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Composition :

Each film coaled tablet contains

Tenafovir Disopsoxil Fumarate ... 300 mg.
Colours : Brifliant Blue & Titanium Dioxide,
Dosage :

As directed by the physician,

Store in cool, dark and dry place below 30°C.
Protect from light.

Keep out of reach of children,

Carehully read the accompanying instructions
belore use.

Product Specifications : In-house,

For Indications, Contra-indications, Dosage,
Side effects : refer to enclosed pack insert.
Manulactured by :

ATRA PHARMACEUTICALS LIMITED

Plat No.H 19, MIDC Area, Waly),
Aurangabad 431133 Maharashira State, India,
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Thuice nay chi ditng theo s ké toa ciia thiy thude.
Poc kf huong din sic dung trude khi ding.
Thing bie che bdc s cde tdc dung pli gip phai ki n‘r}ng'{‘?_l: mfc ™,
Dé thube xa thm véi ciia tré em. ' Ne)

TENIFO

{ Tenofovir Disoproxil Fumarate Tablets 300 mg )

THANH PHAN:
Mdi vién nén bao phim chira:
Tenofovir Disoproxil Fumarat ......ccovvemvevaravannnns 300 mg
Ta duge: cellulose vi tinh thé, dibasic calei phosphat, lactose, povidon K30, tale tinh khiét,
magnesi stearat, acrosil, tinh bt natri glycolat, tinh bjt bip, hypromellose, titan dioxid, brilliant
blue.

CAC PAC TINH DUQC LYC HQC:
Tenofovir disoproxil fumarat ¢6 ciu tric mét nucleosid phosphonat diester vong xofin tuong
adenosin monophosphat. Ban dau tenofovir disoproxil fumarat can dén qua trinh thiy phan dé
chuyén thanh tenofovir va sau d6 phophoryl héa boi enzym thude té bio chuyén thanh tenofovir
diphosphat. Tenofovir diphosphat trc ché hoat tinh enzym sao chép nguge HIV-1 biing cdch thay
thé chit nén tr nhién deoxyadenosine 5, va két thiic chudi DNA sau khi hop nhit vao DNA,
Tenofovir diphosphatite ché yéu cic DNA polymerase & ddng vit ¢6 vii vi DNA polymerase ty
thé.

CAC DAC TINH DUQC DPONG HOC:
Hip thu:TENIFO tan trong nuée tao thanh dang diester cia hoat chét tenofovir disoproxil
fumarat. Sinh kha dung dwémg udng lte d6i clia tenofovir disoproxil fumarat xap xi 25%. Sau khi
ung don liéu TENIFO 300 mg & bénh nhin bj HIV-1 lic bung d6i, nong d6 dinh cta thude
trong huyél thanh dat duge sau khodng 1 = 0.4 gidr. Chpac vd AUC twomg tmg 14 296 = 90 ng/mlL
va 2287 £ 685 ng/mL/gitr
Dic tinh duirge ddng cia tenofovir disoproxil fumarat thé hién & liéu TENIFO khoang lém hom tir
75 dén 600 mg va khong c6 tac dung & lidu Iap lai,
Phén phéi: Trong thir nghiém in virre su gin két cha tenofovir disoproxil fumarat véi protein
huyét tuongthip hon 0,7%va véi protein huyét thanhla 7.2%. theo thir ty. nong dé tenofovir
disoproxil fumarat thay doi tir 0,01 161 25 pg/mL. Thé tich phin phdi & ndng d¢ dinh 1a 1,3 = 0.6
Likgva 1,2 = 0.4 L/kg, va dimg dudmg tiém tinh mach tenofovir disoproxil fumarat thi 1,0 mg/kg
v 3.0 mg/ke.
Chuyén héa va thai trir:
Trong thir nghiém in vitro cho thiy ¢ tenofovir disoproxil hodc tenofovir khong la chit nén cua
enzym CYP430.
Sau khi tiém tinh mach tenofovir, khoang 70-80% liéu duge tim thy trong nude ticu & dang
khiing ddi tenofovir disoproxil fumarat trong vong 72 gid. Sau khi udng dom liéu TENIFO, théi
gian bin thai cia tenofovir disoproxil fumarat khodng 17 gid. Sau khi udng da liéu TENIFO 300
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mg moi lan/ngay (trong diéu kién dn no), 32 £ 10% liéu duge tim thiy trong mréc tiéu trén 24
gidr.
Tenofovir duge thai trir bing viée két hop loc qua cdu than va bai tiét qua dng than. Vi thé ¢ thé
cé sir canh tranh vé ddo thai véi nhimg chat ciing bai tiét qua thin.

