwdiicao tudi- Khong cé dirligu liéu khuyén co cho bénh nhin trén 65 tubi.

- Suy than: Tenofovir duge bai uétqua thin va nbng d tenofovir ting @ bénh nhén c6 ri loan chirc nang thin. Cé itdir
liéu vé tinh an toan vi hi¢u qua cia tenofovir disoproxil fumarat trén b¢nh nhin suy thin trung binh va ning (CICr <50
ml/phiit) va tinh an toan lau dai & bénh nhin suy thin nhg (CICr 50— 80 ml/phit) chua duge dinh gid. Chi nén sirdung
MIBEPROXIL 300 MG néu lgi ich diéu try 16m hon riti ro ¢6 thé gap. Céin theo doi chiit ché chire nang thin va dip img
lim sang cua thubc.
+Suy thiin nhe (CICr 50 - 80 m/phit): Khuyén cio nén sir dyng liéu 1 vién/ngay
+ Suy thiin trung binh (CICr 30 - 49 mU/phit). 1 vién/lin mdi 48 gio
+Suy thiin nging (CICr < 30 mVphat): 1 vién/ln mbi 72 - 96 gior (2 lin/tudn).

+ Bénh nhin thim phin mau- | vién/lin mdi 7 ngdy sau khi két thic thim phan. Thong thuimg, mirc liéu nay duge tinh
t0dn cho 3 dgt thim phan/tudn, mdi dot kéo dii 4 giorhodc sau dgt thim phin 12 gio

+ Céic khuyén cdo vé liéu lugng ndy chua duge xéc nhin trong cdc nghién ciru lim sing, ¢6 thé chua tdi wu, gly ting
d6c tinh va gidm dip (mg vén thube, Vi viy, nén theo doi chire nang thin va ddp img lim sing khi diéu trj o bénh nhin
suy thin

+ Chua c6 khuyén céo vé lidu lugng & bénh nhin c6 CICr < 10 mUphit khong thim phin,

+ Tenofovir disoproxil fumarat khong dugc Kkhuyén cdo sirdung & tré em bj suy thin,

Bénh nhdn suy gan: Khong cin diéu chinh liéu & bénh nhin suy gan Clin theo doi chat che néu ngimg sir dung thube &
bénh nhén viém gan B man tinh kem hoic khong kém theo nhiém HIV vi c6 thé lam trim trong thém b¢nh viém gan,

Céachdang

Dung duong uéng vai nudce, uéng trong hoic sau bira &n. Trong truomg hop dic bigt, co thé phan tén vién vao it nhit

100 ml nude, nude cam hode nude nho.

Néu bénh nhin quén ding thube trong vong 12 gias, uf)ng ngay khinhdra Néu thin diém nhd ra qud 12 gidrso voi thin

diém ubng liéu da quén, bo qua liéu A3 quén do va tép yc ubng hiéu tiép theo nhu thudng 1¢, Néu bénh nhin by non

trong vong | gidrsau khi ubng thube, iy ubng tiép | vién khac, néu bénh nhin non sau hon 1 gio, khong chnudng liéu
khic

- Khong c6 yéu chu dic bigt vé xir Iy thube sau khi s dyng

CHONG CHIDINH

Qué min v tenofovir disoproxil fumarat hojic vi bt ky thanh phin nio cua thude.

Khong sir dyng dong than MIBEPROXIL 300 MG voi céc thube khic c6 chira tenofovir disoproxil fumarat,
tenofovir alafenamid hoge adefovir dipivoxil

Tre em dudi 12 161

CANHBAOVATHAN TRONG KHIDUNG THUOC =

Cln xét nghigm khang thé IV cho tht ca che bénh nhan b nhidm HBV tude ki bit diu diéu tr) bing tenofovir
disoproxil fumarat

Thube khing virus lam gidm dbng ké nguy co liy lan HIV-1 qua dudmg tinh dyc, cie nguy co con lyi khong thé logi
tris, cn dung cac bién phap phong ngua lay nhim theo chc huong din.

Chn cinh biso cho bénh nhin tenofovir disoproxil fumarat chua duge chimg minh c6 thé ngan chin nguy co ldy nhiém
HBY qua dung tinh dyc hay dudmg méu, cin si dyng cic bign phip tranh lay nhiém virus cin thiét

Diang cling voi cde thube khie

Khong st dyng dbng thoi MIBEPROXIL 300 MG voi cde thube khde chi tenofovir disoproxil, tenofovie
alafenamid hoge adefovir dipivoxil

Khong khuyén cho sis dyng dbng thin tenofovir disoproxil v didanosin

Kéthgp 3 thubc khing virus

DA ¢6 bao cho vé ty 1¢ dibu trj thit bai cao vir sy dé Khing virus & giai dogn ddu didu uj nhidm HIV khi két hop
tenofovir disoproxil fumaral von lumivadin va abacavir hay vor lamivudin va didanosin

Dje tinh trén xuong va thgn & nguvi lin

Do tink trén than

Tenofovir chi yéu duye thii tris qua thin. Suy thin, ting creatinin huyét, giam phosphat huyét, bénh dng lugn ghn
(buo ghm hi chimg Fanconi) 4 duge bao cho khi diéu tr) var tenofovir disoproxil fumarat Chn theo dor chire nn
thiin (49 thanh thai creatinin, phosphat huy éthanh) trade khi didu g, sau 2 - 4 tubn didu trj, san 3 thing didu iy v Cumﬁ
3~ 6 thing néu khong c6 nguy casuy thin, theo doi thudng xuyén hon & bénh nhin ¢6 nguy co suy thin

