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Tenofovir disoproxil fumarat 300mg
Chi dinh

Diéu tri nhiém HIV-1 & ngudi 16n va tré em > 12 tudi: Phai phdi hop véi cac thude khang
retrovirus khac.

Diéu tri viém gan siéu vi B man tinh ¢ nguoi 16n.

Viém gan siéu vi B man tinh ¢ tré em > 12 tudi ¢ churc ndng gan con bu, cé chung cur virus
tich cyc nhan 1€n, ting enzym ALT (Alanine Amino Transferase) kéo dai, viém gan hoat dong.

Du phong cho céc can bd y té phai tiép xtic voi cac bénh pham (mau, dich co thé...) c6 nguy
co lay nhiém HIV-1: Phai phdi hop véi cac thudc khang retrovirus khac.



Duwgec lwe hoe
Co ché tic dung

Tenofovir disoproxil fumarat 1a thudc khang virus dung duong udng, c6 cdu trac acylic
nucleosid phosphonat diester twong ty nhu adenosin monophosphat. Thudc bi thiy phan thanh
tenofovir va chiu tiép phan tmg phosphoryl hoa boi cac enzym cua té bao dé chuyén thanh
dang tenofovir diphosphat. Tenofovir diphosphat ngan chan hoat tinh cia enzym sao chép
nguoc cua HIV-1 (Human Immunodeficiency Virus Type 1) va enzym polymerase cia HBV
(Hepatitis B Virus) bang sy canh tranh v6i co chit c6 trong virus deoxyadenosin 5'-
triphosphat va sau khi gin vao ADN s& chdm dut kéo dai thém chudi ADN. Tenofovir
diphosphat c6 hoat tinh ngin chin chil yéu enzym ADN-polymerase a, p ciia dong vét co vi
va enzym cta chudi to hop gen ADN-polymerase .

Duwge dong hoc
Hap thu:

Tenofovir disoproxil fumarat 1a mot diester tan trong nudc. Sinh kha dung dudong udng cia
tenofovir khoang 25%. Liéu udng 300 mg tenofovir cho bénh nhan nhiém HIV-1 cho néng do
thudc trong huyét thanh t6i da dat dugc trong vong 1 + 0,4 gio. Tri s6 nong do t6i da Cmax
(maximum concentration) va dién tich dudi duong cong (Area Under the Curve: AUC) 14 0,30
+ 0,09 pg/ml va 2,29 + 0,69 pg/ml, tuong tng.

Dugc dong hoc cua tenofovir ty 1¢ thudn véi liéu trong pham vi lidu tir 75 dén 600 mg va
khong bi anh huong bai lidu lap lai.

Phan bé:

Thir nghiém in vitro vé gan két cta tenofovir voi huyét trong ngudi va gan két véi protein
cho cac gia tri thip hon 0,7 va 7,2%, twong tmg va néng do tenofovir nam trong khoang tir
0,01 dén 25 pg/ml. Thé tich phan b & trang thai 6n dinh 14 1,3 + 0,6 I/kg va 1,2 £ 0,4 /kg sau
khi uéng mot liéu tenofovir 1,0 mg/kg va 3,0 mg/kg.

Chuyén héa:

Céc nghién ctru in vitro cho thay tenofovir disoproxil hodc tenofovir déu khong phai 1a co
chat ctia cac enzym CYP (Cytochrome P450 enzyme).

Thai tru:

Sau khi ti€ém tinh mach, c¢6 khoang 70 - 80% tenofovir dugc bai tiét vao nudc tiéu dudi dang
khong thay doi sau 72 gid. Sau khi uéng mét liéu tenofovir 300 mg (150 mg x 2 vién), thoi
gian ban thai cta tenofovir khoang 17 gio. Sau khi udng lién tiép cac liéu 300 mg (150 mg x 2
vién) mot 1an hang ngay, c6 khoang 32 + 10% liéu udng duogc bai tiét vao nude tiéu sau 24
gio.



Tenofovir dugc bai tiét béng co ché két hop loc cau than va bai tiét chon loc qua 6ng than.
biéu nay co thé tao sy bai tiét canh tranh véi cac thudc khac 1a thude cling dugc bai tiét theo
duong than.