CHI PINH DIEU TRI:
Biéu tri nhidm HIV: Theo huéng din cia B y &, TENIFO dugc chi dinh két hop véi cde thude
khéng retrovirus khae dé diéu trj nhidm HIV-1 & bénh nhin ngudi [én va tré em trén 10 woi, phy
nit mang thai va cho con bi.
Hi¢u qua ciia TENIFO dya trén nhimg két qua ctia cdc nghién ciru diéu tri cho céc bénh nhin
chura timg diéu tri trisée 46, bao gém cic bénh nhin ¢é sd luong virus 16m (> 100,000 bin sao/ml)
va cée nghién ciru trong d6 TENIFO duge ding bo sung vio lidu phap diéu tri co ban (chi yéu la
ligu phap két hop 3 thudc) cho bénh nhin trude d6 da timg didu tri thude chéng retrovirus nhumg
thit bai (<10.000 ban sao/ml, chi yéu 1a bénh nhin ¢6 < 5.000 ban sao/ml)
Lia chon TENIFO dé didu i cho nhimg bénh nhin da timg diéu tr thudc chéng retrovirus trude
6 phai dya wén két qua thir nghiém tinh nhay cam cta virus vivhogc tién sir didu trj cia bénh
nhan.
Viém gan B: TENIFO duge chi dinh cho diéu trj viém gan B & ngudi 1ém ma chire niing gan ¢con
b, vén biing chimg hoat dgng nhin ban ctia virus, ndng do alanine aminotrasferase (ALT) tang
cao lién tue va bing chimg mé hoc cia viém dang hoat ding vivhodie xo hoa.
Chi dinh nay dya chii yéu trén dap img mo hoc, virus hoc, héa sinh & huyét thanh hoe & bénh
nhan trdmg thinh chua didu trj biing nucleosid voi viém gan B man tinh HBeAg duong tinh &
HBeAg dm tinh v&i chire nding gan con bi.

LIEU DUNG VA CACH DUNG:
Lidu phip nén duge thiét 1ap bai 1 bdc si ¢ kinh nghiém trong diéu trj cho bénh nhin nhiém
HIV.
Vi cic truimg hgp bénh nhdn Khéng nudt duge thude, TENIFO 6 thé duge sir dung dudi dang
hoa tan vién nén trong it nhit 100 ml nude, nude cam ép hodic nho ép.
Negwii lim vi tré em > 35 kg:
Liéu dé nghi 1a udng 300 mg (1 vién) | lan/ngay clng véi birm &in,
Treem:
Liu dich cho tré em trén 10 wdi (< 35 kg): 8 me/kg hode 200 mg/m?2 (16i da 300 mg).
Nguwii gia:
Khéng ¢6 cde dir liéu vé lidu ding cho bénh nhin ngudi gia trén 65 toi.
Bénh nhiin suy thiin:
Tenofovir duoe bai tiét qua thin va tich iy tenofovir ting khi bénh nhén suy thin. Cin didu
chinh khoang cich lidu diing cho nhimg bénh nhin ¢6 d§ thanh thai creatinin < 50 ml/phit, chi
tiét nhir sau:
Viée diéu chinh lidu ding cho bénh nhén suy thin dya trén cde dir ligu han ché va ¢6 thé li chua
phai 13 t6i wu nhit. D5 an toan va higu qua cia cie huéng din diéu chinh liéu ding nay chua
duge danh gid wén lam sang. Do viy, cdc ddp img trén lam sang vai viée diéu tri va chirc ning
thin nén duge theo dbi chit che wén nhimg bénh nhin suy than:

N
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P thanh thii creatinin Bénh nhin thim tich
{ml/phat)* miu
30-49 10-29

Moi 7 ngay sau khi két
thiic thim tach mau**

Khoang cach liéu dung
( liéu 300 mg TENIFO)
* Tinh toan diea trén trong leomg co thé trung hinh.
** Nhin chung, liéu dimg I ldn/tudn trong trieimg hop tham tach mdu 3 lanw/tudn, méi lan
khoang 4 gi¢ hodc sau tong 12 gic tham tdeh mau. Khong ¢6 licu dé nghi cho bénh nhin cé