Néu phosphat huyét thanh < 1,5 mg/dl (0,48 mmol/l) hoge d thanh thai creatinin gidm xubng < 50 mlphit & bénh
nhan st dung tenofovir disoproxil fumarat, cin ddnh gid I chic ndng thin rong vong | twin bao gbm glucose huyét,
Kali huyét vil glucose ni¢u. Can nhic diu trj gian dogn tenofovir disoproxil fumarat o ngudn lom khi g thanh thai
creatinin dudi 50 mi/phist hodie phosphat buy€t thanh < 1,0 my/d1 (0,32 mmol/1), Nén diéu ty gidn dogn & nhimg bénh
nhén suy gidm chirc nang thin khong rd nguyén nhan

- Khong chic chin vé nhimg dgc tinh liu dii ciia

- Phéi hgp tenofovir di

Tranh diing phdi hop voi che thubc giy doc thin (aminoglycosid, smphotericin B, foscarnet, ganciclovir, pentamidin,

vancomyein, cidofovir hojc interleukin-2), theo ddi chirc nfing thin hang tudn néu bt buge phii sir dung cic thude

trén. Suy thin cAp c6 thé xdy ra khi ding liéu cao hay nhidu fogt thube NSATD hoge khi phés hop tenofovir disoproxil

fumarat véi ritonavir, cobicistat (chéit ting irc ché protease). Khéng khuyén c4o phéi hop tenofovir disoproxil fumarat
v cde thube duge bii tiét qua than (ROAT 1/3 hode MRP 4), néu sir dung déng théri, cin theo ddi chire nang thin hang
tudn.

Tinh an todn cua tenofovir disoproxil fumarat Ién thin dugc nghién ciru rit han ché & ngurdri 16m c6 suy gidm chirc ning
thiin (dd thanh thai creatinin dudi 80 mi/phat)

Dit liéu han ché vé tinh an toan va hi¢u qué ctia tenofovir disoproxil & bénh nhin suy thiin (46 thanh thai creatinin duéi
50 ml/phit) v b¢nh nhin thim phan mau. Chi sit dung tenofovir khi Igi ich [ém hom nguy co. Khang khuyén cdo sir
dyng tenofovir & bénh nhan suy thin ning (d thanh thai creatinin dudi 30 mV/pht) va bénh nhin thim phin miu, néu
bt bude phai sir dung, cin diéu chinh thar gian ding thudc vA theo di chire niing thin chat ché

Dde tinh trén xiomg

Trong mOt nghién ciru & nhifng bénh nhin bj nhiém HIV trong 144 tuin so sinh thc dung trén xweng cia tenofovir véi
stavudin két hgp vai lamivudin va cfavirenz, ci hai nhom déu lam giam mét d6 khodng xuomg & hing va cét song,
tenofovir disoproxil fumarat lam ting nguy co gidm mit dd khodng xwong érhong va cot séng Iém hom.

Trong cdc nghién ciru khic, c6 s gidm rd rét mit dj khodng xuomg & nhimg bénh nhin sir dung tenofovir trong phéc
44 didu tri c6 chira chit irc ché ting cuimg protease. Cin sir dung phéc d6 diéu tri thay thé & nhimg bénh nhén loding
xuomg cd nguy co cao giy xuong.

Cincoturviny khoa thich hgp khi nghi ngés hodic phit hién bit thromg vé xuwong

Djc tinh trén xuvng va thin o tré em

fovir di

proxil fumarat Ién g/thiin va kha ning phuc héi cia
chedoc tinh trén thin khi sirdung dtré em. Vi viiy, chn cin nhic nguy co v lotich khi dicu trj va chon lua phuong phip
theo doi phuhop, ké ca quyétdinh ngimg thudc va sir dung phuong phép diéu tri thay thé

Dic tinh trén than

Cécphin (mg bitlgi véi hoat tix bng thin di duge bio cdo értré em 2 —< 12 tudi nhiém HIV-1

Cin theo ddi chirc ning thin (dd thanh thai creatinin, phosphat huyét thanh) tnrée v trong qud trinh diéu trj tuomg ty
nhu & ngudi I6m.

Néu phosphat huyét thanh < 3,0 mg/dl (0,96 mmol/l), cin dinh gid lai chire n.’ir;)g thin trong vong | tuin bao gém
glucose huyét, kali huyét, glucose niéu. Cin nhic diéu trj gidn doqn néu phit hi¢n bit thutmg chirc ning thin hodc suy
than tién trién khong o nguyén nhn. Cin nhic ngimg diéu trj bing tenofovir disoproxil trong truémg hop suy giam
chirc niing thin khdng do nguyén nhin khéc.