Cach dung

Ubng thudc trong bita an hodc khi an nhe. Thude hap thu tét nhat khi no va khi thire an c6
nhiéu chét béo.

Liéu ding

Piéu tri nhiém HIV-1:

Ngudi 10n: Két hop véi cac thude khang retrovirus khac.
o Liéu khuyén cdo: 1 vién/lan, ngay 1 lan.

Tré em > 12 tudi va can ning > 35 kg: Két hop véi cac thude khang retrovirus khac.
e Liéu khuyén cdo: 1 vién/lan, ngay 1 lan.

« SaVi Tenofovir 300 khong pht hop dé str dung cho tré em tir 2 - 12 tudi hodc can nang
<35 kg nhiém HIV-1.

e Antoan va hiéu qua cua tenofovir doi véi tré em dudi 2 tuoi nhiem HIV-1 chua duogc
xac dinh.

Piéu tri viém gan siéu vi B man tinh:
Nguoi 16n:

o Liéu khuyén c4o 1a 1 vién/lan, ngay 1 lan.
Tré em > 12 tudi va can nang > 35 kg:

o Liéu khuyén c4o 1a 1 vién/lan, ngay 1 lan.

e Antoan va hi¢u qua cia tenofovir doi véi tré em tur 2 -12 tudi hodc can nang < 35 kg
bi viém gan siéu vi B chua dugc xac dinh.

C6 thé ngimg diéu tri véi tenofovir khi mat HBsAg huyét thanh. Thoi gian ngimg thudc tdi uu
hién nay chua 3. C6 thé ngimg:

O ngudi bénh c6 AgHBe (+), khong xo gan: Diéu tri it nhat 6-12 thang sau khi xac
dinh c6 huyét thanh chuyén d6i HBe (AgHBe (-), khong phat hién dugc ADN cia
virus viém gan B va c6 khang -Hbe) hodc t¢i khi ¢6 huyét thanh chuyén d6i HBs hoic
khi thdy thudc mat tac dung. Ty 18 ALT huyét thanh va ADN ciia virus viém gan
B phai duoc kiém tra déu din sau khi ngimg diéu tri dé phat hién bat ctr mot tai phat
mudn nao.



O nguoi bénh c6 AgHBe (-), khong xo gan: Diéu tri phai kéo dai cho téi khi c6 huyét
thanh chuyén d6i HBs hoic cho t&i khi thiy thudc khong con tac dung. Trong trudng
hop diéu tri kéo dai trén 2 nim nén duogc danh gia lai déu d3n dé xac dinh xem theo
dubi diéu tri nhu vay c6 phi hop véi ngudi bénh hay khong.

Néu nging SaVi Tenofovir 300 & ngudi bénh viém gan siéu vi B man tinh dong thoi c6 nhiém
HIV-1, phai theo d5i ngudi bénh chit ch dé phat hién tat ca nhitng du hiéu ning 1én cua
viém gan. Diéu trj phai do bac si ¢6 kinh nghiém. Nén lam mat test phat hién khang thé khang
HIV-1 cho nhitng ngudi bénh bi nhim virus viém gan B trudc khi bat ddu diéu tri bang SaVi
Tenofovir 300.

Dur phong nhiém HIV-1 ¢ nguoi I6n:

Két hop véi cac thude khang retrovirus khac, udng 1 vién/lan, ngay 1 1an. Phai dung that som,
trong vong vai gid sau khi bi phoi nhiém va tiép tuc dung trong 4 tuan tiép theo néu thude
dugc dung nap tt.

Péi tuwong dac biét:
Ngudi 10n tudi: Khong c6 lidu khuyén cao & ngudi > 65 tudi.
Suy than:

Diéu chinh lidu & nguoi suy than va ngudi tham phan mau. Vi ngudi suy than tir trung binh
dén ning, can diéu chinh lidu dung dya trén d6 thanh thai creatinin co ban < 50 ml/phut theo
khuyén céo ghi trong bang sau:

Do thanh thai creatinin (ml/phut)a Bénh nhan tham phan mau

> 50 30-49 10 - 29

Khoang cach dung cua
liéu 300 mg theo khuyén  M&i 24 gio.
cao

Mbi48 Mbdi72dén  Mdi 7 ngay hoic 12 gio sau
gio. 96 gio. khi tham phanb.

a Tinh toan dya trén thé trong co thé.

b Binh thuong mdi tuan thim phan 3 1an, mdi 1an khoang 4 gio. SaVi Tenofovir 300 dugc st dung
ngay sau dot tham phan.