Mai 48 gitr Mdi 72-96 giér

do thanh thai ereatinin < 10 mil/phil,

Bénh nhiin suy gan:
Khong yéu ciu diéu chinh liéu ding cho bénh nhin suy gan
CHONG CHI PINH
TENIFO duge chéng chi dinh cho bénh nhén min cam vai hoat chdt hodic bit ¢t thanh phin nio
ciia thude

NHUNG LUU Y PAC BIET VA CANH BAO KHI SU DUNG THUOC
TENIFO khang duge st dung cling véi bat eir thude ndo khie ¢6 chira tenofovir disoproxil
fumarat.
Tenofovir chil véu duge bai tiét qua than. Tich liy tenofovir ¢6 thé ting véi bénh nhan suy thin
trung binh vi ngng (dé thanh thai creatinin < 50 ml/phit) sir dung liéu TENIFO 300 mg (1 vién)
mbi ngay. Do vay cén phai diéu chinh lidu ding cho bénh nhén cé d§ thanh thai creatinin <
S0mI/phit. Can theo di cin thin cde diu hidu ngd doc, nhr xdu thém tinh trang suy thin, nlumg
ciing c6 thé sir dung 1 vién TENIFO véi ede khoang cch lidu ding hop 1¥ dé didu i HIV cho
bénh nhiin suy thin. P§ an todn va hifu qua cia TENIFO trén bénh nhin suy thin chua duge
kiém chimg trén lam sang.
Bénh nhén suy thin, ¢6 thé bao gom giam phosphat huyét. ¢ duge bao cdo khi sir dung tenofovir
disoproxil fumarat.
Cin theo ddi chitc nang thin (dd thanh thai creatinin va phosphat huyét thanh) truée khi uéng
TENIFO, m&i 4 tudn trong 1 ndm dau diéu trj, va sau mdi 3 thang sau d6. V&i nhimg bénh nhin
c6 nguy co hay tién sir suy thin va bénh nhin suy thin, nén cin nhic theo déi chit ché hon,
Néu néng d6 phosphat huyét thanh < 1.5 mg/dL (0.48 mmol/l) hoiic d§ thanh thai ereatinin < 50
ml/phit, chitc ning thin nén duoc kiém tra lai trong vong 1 tuin, bao gé—m do néng 4o glucose,
kali trong mau va nong dé glucose trong nude tiéu, va khoang cich liéu diing TENIFO phai duge
diéu chinh. Cin nhic viée ngimg diéu trj cho bénh nhan ¢6 d§ thanh thai creatinin giam thiap hon
50 ml/phit hofic ndng dé phosphat huyét thanh < 1.0 mg/dL (0.32 mmol/1).
Tenofovir disoproxil fumarat chua duge dinh gia trén bénh nhan udng cde thude ciing gay doc
cho thin (nhr c¢ic aminoglycosid, amphotericin B, foscanet, ganeiclovir, pentamidin,
vancomycin, cidofovir hodc interleukin-2). Str dung tenofovir disoproxil fumarat nén trinh két
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hop véi cée thude ciing giy dde cho than. Néu viée két hgp tenofovir disoproxil fumarat va cac
thude ciing iy dée cho than khéng thé trdanh khoi, chire ndng thin nén duge theo dii hing tudn,
Tenofovir disoproxil fumarat chua dwoe danh gid trén ldm sang voi bénh nhin dang sir dung
thude durge bai tiét qua thin b cing 1 yéu 16 viin chuyén (hOTAI- yéu t& van chuyén anion hiru
cor 1) (nhu adefovir dipivoxil, cidofovir 1a cde yéu té da biét gy doc cho than). Yéu 16 vén
chuyén nity (hROAT1) ¢6 thé chiu trich nhiém bii tiét qua ong thin va mft phiin, bai tiét qua thin
cta tenofovir, adefovir va cidofovir. Do viy. dwge déng hoe cia cdc thude nay co thé bj thay dbi
néu ching duge sir dung dong thoi. O ngudi tinh nguyén khée manh, 1 lidu don adefovir
dipivoxil eiing vi tenofovir disoproxil fumarat khong gay twomg tée dang ké vé duge déng hoe.
Tuy nhién, d§ an todn wrén lm sng bao gdm kha nang anh huéng dén than khi két hop diéu tri
adefovir dipivoxil va tenofovir disoproxil fumarat viin chua dugse biét. Trir khi that sy cin thiét,
viée ket hop ¢ac thude nay khang duge khuyén cao, nhumg néu khong trinh khoi thi ean theo doi
chire niing thin hing tudn.