- Cickhuyén cdo trinh phdi hop véi cdc thude giy doc thin twong ty nhur @ ngudn 6m.
- Khong khuyén cdo sir dung thudc & tré em suy thiin. Khong bit diu sir dung tenofovir & tré em suy thiin va ngimg sir

dung tenofovir ¢ tré em suy thin trong khi diéutrj
Dgc tinh trén xwong

- MIBEPROXIL 300 MG c6 thé giy giam miit d) xuong (BMD) Anh huémg ctia tenofovir disoproxil lién quan dén

thay déi BMD lau dai va nguy co gdy gy xuong chua biét 3. Néu nghi ng& hay phat hi¢n nhimg bdt thutmg & xurong,
nén tham khao y kién ciia bic si chuyén khoa ndi tiét vivhodc bic si chuyén khoa thin.
Dictinh trén gan

- Hanché dirliéu vé an toan va hi¢u qua trén bénh nhiin ghép gan, bénh nhin nhiém HBV c6 bénh gan mdt bu va nhimg

ngudi 6 tong diém tinh theo Child-Pugh-Turcotte 16n hon 9. Nhimg bénh nhin niy c6 nguy co cao hon gip cic tic
dyng khong mong mudn trén gan v than. Do dé, cin theo ddi chit ché cic thong 56 gan va thin.

Dgtedp ciiaviémgan

- Trong khi diéu try, cic dgt bung phét trim trong ciia bénh viém gan B min tinh xdy ra khd phd bién va dic tnmg bai

ting ALT huyét thanh. ALT huyét thanh ciing c6 thé ting khi diéu try vén thude khang virus & mot s6 bénh nhin. O
ngudn suy giam chirc ning gan con bi, ting ALT huyét thanh thutmg khong di kém véi ting bilirubin huyét thanh hodc
bénh gan miit bi. Bénh nhin xo gan ¢6 nguy co cao din dén bénh gan mit bit vi viém gan cdp cin duge theo doi chit
ché trong qué trinh dicu try

- Dgtclp cita viém gan cdp tinh cling 43 dugce bio cdo & nhimg bénh nhan di ngimg di¢u tri viém gan B. Cdc con kich

pht sau diéu tr thudmg lién quan dén viée ting HBV DNA va phin Iém duimg nhur 13 i hét. Tuy nhién cic dot viém
gan a‘lp'lmh din dén tir vong di duge bio cdo, cin theo ddi chire ning gan it nhit 6 thing sau khi ngimg diéu trj viém
gan B. O nhimg bénh nhin ¢6 bénh gan tién trién hodic xo gan, khong nén ngimg diéu trj vi c6 thé gdy viém gan cip tinh
diindénbénh gan mét bu.

- Viém gandjc bi¢t nghiém trong va doi khi gdy tir vong & bénh nhan ¢6 bénh gan mit bis.

Ding nhiém viém gan C hoge D: Khong ¢6 dit ligu vé hi¢u qua cia tenofovir & bénh nhin ddng nhiém viém gan C
hodcD.
Dong nhiém HIV va viém gan B: Do nguy co dé khang HIV, tenofovir disoproxil fumarat chi nén dung phéi hop vai
thube khang virus khic & bénh nhin ddng nhidm HIV-1 va viém gan B. C6 thé tang nguy co bat thuomg chire nang gan
& bénh nhin c6 rdi loan chire ning gan tir tnudre, bao gom viém gan min tinh tién tnén. Néu c6 bit thuimg chirc ning
gan, cin xem xét diéu trj gidn dogn hodc ngimg diéu try. Tuy nhién, ALT ting c6 thé do thanh thii HBV trong diéu tr
vaitenofovir.
Sidung ding thivi véi thube diéu triviém gan C

1 fumarat va ledipasvi buvir hodc I asvir 6 thé gly ting ndng 40
tenofovir trong huyét trong, dic bi¢t khi sir d\mbg trong phc dd diéu trj HIV ¢6 chira thude lim gia ting duge dong hoe
(ritonavir hodc cobicistat). An todn cta vi¢e phdi hop tenofovir disoproxil fumarat va cic thude trén chua duge chimg
minh. Cin nhic nguy co va lgi ich khi phéi hgp tenofovir disoproxil fumarat, ledipasvir/sofosbuvir hodc
sofosbuvir/velpatasvir vi mot thude trc ché HIV protease (atazanavir hodc darunavir), dic bigt & bénh nhin rdi logn
chirc ning thin. Bénh nhin dung ledip buvi fosbuvir/velp 1ir dOng thoi véi tenofovir
disoproxil fumarat va mt thude irc ché HIV protease nén duge theo doi cic phan (mg bdt I¢i lién quan dén tenofovir
disoproxil fumarat,
Téng can viroilogn chuyén héa

- Tangcén, ting lipid huyét va glucose huyét ¢ thé xiy ra khi didu tri vdi tenofovir disoproxil fumarat, nhimg thay d6i

nay mot phin c6 thé lién quan dén 18i séng v qud trinh kiém sodt b¢nh. Méi quan h¢ nhin qua gitra thude va cdc tic
dong niy vin chua duge xdc dinh. Cin kiém sodt rdi logn lipid thich hop trén lim sang.

Réilogn chire ning ty thé sau khi phai nhiém thudc trong tie cung

Nhom th_u(‘)c nucleotid/nucleosid tdng hop c6 thé dnh hudng dén chire nang ty thé, dic bigt véi stavudin, didanosin va
ndovu«!m Di ¢ che bdo cdo vé rbi loan chirc ning ty thé & tré so sinh dm tinh HIV khi phai ohidm van cic thude
nxc!cuanuclmnd léng hop trong tir cung hode sau khi sinh. Cac phin img ¢6 hai chinh duge bio ¢do o tré bao gdm
16i loan huyét hoe (thiéu ll‘lﬂ\l, g1dm bych ciuz. rdi logn chuyén hoa (ting lactat huyét, tang hipase huydt), cic tic dong
ndy thudmg thodng qua. R loan thin kinh hiém Ehi Xdy ra (tang truomg lye o, co gidt, hanh vi bt thudmg) va chua rd
cc tie dng ndy thodng qua hay kéo dai vinh vién. Nhimg phat hign ndy cin duge xem xét & tré em phoi nhidm voi
chit twomg ty nucleotid trong freung, ¢d bidu hi¢n lim sing ndng khdng rd nguyén nhin. Nhimg phat hi¢n nay khdng
anh hutmyg dén khuyén cdo qude gia didu tr retrovirus & phy nir mang thai nhim ngin ngura ldy truyén HIV.