Khong can diéu chinh liéu ddi v6i bénh nhan suy than cip do nhe (do thanh thai creatinin 50 -
80 ml/phut).



Duogc dong hoc cua tenofovir disoproxil fumarat chua dugc nghién ctru & bénh nhan c¢6 do
thanh thai creatinin < 10 ml/phut va khong tham phan méu, do vy khong c6 liéu khuyén co
d6i v6i cac bénh nhan nay.

Khong khuyén céo ding tenofovir disoproxil fumarat cho tré em suy than.
Suy gan
Khong can diéu chinh liéu & suy gan.

Luu ¥: Liéu dung trén chi mang tinh chit tham khao. Liéu dung cu thé tiy thudc vao thé trang
va muc d6 dién tién cta bénh. Dé c6 lidu dung phu hop, ban can tham khéo y kién bac si hodc
chuyén vién y té.

Lam gi khi diang qua liéu?

Kinh nghiém can lam sang con han ché vé cac liéu cao hon liéu diéu tri 300 mg. Trong mot
nghién ctru vé6i lidu udng 600 mg tenofovir disoproxil fumarat cho 8 bénh nhan udng trong 28
ngay, khong cé cac tac dung phu nghiém trong nio xay ra duoc bao cdo. Hau qua cua cac liéu
dung cao hon hién chua dugc biét. Néu c6 qua liéu, bénh nhén biéu hién béng chung ngd doc,
can tién hanh diéu tri triéu ching va cac bién phap hd tro can thiét. Tenofovir dugc loai bo bai
tham phan mau v6i hé sd chiét tich gan 54%. Véi liéu udng 300 mg tenofovir disoproxil
fumarat, sau 4 gi thim tach mau di loai bo gan 10% li¢u dung.

Lam gi khi quén 1 liéu?

Néu quén khong udng thude it hon 12 gid, udng ngay khi nhé ra, cang sdm cang tot va udng
lidu tiép theo nhu lich thong thudng.

Néu quén khong udng thude hon 12 gid va gan dén liic udng lidu tiép theo thi bo qua lidu da
quén, udng lidu tiép theo nhu lich théng thudong. Khong duoc udng gip doi lidu dé bu liéu
quén udng.

Tac dung phu

Khi sir dung thude SaVi Tenofovir300, ban c6 thé gip cac tac dung khong mong muén
(ADR).

Thuong gap, ADR >1/100
 Chuyén hoa: Ha phosphat huyét.

Than kinh: Chong mit, nhire dau.

e Ti€u hoéa: Tiéu chdy, budn nén, nobn mura, dau bung, day hoi, chudéng bung.

Gan: Tang transaminase.

Da va mo6 dudi da: Phat ban

Toan than: Suy nhuoc, mét moi.
It gap, 1/1000 < ADR < 1/100

« Chuyén hoa: Ha kali huyét.



e Ti€u hoa: Viém tuy.

o Co xuong va cac mo lién két: Tiéu co van, yéu co.

 Than: Tang creatinin, bénh than & éng luon gan (bao gém hoi chimg Fanconi)
Hiém gdp, ADR < 1/1000

e Chuyén hoa: Nhiém toan lactic.

e Gan: Gan nhiém md, viém gan.

e Da vamo dudi da: Phu mach.

o Co xuong va cac mo lién két: Nhuyén xwong (biéu hién nhu dau xuong va dé giy
xwong), bénh co.

« Than: Suy thin cép, suy than, hoai tir dng than cap, viém than (bao gém ca viém
than ké cip), bénh dai thao nhat do than.

Huréng dan cach xir tri ADR

Phai ngirg thudce néu c6 cac biéu hién ton thuong gan, than, nhiém toan va thong bao cho bac
si hodc dén co sd y t€ gan nhat d¢ duoc xur tri kip thoi.