Trong | nghién ciu ¢6 kiém sodt 144 tuin so sinh tenofovir disoproxil fumarat véi stavudin
trang két hop lamivudin va enfavirenz trong didu tri cho bénh nhan khéng ding khing retrovirus,
giam nhe mit do khoang xwong & hong va cdt song da duge ghi nhan & 2 nhom didu trj. Giam
mit d¢ khodng & xwomg cft song va thay ddi cdu trie sinh hoe cia xuomg ting ding ké trong
nhém bénh nhin sir dyung tenofovir disoproxil fumarat trong nghién ciu 144 tudin. Giam mat da
khodng & xwong hong tang dang ké & nhém bénh nhin ndy rong 96 tudn. Tuy nhién, khong tang
riii ro iy xwrong hodfic ¢d biing chimg bit thuémg twong {mg trén ldm sang sau 144 win. Néu nghi
ngd ¢6 cac bt thudmg vé xuong, cén tham khio ¥ Kién ciia thiy thude ¢6 kinh nghigm.

Tenofovir disoproxil fumarat nén duge trénh st dung trong nhimg bénh nhan da timg didu 1
khéng retrovirus vdi ching 1iém dn dot bién K65R.

Tenofovir disoproxil fumarat chua duge nghién edru trén bénh nhin ngudi gia trén 65 twéi. Bénh
nhin ngudi gia thuémg hay bi suy thin, do vy cin thin trong khi sir dung tenofovir disoproxil
fumarat cho déi tugmg ndy.

Bénh gan: Tenofovir véi tenofovir disoproxil fumarat khong bi chuyén hoa béi che enzym gan.
Mot nghién ety duge dong hoe di duge thye hién trén cac bénh nhén khong nhiém HIV vai cie
mirc di suy gan khdc nhau, Khong ¢6 sy thay dbi duge ding hoc ding ké duge ghi nhin & cic
bénh nhin nay.

B§ an tedn vi hidu qua cia tenofovir disoproxil fumarat gicd han trén bénh nhin réi loan chire
nang gan. Bénh nhan viém gan B hay C man tinh duge diéu tri ligu phip két hop cac thude khing
retrovirus 1ang nguy co i ro viém gan va wr vong do gan, Trong triémg hop két hop céc thube
khéng virus dé didu trj viém gan B hay C, cin tham khao k¥ cing thong tin vé timg thude.

Bénh nhin r6i logn chire nang gan tnrdre 6 bao gdm ca viém gan man tinh tién trién bj ting nguy
cor bt thidmg chite nang gan trong qud trinh didu tri két hop véi cde thude khing retrovirus v
nén duge theo ddi theo qui trinh chudn. Néu ¢6 bing chimg cho thiy trim trong thém bénh gan &
nhimg bénh nhin nay, can cin nhiic ngimg diéu trj.

Nhiém acid lactic: Nhiém acid lactic, thuimg két hop vii bénh gan nhiém midn, 43 duge bio cdo
khi sir dung eéic thude twong tu nueleosid. Cie dir ligu tién lam shng vi lam sing cho thiy nguy
cor i ro xay ra nhiém acid lactic, mét logi tic dgng ctia cic thude wong tw nucleosid, nguy co
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nay thip véi tenofovir disoproxil fumarat. Tuy nhién do tenofovir ¢b ciu tric lién quan dén cic
thude wong tr nucleosid, nguy co nay khong thé bi loai trir. Céc triéu chimg sém (tang lactat
huyéttriéu chimg) bao gém céc trigu chimg tiéu hoa (buén nin, nén va dau bung), kho chiu
khong dde higu, mél cam gide ngon migng, gidm cin, cdc trigu chimg hd hp (thé nhanh vivhoge
thér siu) hodic cae tridu chimg thin kinh (bao gém kha ning kém diéu khién may moc). Nhiém
acid lactic ¢6 thé gay tir vong cao va ¢6 thé lién quan dén viém tuy, suy gan hojfc suy thin.
Nhiém acid lactic thuémg xay ra sau vai thang dicu tri.

Pidu trj v6i cdc thude twemg ty nucleosid nén ngimg khi ¢6 cac tri¢u chimg tang lactat mau vi
nhi&m lactic chuyén héa, tién trién to gan, hojic tang nhanh néng 49 cic aminotransferase.