Ut ché mién djch

Trong giai doan khin dhu sirdyng phic dd phdi hop cde thude khang retrovirus, ¢6 thé Xdy ra ¢de phan img viém gdy ra
bai cic yéutd yéy bénh co hdrdin dén cac bénh nghiém trong hoe lam ning cde tri¢u chimg o bénh nhin nhiém HIV
suy gidm micn dich ndng (vi du viém vong mge do cytomegalovirus, nhiém mycobacteria, viém phdi do
Preumocystis jirovecii). Thong thudmg, cdc phan img ndy Xdy ra trong vong vii tudn hodc vii thing diu tién didu i,
Cde tn¢u chimg viém nén duge dinh gid va didu trj khi cdn thidt.

Réi logn ty mién (bénh Graves) ciing duye bio ¢do, tuy nhién thoi gian khai phit ¢6 thé liu hom va xdy ra hiéu thing
saukhidiéutr.

Hogitir xwong

Cic trudmg hop how 1 xuong da duge bio cdo, dic bi¢t & nhimg bénh nhin nhidm HIV tién mién hode sir dyng phac
dd didu 1 phdi hop cde thude khdng retrovirus mie di nguyén nhin buh sinh ¢6 thé do nhidu yéu & (ding
corticosteroid, udng rugu, e ché midn dich nghiém twong, chi s0 ¢dn njng cao). Bénh nhia cdn thong bio voi bac si
néu ¢ cde tri¢u chimg dau nhire, dau khop, cimg khop hode gap kho khin trong vige di chuyén,

Nyguii cao (ubi

Tenofovir disoproxil fumarat chua duge nghién el o bénh nhin trén 65 twdi, Ngudi cao wdi thudng co nguy co cao b
sty thin, cin thin tong khi didu .

Canh bdo khie

Ché phim MIBEPROXIL 300 MG ¢6 chira lagtose, khong si dyng & bénh nhin mde ce rdi logn di tuyéo hidm gap vé
dung ngp galactose, thidu hut Lapp lactase hoje kém hiip thu glucose - galactose

Thude ¢6 thé ghy dyimyg do ¢6 1 duge miu vang tartrazin

SUDUNG THUOC CHOPHUND COTHATVA CHO CON BU
Sl'ldvuulhudulmphv ulred thai

Lugng du’ ligu lom npluén uru réa phy nd mang thai (hon 1000 ngudi) i dyig tenofovir disoproxil fumarat ¢ho thiy
khong xudthign dj lal/lu)‘ dde tinh 1éa thai nhi hay é so sinh. Nghién i teén ddug v cho thiy khdng ¢o do tinh léa
sinhsan, MIBEPROXTL 300 MG ¢6 thé duge sirdyng ¢ho phy nit ¢ that ndu cdn thiét

Vige phai nhidmvin Iu:nl’m 1 disoproxil trong ba thang cudi thai ky da duge ching minh m giam nguy co Wy truydn
HIBV wrmg sang con néu st dung tenafov ir disoproxdl ¢ho ngudi mg cing vai globulin mudn dich viém gan B va vic-
Ain il gan B o tré sasinh

Trong 3 thit nghi¢m T sdng ¢6 Kidw soit 327 phy o mang thai viém gan B udn tnh s dyng eaofovie disoproxil
(245 mg) | lAn/ngay 1etudn thi 28 32 chodén |- 2 thang sau sinh, ¢d ngudi mg va e s sinh duge theo doi dén 12
thang sau sinh. Khong 0 cde ddu higu vé tinh an todo trong thi nghign niy

St dyng thude cho pliy nd cho con b

Tenofovir disoproxil fumarat bai et duge qua sira mg. Khong ¢ da thdng tn v nhimg e ddng cua tenofovie
disoproxil fumarat 1én tré s sinh Viviy, khong nen su dyng MIBEPROXIL 300 MG & phy ntrcho con b Tuy ahién,
theo quy dinh chung, phy n ahiém HIV va BV khuyén cdo khong nén cho con b dé trdnh by 1y nhidm HIV va HBV
chotee.