Luuy

Trudce khi st dung thude ban can doc ki huéng dan sir dung va tham khao thong tin bén dudi.
Chong chi dinh

Thudc Savi Tenofovir 300 chéng chi dinh trong cac truong hop sau:

« Bénh nhan man cam véi tenofovir disoproxil fumarat hay bét ky thanh phan nao ciia
thudc.

« Dung dong thoi véi thude khac thanh phan c6 chira tenofovir disoproxil fumarat,
tenofovir alafenamid hoac adefovir dipivoxil.

Than trong khi sir dung
Bénh nhan nhiém toan lactic va phit gan ngng do nhiém mé:

D3 ¢ bao cao vé tir vong khi cac bénh nhan ké trén ding cac hoat chat “twong ty nucleosid”
gbm ca tenofovir, udng chung voi cac thude khang retrovirus khac. Phan 16n cac truong hop
nay xay ra ddi voi nir gidi, do béo phi va do dung lau dai cac hoat chét twong tu nucleosid.
Dic biét than trong khi str dung thudc ndy cho bénh nhan c6 cac yéu t da biét gy nguy co
bénh vé gan.

Trudce khi dung thudc tenofovir, bénh nhan can duoc xét nghiém trudc vé do nhiém toan lactic
va phu gan ning do nhiém mg.

Viém gan tram trong sau khi gian doan diéu tri:



Diéu trj khong lién tuc viém gan siéu vi B (HBV), ké ca véi tenofovir, c6 thé giy ra viém gan
tram trong biéu hién trén 14m sang va trén xét nghiém x4y ra it nhat 7 thang sau khi ngung.
Nén thuce hién lai viéc diéu tri khi thich hop.

Tinh trang gia tang triéu chung suy giam chirc nang than:

Tenofovir chu yéu dugc bai tiét theo dudng than. Suy yéu thin, bao gdm ca suy than cip va
héi chimg Fanconi (t6n thuong dng than kém theo ching giam phosphat huyét) da duoc bao
c4o. Trudc khi ding thude, can kiém tra d6 thanh thai creatinin va phospho huyét thanh
thuong xuyén cho bénh nhan cé nguy co suy giam churc nang than.

Tenofovir ding chung véi cac thube gdy doc than (nhu amphotericin B, foscarnet, chéng viém
khong steroid...) 1am gia ting triéu ching suy yéu than.

Sit dung két hop véi cic thudc chong ARV (Antiretroviral) khdc:

Khéng dung chung tenofovir véi cac thube khac trong thanh phan c6 chira tenofovir
disoproxil fumarat hodac adefovir dipivoxil.

Sit dung cho bénh nhan dong nhiém HIV-1 va HBV:

Do nguy co ting su dé khang HIV-1, tenofovir chi dugc dung cho bénh nhan dong nhiém
HIV-1 va HBV nhu mét phan cua ché do diéu tri ARV thich hgp. Can thyc hién xét nghiém
khang thé HIV-1 cho bénh nhan nhiém HBV trudc khi str dung tenofovir.

Su giam ty trong khodng cua xwong (BMD: Bone Mineral Density):

Cén kiém tra theo ddi ty trong khoang ctia xuong & bénh nhan c6 tién sir bénh gay xwong
hoic tinh trang tién lodng xuong (osteopenia, thiéu xuwong). Tuy vy, du viéc bo sung calci va
vitamin D chua duoc nghién ctru nhung viéc udng bd sung calci va vitamin D 1a ¢6 ich cho
bénh nhan.

Da c6 bao cdo ve tinh trang mém xuong (osteomalacia) kem theo phu ¢ ong luon gan than khi
dung két hop efavirenz va lamivudin véi tenofovir. Tac dong trén xuong cua tenofovir chua
duoc nghién cuu trén bénh nhan viém gan si€u vi B man tinh.

Tdi phdn bé chat béo (md):

O bénh nhan nhidm HIV-1, ty 1¢ tai phan b/ tich tu m& trong co thé, gdm béo phi trung tam,
tich tu m& & d6t song co (buffalo hump: Gu ¢b trau), gy huy hoai ving mit va ving bién, vi
phat trién (to) da quan sat duoc & bénh nhén diéu tri két hop véi thuée ARV.