Cin thin trong khi didu trj cde thude tuomg e nucleosid cho bat cir bénh nhan ndo (ddc biét phu
nir béo phi) v ¢hwmg gan 1o, viém gan hofc eic :;éu to rii ro khac da biét vé bénh gan vi chimg
gan nhiém md (bao gém mét 8o loai thude va rugu), Bénh nhan nhiém di')ng viém gan C dugc
diéu trj véi alpha interferon va ribavin c6 thé gdp cdc nguy co rii ro dic bigt.

Cie bénh nhin ¢ khi niing tang ¢de nguy co rai ro nén duge theo ddi chiit ché,

Liéu phap két hop khing retrovirus lién quan dén sy tai phan bé chat béo (loan dudng lipid) trong
co thé bénh nhin nhiém HIV. Céde két qua nghién ciru kéo dai vé cic truémg hop ndy hién nay
chra duge biét. Co ché ciia vide ndy cling chura 1o rang. DA ¢6 gid thuydt vé mét sir lién hé giira
st tich mé trong ndi tang vi s (e chié protease v sy tiéu mi vl s e ché sao chép nguge
nucleosid. Nguy co logn dutmg lipid cao lién quan dén mdt s6 yéu 16 dic bigt nhu wdi gia, va cic
yéu 16 lién quan dén thude nhu dicu tri kéo dai khang retrovirus va lién quan dén roi loan chuyén
hoa. Cée xét nghiém lim sang nén bao gom dénh gid cdc diu higu thye thé cia sy @i phan b lai
chat béo trong cor thé. Can nhiic dén viée kiém tra nhanh nong @) lipid trong huyét thanh v
glucose trong mau. Roi loan lipid nén duge xir wri thich hop tiy ldm sang.

Tenofovir ¢6 ¢iu tric lién quan dén cdc thude twong ty nucleosid do d6 nguy ¢o riti ro i loan
lipid khéng thé logi trir. Tuy nhién, cic dir ligu cia | nghién ciu lam sing 144 tuan véi bénh
nhin khong ding khang rewrovirus cho thiy nguy co ri logn lipid véi tenofovir disoproxil
fumarat thip hon véi stavudin khi két hop diéu tr véi lamivudin vé efavirenz.

Céc thube nromg ty nucleosid vi nucleotid da duge chimg minh in vitro va in vivo giy ra ton
thuang cde ty tap thé & nhiéu mic d§ khic nhau, D 6 cdc bio cio vé rdi loan ty lap thé & dia
tré khéng bj nhiém HIV trong tir cung va/hoiic tré so sinh do ede thude tuemg tr nucleosid. Cée
tdie dung €6 hai dugc bao cdo chit yéu I rdi loan mdu (thifu méu, giam bach céu trung tinh), rdi
loan chuyén hda (ting lactat huyé1, ting lipase huyét), Cdc hién tugng nay thudmg thodng qua.
Mot sb i loan thin kinh mudn di dwoc bio cdo (ting trwong lue, co gidt, hanh vi bat thuimg).
Hién chum biét cde rdi logn nay s¢ thodng qua hay kéo dai. Thai nhi trong L cung ngudi me sir
dyng céc thude wrong ty nucleosid, thim chi cé thai nhi khéng bi nhiém HIV, nén duge theo ddi
¢ Jam sang vi xét ngiém, va cling nén kiém tra kha nang rbi loan nhiém siic thé khi ¢6 cdc rigu
chimg va diu hi¢u cé lién quan. Cic két qua nay hién tai khong anh huémg dén cac khuyén cdo
khi sir dyng ligu phap khéng retrovius cho phy nir ¢ thai dé ngan 1ay truyén tir me sang con.

H$i chimg phin émg mién dich: Vai bénh nhan nhiém HIV suy giam mién dich tai thoi diém
thiét Kip liéu phap két hop khang retrovirus (CART), phén (mg viém khéng 6 tridu chimg hojc
cde mim bénh co hdi c6 thé phat sinh va giy ra cdc tinh trang nghiém trong trén ldm sang hode