ANHHUONG CUATHUOC LEN KHANANG LALXE, VAN HANHMAY MOC
Chua e nghién i ndo vé the ddng cda tenofovir disoproxil fumarat 1én kha nng lam vide. Tuy nhién, bie st cin




thdng bao cho binh nhin vé nguy co chong mdt cé thé xay ra khi didu trj bing tenofovir disoproxil fumarat, trong
trurdmg hop ny thin trong khi 14 xe, vin hanh may mée,
TUONG TAC, TUONG KY CUATHUOC
Twong thc civa thube
« Chetrong the thude ehi dirge nghidn i & ngaryi 1om.
= Dya theo che nghidn cir i virro vil con dirdmg dio thii cia tenofovir disoproxil fumarat, kha ning xay ra cdc trong
tic thudc 1ién quan dén CYP450 thip.
Khong khuyén cdo sir dung MIBEPROXIL 300 MG ddng thivi visi cic thude chira tenofovir disoproxil hoic tenofovir
alafenamid, adefovir dipivoxil
Didanosin
Khang khuyén cho sit dyng ddng thi tenofovir va didanosin.
Phi hop véi tenofovir lam ting 40 - 60% phoi nhidm didanosin, 1am ting phan img c6 hai cia didanosin (hiém
vitm tuy, nhidm acid Iactic, i khi cd thé gy tir vong) 41 B e 0
Phéi hap vén didanosin liéu 400 mg/ngay ghy gidm sé lugng té bdo CDA+. Gidm lidu didanosin xubng 250 mg kéthgp
véi tenofovir ¢ thé diin dén thit bai trong diéu tri nhidm virus HIV-1
Thubc thai trir qua thin
Tenofovirchu yéu thii tnrqua thin.
Phoi hop tenofovir dlmpmxlll fumarat véi cac thude gdy suy giam chire ning thin hoje canh tranh bai tiét chi dong &
dng thin thing qua cic protein vin chuyén hOAT 1, hOAT 3 hojic MRP 4 (cidofovir) c6 thé lim tang nong 49 trong
huyét thanh cita tenofovir vihole cae thude dung ddng thin,
Tranh sir dung ddng mm hode sirdung tenofovir gin van cde thube gy doc thin nhu aminoglycosid, amphotericin B,
foscarnet, glnnc]owr, P ds in, cidofovir hodc leukin-2.
Tacrolimus ¢6 thé dnh humg dén chire ning thin, nén theo ddi chat chd khi phéi hgp véi tenofovir disoproxil fumarat.
Twong thc Khic
Thubc e ché protease
Atazanavir: Atazanavir lim ﬂv:g nong dd tenofovir vi oo thé giy ra cic tic dung khong mong mudn ciia tenofovir lién
quan dén li¢u lugng, bao gdm o1 loan chirc nang thin, cin theo ddi chit chd chire nang thin khi phdi hgp. Tenofovir
Jam gidm ndng dd cua atazanavir trong huyét rong.
Lopinavir/itonavir hodic d: i Tenofovir khong lam thay di ding ké duge dong hoe ciia lopinavir/ntonavie
hole darunavir/ritonavir, nguoc ki ndag 4 tenofovir ting khi phéi hop.
NRTIs
Adcfovir dipivoxil: Tenofovir disoproxil fumarat khdng nén ding ddng thi véi adefovir dipivoxil.
- Emccawr Khong c6 tuomg tic 6 ¥ nghia vé mat 1im sang nio khi phdi hap tenofovir v entecavir.
Thudc diéu trjviém gan C
- m.wp: ipasvi Vi i ir) vii emitri P
fumarat lam ting néng 4§ tenofovir trong huyét twong, c6 thé ting tic dung khong mong mudn cita tenofovir disoproxil
fumarat nhu rdi logn chire ning thin. Vi vy, nén thin trong vi thuong xuyén theo doi chire niing thin.

" b i di 1

nghién cin

Chehxirtef khi ditng qud lidu

‘Trong trwrimyg higp qué liéu, bénh nhin nén duge theo ddi cde diiu higu doc tinh cira thube va sir dung cic ?Zu"n phip dvvéu
tr trigu chimg va didu trj hd trg néu cAn thiét. Tenofovir disoproxil fumarat c6 thé logi b6 bing cdch thim phin mdu,
tée d thai trir trung binh bing thim phin méu I4 134 mUphit. Chira 3 tenofovir disoproxil fumarat c6 thé loai bo
bing pheng phap thAm phan phiic mac hay khong.

DACTINHDUQC LYCHOC

Nhéom durge I§: Thube khang virus, nhom nucleotid va nucleosid irc ché enzym phién m nguoc
MAATC: JOSAFO7.

Cochi tic dyng

Tenofovir disoproxil fumarat la mubi fumarat ciia tién duge tenofovir disoproxil. Tenofovir disoproxil dirgc hip thu
nhanh chéng vi chuyén héa thinh tenofovir ¢é hoat tinh tuemg fir nhu mot nucleotid. Tenofovir sau d6 'duur chuyén
héa thinh chét c6 hoat tinh tenofovir diphosphat. Tenofovir diphosphat ire cbé enzym phién mi ngugc cia virus HIV-
1 vi polymerase ciia HBV bing ciich canh tranh gin két truc tiép vén ca chit ty nhién deoxyribonuc leotid va sau khi
gin vio DNA s& chim dit kéo dai thém chudi DNA. Tenofovir diphosphat Ii chit irc ché yéu polymerase a. f va y cia
té bio. O ndng 46 300 umol/l, tenofovir cho thiy khong c6 anh huong lén sir téng hgp DNA ty thé hay sin xuft acid
lactic in vitro,