Triéu chung tai ldp mién nhiém:

Tri¢u ching tai 1ap mién nhidm d3 duoc bao cdo & bénh nhan nhiém HIV-1 khi diéu tri bé’mg
ARV, trong d6 c6 tenofovir. Trong giai doan dau cta qua trinh diéu tri ARV két hop, viéc phuc
hdi hé mién dich ctia bénh nhan c6 thé dan dén dap ung dé bi viém tay hodc nhiém tring co
héi (nhu 1ay nhiém mycobacterium avium, cytomegalovirus..., 1ao).

San pham c6 chira ta dugc lactose. Ngudi bénh c6 cac van dé vé di truyén hiém gip nhu
khong dung nap galactose, thiéu hut Lapp lactase hodc kém hép thu glucose-galactose khong
nén ding thudc nay.



S dung cho cac nhom ngwoi ddac biét
Sir dung cho ngueoi 1om tudi:

Céc nghién ctru can 1am sang khong bao gdm du sd luong ngudi tir 65 tudi tré 1én dé xac dinh
su khac biét dap ng twong ty nhu nhom ngudi it tudi hon. Nhin chung, lya chon liéu cho
bénh nhan 16n tudi can can than vi kha ning suy giam cac chirc ning gan, than hodc tim va
céc bénh di kém hodc cac thude diéu tri khac.

Kha nang lii xe va van hanh may méc

Nhtrc dau, chong mit c6 thé xay ra khi dung tenofovir disoproxil fumarat do d6 bénh nhan
can than trong, mac du chua cé nghién ctru cho théy tac dung cua thubc anh huong dén kha
nang lai xe va van hanh may moc.

Thoi ky mang thai

Céc nghién ctru trén chudt va tho mang thai & liéu gap 14 va 19 1an lidu cho nguoi, can cir
trén dién tich co thé cho thay khong co bang chimg vé suy giam kha nang sinh san hoic ton
hai dén thai do tenofovir. Tuy nhién, can cd cac nghién ctru dﬁy du va kiém soat duoc trén phu
nit mang thai. Vi cac nghién ctru vé sinh san trén dong vat mang thai khong phai ludn luén
dung v6i nguoi, nén chi st dung tenofovir khi that can thiét trong thoi ky mang thai.

Thoi ky cho con bu

Theo cac Trung tdm Kiém soat va Phong ngira Dich bénh ctia T6 chire Y té Thé gidi khuyén
c40, ngudi me nhiém HIV-1 khong duoc cho con ba dé tranh rai ro 1ay nhiém HIV-1 cho tré.

Nghién ctru trén chudt me chiing to tenofovir dugc bai tiét vao sita chudt. O ngudi, co bang
chimg 1am sang tenofovir tiét vao sita me v&i ndng do thap. Vi ca hai kha nang lay truyén
HIV-1 va truyén tac dung phu cho tré bt nén ngudi me khong cho con bi néu co diéu tri bénh
bang tenofovir.

Twong tac thude
Didanosin:

Do xay ra cac tac dung khong mong muén, viéc ding chung véi didanosin phai than trong va
dugc theo doi chat ché. Phai ngung dung didanosin khi ¢6 cac tdc dung phu nay. Khi dung
chung, néng do Cmax va dién tich duéi duong cong (AUC) cua didanosin gia ting dang ké.
Co ché tuong tac nay hién chua rd. Nong do didanosin cang cao, cang dé xay ra tac dong phuy,
bao gdm ca viém tuyén tuy va viém day than kinh. O bénh nhén can ning > 60 kg, liéu
didanosin c¢6 thé giam con 250 mg khi dung chung véi tenofovir. Khong c¢6 khuyén co giam
lidu didanosin & nguoi cin ning < 60 kg.

Atazanavir:

Atazanavir lam ting ndng d¢ tenofovir khi dung chung. Co ché nay chua rd. Bénh nhan dung
atazanavir va tenofovir c¢6 biéu hién tac dung khong mong muédn két hop. Khi d6 nén tam
ngung dung tenofovir. Tenofovir [am gidam AUC va Cmax cua atazanavir khi dung chung. Khi
dung phdi hop voi tenofovir, nén ding 300 mg atazanavir cing v6i 100 mg ritonavir. Khong
dung atazanavir don doc véi tenofovir ma phai dung kém thém ritonavir.