<
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lAim trim trong thém cde triéu chimg, Cde phan (mg nhu vy thudmg xdy ra trong vong mit vai
tuin hay vai thing diu thiét 1ip CART. Bénh nhan duge kKhuyén nén kiém tra y & néu c6 cde diu
hi¢u dau nhire khép, cimg khop hode khé di chuyén.
Két hop diéu tri tenofovir disoproxil fumarat va didanosin gay ting 40-60% tich lay didanosin
trong co thé [am ting nguy e ¢dc tac dung o hai lién quan dén didanosin. Hiém khi xay ra viém
tuy v nhieém acid lactic, d6i khi gay ur vong duge bio edo.
Giam liéu didanesin (xudng cén 250 mg) da duge thir nghi¢m d& tranh tich 18y qui miec
didanosin trong truémg hop két hop vai tenofovir disoproxil fumarat, tuy nhién didu nay lién
quan dén cdie bdo cdio trong vii thir nghiém lidu phép két hop cho thay i 1¢ thit bai trong dicu tri
virus v kha nang d& khing & pha diu cao hon, Ké hgp diéu tri tenofovir disoproxil fumarat vi
didanosin do viy khéng duge dé nghi, dic biét cho bénh nhan ¢6 sé legng virus cao va so luong
1é bio CD4 thip. Néu lidu phap két hop that su can thiét, bénh nhin nén dirgre theo doi thin trong
do cdc phin img b hai cha didanosin,
Liéu phap két hop 3 thude nucleosid: Cé nhimg béo edo vé ¥ 1¢ cao didu trj virus thit bai vi dé
khdng nhanh khi tenofovir disoproxil fumarat duge két hop vai lamivudin va abacavir eling nhu
két hop voi lamivadin va didanosin vai lidu 1 ldn/ngay.
Bénh nhan nén dwge khuyén ring cde ligu phap khing retrovirus, bao gom ca tenofovir
disoproxil fumarat , khong duge chimg minh ngin ngira kha nang lay truyén HIV cho nguéi khae
qua duimg sinh due trwe tiép hodic nhidm qua duémg méau. Vin cin edc bién phap bao vé cin
thiét trong qua trinh sir dyng thude.
TENIFQ ¢6 chira lactose monohydrat. Bénh nhéan nhi bj chimg khéng dung nap palactose di
truyén do thiéu men Lapp lactase, hofc bat thuémg hip thu galactose-glucose khong nén udng
thude nay.

TUONG TAC VOI CAC THUOC KHAC, CAC DANG TUONG TAC KHAC
Cac nghién ciu twong tae thude ehi duge thye hign trén nguii lém,
Diyra trén cic két qua nghién el in vitro vi con dudmg chuyén héa di biét cua tenofovir, kha
ndng tuong tde gidn tiép qua CYP 450 lién quan giira tenofovir va cdce thude khie.
Tenofovir duce bai tiét qua thin, qua e loc cdu than vi bai tiét tich cue qua cic yéu 16 van
chuyén anion hiru co (hOAT1). Két hop diéu tri tenofovir disoproxil fumarat véi cic thude khic
ciing duge bai tiét tich cure qua thin nhé yeu 16 hOAT! (nhir cidofovir) cé thé giy ting nong 49
Tenofovir hodic cia thude duge didu tr két hop.
K&t hgp vii cde thube khing retrovirus Khde:
Emtricitabin, lamivudin, indinavir, efavirenz, nelfinavir va saquinavir (ddn chit cia ritonavir) két
hgp diéu trj véi tenofovir disoproxil fumarat khong gay twong tée cd gid tri trén 1dm sing.
Khi tenofovir disoproxil fumarat duge sir dung két hgp vai lopinavir/ritonavir, khong 6 s thay
déi vé duge dong hoe cia lopinavir v ritonavir duge ghi nhan. AUC ciia tenofovir ting xip X
30% khi tenofovir disoproxil fumarat duge sir dung két hop véi lopinavir/ritonavir. Nong df
Tenofovir cao hon ¢6 lién quan dén tée dung ¢6 hai ctia Tenofovir, bao gdm ci rdi loan thin.
Khi vién nang bao tan trong rudt didanosin duge udng trude 2 gior hojic ddng thoi ciing tenofovir
disoproxil fumarat, AUC cia didanosin ting trung binh lan lugt 1a 48% va 60%. AUC trung binh
ciia didanosin ting 44% khi ding trude tenofovir 1 gidr. Trong ¢d 2 trudmg hop cac thdng sb duge
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dong hoc cla tenofovir sir dung déu ¢6 mét sy thay doi. Do viy khéng nén két hop tenofovir
disoproxil fumarat vi didanosin.
Khi tenofovir disoproxil fumarat duge sir dung cing atazanavir, giam ndng d¢ atazanavir duge
ghi nhin (giam lan lugt 25% va 40% AUC va Cuiy vOi ham lugng atazanavir la 400 mg). Khi
ritonavir két hgp véi atazanavir, khong cd anh huémg cua tenofovir 1én atazanavir, Cyi giam nhe,
trong khi AUC giam tuemg tir nhu trdmg hop teén (giam 1dn lugt 25% va 26% AUC vi Coyq vOi
lidu 300/100 mg). Két hop atazanavir/ritonavir vai tenofovir disoproxil fumarat gy ting tich liy
tenofovir. Néng d tenofovir cao hon ¢ lién quan dén téc dung 6 hai ciia tenofovir, bao gbm ca
rbi loan thin. Ké hop diéu tri atazanavir/ritonavir vdi tenofovir disoproxil fumarat da duge
chimg minh qua 1 nghién ciru lam sang,
Cie trong tie khie:
Két hop tenofovir disoproxil fumarat, methadon, ribavirin, rifampicin, adefovir dipivoxil hofc
cac hormon tranh thai chira norgestimate/ ethinyl estradiol khong gay tuong tic duge ding hoc.
Tenofovir disoproxil fumarat duge udng cing thire @n, do thire &n ting sinh kha dung cia
tenofovir,