D6 v hoat tinh khing HIV in vitro, ndng ) tenofovir irc ché 50% (EC.,) cic chiing hoang dd trong phung}h» f‘g’{'é”!
HIV-1,, 14 | = 6 ymol/l véi cic dong 1é bao lympho va 1,1 umol/l vér dong HIV-1 loai B nguyén thiy cd lip tir cde té
bio don nhiin miu ngoai vi. Tenofovir ciing (rc ché ching hoat dgng HIV-1 loar A, C, D, E. F. G vi O va véi d_ong
HIV,,, trong bach chu dom nhan/dai thye bio nguyén thiry. Tenofovir ciing 6 tac dung vén HIV-2 in vitro véi EC,, lf
4,9 pmol/l trong 1é bao MT-4. Céc ching HIV-1 gidm nhay cam vén tenofovir va dot bien K65R o enzym phién ma
nguge di thdy trén in vitro vi trén 1im sing & mot 6 bénh nhin khi diéu tr véi thube nay. C6 thé cé khang chéo
tenofovir van cic thube irc ché enzym phién ma nguge khic

DAi vai virus viém gan siéu vi B, hoat tinh khing virus in vitro cia tenofovir di duoc dinh @i trong dong té bao
HEPG2 2.2.15. Néng d¢ ciin thiét d& tre ché 50% 14 0,14 - 1,5 ymol/l, ndng 6 giy doc té bao 50% 1a > 100 pmol/l,

Chura phithién d0tbién no lién quan dén khing thude ir disoproxil fumarat.

DACTINHDUQC DONG HQC
Hip thu

Sau khi ubng, tenofovir disoproxil fumarat hép thu vi chuyén héa thanh tenofovir. Sir dung da liéu tenofovir
disoproxil fumarat véi thirc an & bénh nhin nhiém HIV ¢6 gid tn C_, AUCva C_ 1an lugt 14 326 + 36,6% ng,"}'nl.
3.324 +41,2% ng.Wml vi 64,4 + 39,4% ng/ml. Nong 40 té1 da trong huyét thanh dat dugc trong vong | gidrkhi uong
liic d6i va 2 gir khi udng cing bira an. Sinh kha dung duém ubng cla tenofovir duéi dang tenofovir disoproxil
fumarat & b¢nh nhin khi udng loc d61 14 25% nhung tang cao néu sir dung thude vi bira in nhicu chitbéo (AUC ting
khoang 40% va C,, ting khodng 14%). Sau khi dung li¢u diu tién vén thire an, C_, trung binh trong huyét thanh dao
dong tir 213 - 375 ng/ml. Tuy nhién, dung tenofovir disoproxil fumarat vé1 bira 4n nhe khong anh hudmg ding ké lén
dugeding hoc ciia tenofovir,

Phanbd

Sau khi udng tenofovir d 1 fumarat, duye phin bd & khip cic md, cao nhit & thin, gan, rudt. [n vitro,

Phdi hop ledip buvir v6i (hos ilpivirn hode dol proxi
fumarat 1am ting ndng dd tenofovir trong huyét tuong, ¢6 thé ting tic dung phy bao 2bm rdi logn chirc ndng thin. Vi
vy, nén thin trong va thudomg xuyén theo ddi chirc nang thiin,

- Phi hop sofosbuvir/velp véi (hodc d. hodc lopinavir/ritonavir) vi
emtricitabin/tenofovir disoproxil fumarat 1am ting ndng d¢ tenofovir trong huyét twang, c6 thé ting tic dung phu bao
gdm rdi loan chire nang thin. Sy an toan cua tenofovir disoproxil fumarat khi duge si dung vén sofosbuvir/velpatasvir
vi thube ting cuomg duge dong hoc (ritonavir holc cobicistat) chua duge xédc dinh. Vi viy, nén thin trong va thuong
xuyén theo ddi chirc ning thin.

Phdi hop sofosbuvir/velpatasvir voi raltegravir va emtricitabin/tenofovir disoproxil fumarat. Khong cln chinh liéu.
Sirdyng déng thar ¢6 thé lam tang tic dung phy trén thin, theo o1 chire nang thin thugmg xuyén.

- Phbi hop sofosbuvir/velpatasvir véi disoproxil fumarat: Lam giam nbng do
velpatasvir trong huyét tuong. Khong nén ding ddng thn sofosbuvir/velp: vén phic do chir renz.

- Phéi hgp p vou bin/nlp disoproxil fumarat: Khong cin chinh hiéu. Sir
dung dang thin ¢6 thé 1am ting tic dyng phy trén thiin, theo ddi chire nang thiin thuémg xuyén.

- Phdihgpsofc proxil fumarat: Khong cAn higu chinh liéu.
Khong ¢6 twong tic duge dong hoc ¢6 ¥ nghia 1im sing khi tenofovir disoproxil fumarat dugc phéi hgp vér
b din, ind nz, nelfinavir, saquinavir % don, ribavirin, nf: i
1acrolimus holic thube trinh thai norgestimat/ethinyl oestradiol.
Tenofovir disoproxil fumarat nén ubng khi c6 thirc ain, vithyc pMm lam ting kha dyng sinh hoc clia tenofovir.
Twong ky cua thube
Do khong cb cic nghién ciru vé tinh twong ky cita thude, khong tron Fin thude ndy vén cae thube khic