Liponavir + ritonavir:

Hdn hop liponavir + ritonavir lam ting ndng do tenofovir khi ding chung. Bénh nhan diéu tri
& ché d6 nay c6 biéu hién tac dung phu két hop. Khi d6 nén ngung dung tenofovir dé tranh tac
dung phu két hop.

Lamivudin:
Tenofovir lam giam ndng do lamivudin trong huyét tuong.
Indinavir:

Dung dong thoi véi tenofovir lam tang ndng do tenofovir va giam ndng d6 indinavir trong
huyét twong.

Ledipasvir + sofosbuvir:
Dung dong thoi voi tenofovir 1am ting tac dung phu cta tenofovir.
Thuéc anh hwong dén chire nang than:

Khi tenofovir dugc thai trir cha yéu qua duong than, viéc ding chung voi cac thude 1am giam
chtre nang than co thé 1am ting ndng do tenofovir huyét thanh. Tenofovir ding dong thoi véi
cac thude duoc thai cha yéu qua than (aciclovir, cidofovir, ganciclovir, valacyclovir,
valganciclovir) c6 thé 1am ting ndng do trong huyét thanh cua tenofovir hodc lam ting ndng
dd cua céac thube duge bai tiét qua than do tranh chép duong dao thai. Trong diéu tri viém gan
siéu vi B, tenofovir khong dugc dung chung véi adefovir dipivoxil.

Tai liéu tham khao:



" Saws TENOFOVIR 300

D& xa tdm tay tré em
Doc ky hudng ddn sur dyng trude khi dung
Thudc nay chi ding theo don thudc

THANH PHAN CONG THUC THUGC
(Cho 1 vien nen bao phim SaVi Tenofovir 300)
Thanh phdn auoc chat.

Tenofovir disoproxil fumarat >
Thanh phdn td4 cuoe.

Lactose monohydrat, cellulose vi tinh thé M101, tinh bdt bién tinh, natrl croscarmellose,

magnesistearat, mau xanh Opadry AMB.
DANG BAOCHE: Vién nén daibao phim.

MO TA SANPHAM
Vién nén dai, bao phim mau xanh, hai mat khum, mdt mat c6 chll SVP, mot mat c6 gach

ngang"', canh va thanh vién lanh lan.
*'Gach ngang trén vién khéng dung dé bé i vién thusc.

CHIBINH

Nhidm HIv-1

SaVi Tenofovir 300 dugc chl djnh du

b inh dung phé&i hgp véi cdc thuc khdng retrovirus dé didu tr|
SaVi Tenofovir 300 dugc chi dinh dé didu tri HIV-1 & trd em tir 12 dén dudi 18 w6l c6 khang
N!a'n hoac khong sir dyng dugc ligu phap ddu tay do d0c tinh
S du!lg SaVi Tenofovir 300 diéu tr| cho bénh nhan nhidm HIV-1 khang retrovirus nén dya
vao thif nghi¢m khang tung loaivirus hoac tién sif didu tri cia bénh nhan.
Nhidm viém gan B

Sa;u'renotovu 300 dugc chidinh a8 diéutri viam gan B man tinh & nguaiidn vai:

- B&nh gan cén bu, virus dang nhan 1&n tich cyc, tang ALT huyét thanh (alanine

:r:;nolrans'erase) kéo dai va bling chung md hoc clia nhidm khuén hoat ddng va/hodc xd

- Virusviém ganB khang lamivudin,
- Bénhganmatbu.

SaVi Tenotovir 300 dugc chi g
tudi véi b&nh gan con bi va c

tang ALT huyét thanh kéo dai
héa.

300 m@

inh a8 didu trj viem gan B man tinh & trd em 1 12 d8n dudi 18
6 bAng ching bénh ty midn nhy virus dang nhan 1&n tich cyc,
hoac bing ching md hoc nhidm khuin hoat ddng va/hodc xo