SUDUNG CHO PHU NU' €O THAI VA CHO CON BU:

e Chi dinh diéu tri thude khang retrovirus (ARV) cho tht ca phy nir mang thai nhiém HIV va

me nhiém HIV cho con bit khong phu thuge giai doan ldm sang va s6 hrgng t¢ bao CD4, khong phy

thude cac giai doan cua thai 1».\ Diéu irj ARV trong suot thod k¥ mang thai, trong khi chuyén
da/sinh, sau khi sinh con va llcp tuc diéu trj sudt dsi,

° Phic db diéu tri: Tenofovir + Lamivudine (hojic Emtricitabine) + Efavirenz
L) Mt 56 triecmg hop déc biét:

. - Phu nit dang diéu trj ARV thi mang thai: tlt:p tuc diéu tri ARV, Panh gid giai doan lim
sng vi mién dich ngay khi phat hi¢n mang thai ¢é danh gia hiéu qua cia phéc d6 dang diéu trj.

. - Phy nir mang thai sang lgc ¢ HIV duomg tinh trong qué trinh chuyé én da - dé: diéu trj phéc
6 néu trén. Néu sau do l-.hilnb dinh nhiém HIV: didu tri ARV sudt déi. Néu sau d6 khing dinh
khong nhi¢m HIV: dimg thube.

o - Phy nir sau khi sinh con duge chan dodn nhiém HIV: neu khong cho con bu thi ap dum,
tiéu chu:m diéu trj nhu dbi véi nhimg ngudd nhiém HIV khac. Néu cho con bi, chi dinh diéu trj
ARY suit di.

ANH HUONG DEN KHA NANG LAI XE VA VAN HANH MAY MOC:
Khong ¢6 céie nghién ciru vé dnh huémg cia thue dén kha ning 14i xe va van hanh mdy moc.
Tuy nhién bénh nhin nén dwge thing bio ring hién tuong hoa mit dd duge théng bdo trong qué
trinh str dung tenofovir,

TAC DUNG KHONG MONG MUON CUA THUOC:
Diénh gid cde phdn img ©6 hai dua trén eic nghién el tién marketing va 2 nghién clru trén 6353
bénh nhin d3 timg didu tri trude 46 sir dung tenofovir disoproxil fumarat (n=443) hofic gia duge
(n=210) trong li¢u phap két hop véi ede thube khing retrovirus trong 24 tudn vi ciing trong mgt
nghién clru ¢6 kiém so0at so sinh ma déi rén 600 bénh nhin chua timg diéu trj trude d6 udng
tenofovir disoproxil fumarat 300 mg (n=299) hofic stavudin(n=301) trong két hop lamivudin v
efavirenz trong 144 tudn.

R i
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Xap xi 1/3 bénh nhan ¢ téc dung phy trong khi diéu trj v6i tenofovir disoproxil fumarat ket hop
véi cde thude khing retrovirus. Céc phan img niy thuomg 1a cac phan img vé tiéu hoa nhe dén
trung binh,

Cée te dung phu cén nghi ngér (c6 thé) lién quan dén vige didu tri dugc liét ké bén dudi dya vao
nhém co quan t¥ 18 tuyét déi. Vi mdi nhom, tic dung khéng mong mudng dugc trinh biy theo
thir uyr gidm dan: ty 1§ rit thuémg xuvén (=1/10), thudmg xuyén (= 1/100, < 1/10), khéng thuimg
xuyén (> 1/1000, < 1/100), hiém (= 1/10.000, < 1/1000), hogc rat hiém (<1/10.000), bao gdm cdc
bao edo ¢6 lién quan, hodic khdng biét (xdc dinh qua gidm sdt an todn tién marketing vi 1y 1§ wdc
tinh tir cde dir lidu sn ¢d).