TACDUNG KHONG MONG MUON CUATHUOC
- Nhiém HIV-1 va viém gan B: D3 c6 bio cdo vé cic bién cd suy thin va bénh dng lugn gin, ké ca hoi chimg Fanconi,
thinh thoang c6 thé dén bit thudomg xuong (MOt vii truang hgp ¢ gly xuong). Khuyén ciio theo doi chirc ning
thin & bénh nhin sir dung MIBEPROXIL 300 MG.
Nkiém HIV-1: Khoang 173 sb bénh nhin c6 thé ¢6 nhimg tic dong bt Ig1 khi diéu tr) tenofovir disoproxil fumarat két
hop vi cic thude khing retrovirus khc. Cdc phin img nay thugng i nhimg bién cb tiéu hoa tir nhe dén vira, trong 6
Kkhodng 1% bénh nhin phai ngimg thube. Phoi hop vén didanosin khong duge khuyén cdo vi c6 thé Lim ting cic tic
dung khong mong mudn, dic bi¢t 13 viém tuy, nhiém acid lactic va doi khi 6 thé din dén tir vong.
Viém gan B- Khoang 1/4 s6 bénh nhin gip phai cic tic dung khong mong mudn cia thube, phin 16n & mic 49 nhe,
thuomg ghp nhit 1a budn ndn (5,4%). Céc dgt cip tinh viém gan di duge bio cdo & nhimg bénh nhin dang hay ngimg
didutr) viém gan B.
Cic tac dyng khong mong mubn duge phin nhom theo thn sult: RAt thuémg gip (ADR > 1/10), thudmg gip (1/100 <
ADR < 1/10), it gap (1/1000 < ADR < 1/100), hiém gip (110000 < ADR < 1/1000), rit hiém gap (ADR < 1/10000) va
khong ro tho mﬁpkhﬁng wére tinh dugc tir i li¢u sin ¢6).
Réiloan chuyén hba va dinh duimg
Rét thuong gap: Ha phosphat huyét.
ftgap: Hakali huyét,
Hiém gip: Nhilm acid lactic.
Réilogn hé thin kinh
Réit thuomg gap: Chong mit.
Thuimg ghp: Daudiu.
Réi logn tiéu héa
Rt thuomg gap: Bubn non, non, iéu chay.
Thutmg gap: Dau bung, chudng bung, dhy hoi
Itgap: Viemtyy.
Réilogn gan mt
- Thuong ghp: Tlng transaminase.
Hiém gip: Viém gan, gan nhiém mo
Réilogn da vamé dudi da
Rt thuong gdp’ Phit ban.
Hiém gip: Phumach
Réi logn ca vamé lién két
{1 ggp: Tiéu co vén, yéu co.
- Hiém gap: Nhuyén xuong (biéu hién dau xuong vi c6 thé din dén gy xuong), bénh co
Réiloan chire nding than, tibinigu
[t gdp: Tang creaunin, b¢nh bng lugn gin (bao gom hi chimg Fanconi)
- Hibm gdp Suy thin cx‘np. suy thin, hogi tr éng thin L‘ﬁp‘ viém min{b.wui'un viém thin k&), dai thio nhyt cd ngm‘\n g(‘xc
thin

R logn khac
- Ritthuong ghp Suy nhuge
Thuong gap: MEt moi.
Treem
HIV-1- Kétqua ddnb gid tir cic nghién ciu st dung tenofovir disoproxil fumarat didu tri HIV-1 & tré em cho thily cic
the dyng khong mong mubn twong ty nhu o ngudi 1on. Gidm mit 46 khodng xuong va gidm tbe d6 loc chu thin phye
b1 khi ngung dicu tny cang duge bao cho rong cde nghién e,
Viém gan B: K& qus danh gié tis cie nghién cuu st dyng tenofovis disoproxil fumarat diéu tr HBV & wé em cho thiy
cée the dyng khong mong mubn tuong 1y nhu @ nguin lom, Gidm ty trong xuong cling duge bao cdo trong cie nghién
“uu
Nguréd cuo tubi
Tenofovir disoproxil fumarat chua duge nghién ciu 6 nhimg bénh nhin trén 65 wdi. Bénh nhin cao wdi ¢d nguy co
g chire ndng thin, do do cin thin trong khi st dyng tenofovir disoproxil fumarat
Biuhohiosuy thin
Do tenolovir disoproxil fumarat ¢6 the gy doc thin, chn theo doi chire nang thin khi didu uj & nguoi lon. Khong
khuyén cho sir dyng tenofoyir disoproxil fumaral & e em suy thin
QUALIEUVA CACH XU TR
Quilibu

€O 11 A0 Ligu trén lam sang vE vige su dung Hiéu cao hom ligu didu ) (300 mg tenofovir disoproxil fumarat). Trang cac

wnen i su dyng tenofovis disoproxal fumars duong tem ik mach | 7 mp/ky) g 7 &
Y - A gch Jidu 16,7 mp/kg/ngd 1k 7 nghy va lidu
ng 600 mg/nghy Wong 28 ngdy, Knoog phat hign hdy cie ic dyng khong mong muon. Ly o chua duge

ti 1¢ tenofovir gin véi protein cita huyét tuong va huyét thanh in lugn thip hon 0,7% va 7,2% véi nong dd tenofovir tir
0,01-25 pg/ml.

Chuyén hoa

isoproxil fumarat va fovir khong phai 14 chit nén cua enzym CYP450. Hon nita, ndng d§ cao hon
ding ké (khoang 300 lan so véi in vivo), tenofovir khong e ché qua trinh chuyén hoa thude in vitro cia bit ky
1socnzym CYP450 ndo (CYP3A4, CYP2D6, CYP2CY9, CYP2EL, holic CYP1A1/2). Tenofovir disoproxil fumarat &
nong 46 100 pmol/l khong tic dong lén bt ky isoenzym CYP450 nio trir CYP1A1/2, mic dis vén lugng nho (6%)
nhung giy giam déng ké sur chuyén héa céc co chit cua CYPIA12. Dia vao cic dir ligu trén, hau nhu khéng xdy ra
cdc tuong tic lim sang dang ké gira tenofovir disoproxil fumarat vi cdc thude khic chuyén hoa qua CYP450.