LIEU DUNG, CACH DUNG
Liéu dung
Bibu trj nén dugc bat a4u b,
va/hodc diéu tr|viem ganB.
Li6u ding
HIV-1 va viém gan B man tinh
Nguoilon va tré em to 12 dén dudi 18 tubi
cl
(L)Iéu khuyé&n c4o: 1vién/4n, ngay 114n, o
“Lly::lgr:::nu‘;gb :wnh'nhx néndyatrén vigc xem xétcdn than nhu c4u ciia tung ca nhanva
bt lr Ll n: Jla?:lu:r;o;;::ndh:nh ‘I(.zl fch clia vige dc ché virus va aidy trj duy trl phai
i diéu trj kéo dai b; ba vi
:r:rn: m:6c. anhhudnglén Xuong va ddc tinh tran ma;fém R e
uy8tthanh nén tang kéo dai ft nhat 6thang trude khi diéu tri & nhng bénh nhimic bénh

gan con bu do viém ga
HbeAg (-). 9an B man tinh c6 HbeAg (+) va it nhat 12 théng & nhiing bénh nhan c6

Ang mdt bc sicé kinh nghiém trong vidc kiém soat nhidm HIV

€4nnang2 35 kg

Chuars thaigian dibu tri t6i uy, C6thé ngung:

# 4
man':‘g;ﬂ :::: :?H:Bee&gs (¢i. khong xo gan:Biéu trj it nh&t 12 thang sau khi xac dinh c6 huyét
HEGHon Bk g eAg (-), khéng phathién dugc ADN cia virus viem gan Bvacé anti-
Sl L y a‘nh lién ti€p cach nhau it nhat 3-6 thang) hoac dé&n khi cé huyétthanh

'yt Bs hoac khi th&y thuSc mat tac dung. Gi trj ALT huyé&t thanh va ADN cla virus

viém gan B phai dugc kiém tra thuding xuya ingd ;
phatmudn nao. 9 xuy&n sau khingung diéu trj dé phat hién b&t ci mot tai

:ﬂs’ ’r’f""’ bénh c6 HBeAg (-), khong xa gan: Biéu trj cho dén khi c6 huyét thanh chuyén a8i
s hodc khi thy thu6c khéng con tac dyng. Ngung diéu trj c6 thé dugc xem xét sau khi dat
dugc sy dc ché virus 8n dinh (it nh&t 3 nam) véi ALT huy&tthanh va ADN cla virus viém gan B
phéidugc kiém tra thudng xuy&n sau khi ngung diéu trj d phét hién bat c mot ti phat mudn
nao. Trong trudng hgp didu trj kéo dai trén 2 nam nén dugc danh gié lai déu dan dé xéac dinh
xem viéc tip tuc diéu tri cé phu hgp vai ngusi bénh hay khong.
Bénh nhan bénh gan m&t bu hodc xo gan, viéc ngung diéu tri khdng dugc khuy&n céo.
D61 tugng dgc bigt
Tré em
Hidu qua va d¢ an toan cla tenofovir disoproxil fumarat cho tré em du6i 2 tubi nhidm HIV-1 va
viém gan B man tinh chua dugc thiét 1ap.
Nguai cao tubi
Khong c6 liéu khuyén cdo & ngudi > 65 tubi.
Suy than
D ligu vé an toan va hi¢u qua cla tenofovir disoproxil fumarat & ngudi I6n suy than trung binh
va nzng (40 thanh thai creatinin < 50 mU/phut) con han ché, db an toan dai han chua dugc
@4nh gi4 & ngudi suy than nhe (dd thanh thai creatinin 50-80 mU/phut). Do d6, bénh nhan suy
than chinén sl dyng tenofovir disoproxil fumarat néu Igi ch vugt trdi hon so vdi nguy cd.
i

Dung 1 vién SaViTenofovir 300 1 14n/ngay.

Dung 1 vién SaVi Tenofovir 300 mdi 48 gig. Bénh nhan cén dugc theo ddi dap Ung |am sang
va chucnangthan.

Suy than nang (46 thanh thii creatinin < 30 m/phut) va thdm phan méau

Bénh nhan suy than nang: Dung 1vién SaVi Tenofovir 300 m&i 72-96 gid (dung 2 14n/1 tudn).
Bénh nhan thdm phan mau: Dung 1 vién SaViTenofovir 300 m3i 7 ngay sau khithdm phan.'
*) Théng thudng, mdt Idn dang liéu hang tudn vdi 3 14n thdm phan mdi tudn, mdi 14n khodng 4