Chuyén hoa va dinh dudmg:

Rét thiémg xuvén: giam phosphat huyét.

Hiém khi: nhiém acid lactic

H¢ thiin kinh trung wong:

Rt thuémg xuyén: hoa mit

Hé hé hip, ngye, trung thit:

Rét hiém: khé the

HE tidu hoa:

Rét thuémg xuyén; tiéu chay, budn ndn, non

Thudmg xuyén: diy hoi

Higm khi: viém way,

Gan:

Hiém Khi: ting cdc transaminase

Rat hiém khi: viém gan.

Da vi té chire dudi da:

Hiém khi: ban dé

Co xwong khip:

Khong ré: bénh co, nhuyén xuong (cd 2 lién quan dén bénh dng thin gan)

Thiin va tiét nigu:

Hiém khi: suy than, suy than cfp, bénh ong than gin (bao goém ca hoi chimg Fanconi), ting
ereatinin.

Rét hiém: hoai tir dng than cdip.

Khéng ré: viém thin (bao gém viém thin ké cip), dai thio nhat do thin,

Ciie roi loan chung:

Rt hiém: suv nhuoe,

Xdip xi 1% bénh nhan diéu tri tenofovir disoproxil fumarat phai ngimg dicu 1 do céc tic dung
phu dudmg tiéu héa.

Liéu phap két hop cac thube khing retrovirus ¢6 lién quan dén bat thuémg chuyén hoa nhir ting
triglyeerid mau, ting cholesterol mdu, khdng insulin, ting glucose mdu va ting lactat mau.

Liéu phdp két hop cic thude khéng retrovirus ¢é lién quan tai phin b chit béo trong co the (loan
dudmg lipid) trén bénh nhan nhiém HIV bao gom i nhiém md dudi da m@t va ngogi bién, ting
mi trong & bung va ndi tang, phi dai tuyén vii vé tich liy m & phin limg héng (buéu hmg).

o
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Trong 1 nghién ciru ¢6 kiém sodl 144 tuin cho bénh nhan chua timg diéu tri thude khing
retrovirus trirde dé so sanh tenofovir disoproxil fumarat v&i stavudin trong két hop véi lamivudin
vi efavirenz. cic bénh nhin ubng tenofovir disoproxil fumarat ¢6 ty 1¢ loan dudmg lipid thap hon
50 v&i nhém bénh nhin sir dung stavudin. Tenofovir disoproxil fumarat ciing gdy ting triglycerid
nhanh vi tong cholesterol trung binh it hon stavudin.
Véi bénh nhan nhiém HIV suy giam mién dich tai thoi diém thiét 1dp liéu phap két hop thude
khing retrovirus (CART), phan {mg viém khong cé tri¢u chimg hodc béi nhiém co hi ¢6 thé
phit sinh.
P ¢6 bdo cdo vé cde trudme hop hoai tir xuong khi thiét 13p li¢u phap két hep khang retrovirus
(CART), dae biét véi bénh nhan da biét trude ¢dc nguy co riii ro, gly tién trién tinh trang HIV
hoic tich lity thube kéo dai. Ty 1¢ vé trudmg hop nay chua duge biét.
Théng bdo cho bde s7 cde tic dung khéng mong mudn gap phii ki dimg th noc.

SUDUNG QUA LIEU:
Néu qué liéu xay ra. bénh nhan phai dugc theo dai chit ché va cic bién phap hd trg cdin thiéw.
Tenofovir ¢é thé loai bo qua thim téch mau, d thanh thai trung binh ctia tenofovir qua thdm tich
méau khoang 134 ml/phiit, Do thii tenofovir bang tham téch phic mae van chua duge nghién
i,

HAN DUNG:
36 théng ké tir ngay san xudt.

Khéng dimng thuoe khi di hét han sir dung.

BAO QUAN:
Bao quan & noi mat, khé dudi 30°C. Tranh dnh sing,

TRINH BAY:
Hop 1 vix 10 vién,

Nhi san xuit:
ATRA PHARMACEUTICALS Limited.,
Plot No. H 19 MIDC Area, Waluj, Aurangabad 431133, Maharashira State. An D9.
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