Thaitrir

Tenofovir dugc bai tiét chit yéu qua thin nhé qui trinh loc & clu thin va bai tiét tich cyc & dng thin véi kbodng 70 -
80% duéi dang khong thay déi sau khi tiém tinh mach. Tong 4o thanh thai khoang 230 mIvkg (300 mU/phit). Toc 46
thanh thai cua than khodng 160 mI/h/kg (210 mU/phut). Sau khi uong, thoi gian bn thii cua tenofovir khodng 12 - 18
gidr

Tinh tuyén tinh

Duge dong hoc cua tenofovir khdng phu thude vio liéu ding tenofovir disoproxil fumarat & khoing liéu 75 - 600 mg
vakhong by dnh huong ban ché o da lidu & bit ky mire lidunio.

Tubi

Céc nghién ciru duge dong hoe chura duge thye hién 6 ngudi cao twdi (> 65 tudi)

Giditinh

Cacdirli¢u han ché cho thiy dugc dgng hoc cua tenofovir khong bj dnh huémg béi gidn tinh.

Tréem

N}uém HIV-1: Duge dong hoc & trang thii cdn biing cila tenofovir durge dinh gid trén 8 tré em nhidm HIV-1 tir 12 tudi
dén dui 18 tudn, can ning 2 35 kg. Gid tr trung binh cta C._, vi AUC lin lugt khodng 0,38 = 0,13 pg/ml vi 3,39 +
1,22 pg./ml. Nong d¢ cua tenofovir thu duge & nhom dbi tugng nay khi sir dyng liéu 245 mg tenofovir disoproxil
(dudi dang fumarat) tuong ty nhur ndng d0 thu duge & nguot 1n khi sir dung lidu 245 mg tenofovir disoproxil (dudi
dang fumarat) 1 lin/ngay.

Viém gan B man tinh: Nong 4 & trang thii cin bing & tré em nhidm HBV tir 12 tudi dén duoi 18 tudi nrong ty nhur
ndngdd thu dugc & ngudi lom khi sir dung lidu 245 mg tenofovir disoproxil (dudi dang fumarat) 1 lin/ngdy.

Chura cé nghién ciru duge ddng hoc khi sir dung lidu 245 mg tenofovir disoproxil (dudi dang fumarat) & tré em duor 12
tudi hofc tré em suy thin.

Ching the

Duge ddng hoc el tenofovir chura duge nghién ciru & cde bénh nhin thude cic ching téc khic nhau,

Suy thin

NAng A6 tenofovir trung binh & bénh nhin suy thin nhe (CICr 50 - 79 mU/phit), trung binh (CICr 30 — 49 ml/phut),
ning (CICr 1029 mU/phat) lin lugt 1d 3 064 (+ 30%) ng Wml; 6.009 (£ 42%) ng.h/ml; 15,985 (£ 45%) ng Vml; ting
khi so sanh véi ngudn ¢d chire nang thin binh thudng (2 185 (£ 12%) ng Wml).

O bénh nhin suy thin giai doan cudi (CICr < 10 mV/phiit) cdn phs thim phin, trong sudt qua trinh thim phin, ndog 4§
tenofovir ting ding k¢ trong 48 gidnghién ciry, gid t C_, 14 1.032 ng/mI vAAUC 1242 857 ng vml.

D_uv: dong hsx clatenofovir chlnm duge xdc dinh & bénh nhin ¢ CICr < 10 mU/phit khong thim phin va  benh nhin
bénh thin giai doan cudi phii thim phin phiic mac holic cie loai thim phin khic

Duge ddng hoc & tré em bénh thin chua duge nghién cin.

Suy gan

Sir dung don I|éu'lcn0fu\‘u duupm;il 245 mg (dutm dang fumarat) 6 b¢nh nhdn suy gan voi cic mire 4o khic nhau
theo pMnJu¢l Child-Pugh khong nhi¢m HIV, HBV. Duge ddng hoe cia tenofovir khong thay ddi dang ké & bénh nhan
suy gan, Gid trj trung binh ciia C_, vA AUC Lin lugt 14 223 (+ 34,8%) ng/ml v 2 050 (£ 50,8%) ng b/l & ngudi binh
thudmg; 289 (+ 46,0%) ng/ml va 2.310 (+ 43,5%) ng /ml & bénh nhin suy gan trung binh; 305 (= 24,8%) ng/ml va
2.740(+ 44,0%) ng himl & bénh nhin suy gan ning

Duge djng hoe ndi bao

T'@I gian bin thii cia tenofovir diphosphat trong té bio mau don nhin ngogi vi (PBMCs) khong tang sinh khodng 50
10, rong PBMCs hogt hda phytohacmagglutinin 1d khoang 10 gio

QUY CACHDONG GOI

Hop 01 vix 07 vién nén bao phim. VibimAl - Al
Hop 05 vix 07 viennén bao phim. VibimAl - Al
HOp 10 vix 07 viénnénbao phim. VibdmAl - Al

BAOQUAN

Notkho, dum 30°C. Tranh dnh sang

HANDUNG

36 thang (ké trngdy sin xudt)
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