gio hodc sau téng cong 12 gid thdm phan. ol
<

CANH BAO VA THAN TRONG KHIDUNG THUSC

DA c6 bao cao vé 1 vong khi cac benh nhan ké trén dung cac hoat chift "tUong 1Y nucleosid”
96m ca tenofovir, udng chung val céc thubc khang retrovirus khac. Phiin 16n cac rudng hop
Ny xdy ra a6i vol na gidl. do béo phi va do ding 18u dal céc hoat cht 1uong 1y nucleosid. Dac
bI8t than rong khi s dung thubc nay cho benh nhan c6 cAc y6u 16 Al bISL gy Nguy ca benh

vé

Trunc.u"km dONE thuBe tenocfovir, BONH NhAN cfin AUYES X6t NGHIEM trudc vé A0 Nhlm toan lache
va phu gan nang do nhiém ma.

Diéu trf khong li8n tuc viem gan siéu vi B (HBV), k& cé vdi tenofovir, c6 thé gay ra viém gan
tr4m trong biu hién trén 1am sang va trén xét nghidm xay ra it nhat 7 thang sau khi ngung.
N&n thyc hién laividc diu trj khi thich hgp.

Tinh trang gia 1ang triu chung suy gidm chuc nang tham

Tenofovir chl y§u dugc bai li§t theo dusng than. Suy y&u than, bao gém ca suy than c&p va
hol ching Fanconi (t8n thuang 8ng than kém theo ching gidm phosphat huyét) da dugc bao
céo. Trudc khi dung thuBc, cén kiém tra do thanh thai creatinin va phospho huyét thanh
thudng xuy8n cho bdnh nhan cé nguy cd suy gidm chic nang than.

Tenolovir dung chung véi céc thubc gy ddc than (nhu amphotericin B, foscarnet, chéng viém
Kkhong steroid..) lam gia tang trigu chung suy y&u than.

Su dung kéLho| chGng ARV (Antiretroviral) khac:

Khong dung chung tenofovir vl cac thuSc khac trong thanh phén c6 chia tenofovir disoproxil
fumarat hodic adefovir dipivoxil.

hy n n -1 va HBV:
Do nguy cd téng sy dé khéng HIV-1, tenofovir chl dugc dung cho bénh nhan déng nhidm HIV-
1 va HBV nhu mdt phén clia ché do didu trj ARV thich hgp. C4n thyc hién xét nghiém khang
thé HIV-1 cho b&nh nhan nhidm HBV trudc khi s dyng tenofovir.
CAn kiém tra theo dbity trong khoang clia xudng & b&nh nhan c6 tién s bénh gay xuong hodc
tinhtrang tién lo&ng xudng (osteopenia, thiéu xuong). Tuy vay, du viéc bé sung calci va vitamin
D chua dugc nghién ciu; nhung vidc uSng b8 sung calci va vitamin D 14 c6 ich cho bénh nhan.
Da c6 bao cdo vé tinh trang mém xuong (osteomalacia) kém theo phu & 8ng lugn gén than khi
dung két hgp ef: va lamivudin véi . TAc déng trén xuang cla tenofovir chua
dugc nghién cuu trén b&nh nhan viém gan siéu vi B man tinh.

T4iphdn b8 chdtbéo (md):

& banh nhan nhidm HIV-1, ty 18 tai phan b&/ich ty m3 trong cd thé, gém béo phi trung tam,
tich ty md & a6t s6ng c8 (buffalo hump: Gu ¢ trau), gay hiy hoai ving mat va vung bién, v
phattrién (to) da quan sat dugc & bnh nhan diu tri két hop véithuSc ARV.

Trié 4114 midn nhid

u & - 6u tr| bAng

Tridu chung ti 1ap min nhidm da dugc bao cao & bnh nhan nhidm HIV-1 khi di

ARe\I. lvong%é c6 :’enolovlr Trong giai doan ddu clia qué trinh dibu tr| ARV k6t hop, vlon_: phuc

h6i hé midn dich clia banh nhan c6 thé din dén dép ung d8 bj vidm tdy hoac nhidm trung co
i lao).

hol (nhulay nhidm my avium,

S(;n( phédm c6 chia té duge lactose. Ngudi bénh c6 céc v&n dé vé di truyén hiém :‘p:‘h‘l

khong dung nap galactose, thiu hyt Lapp lactase hoac kém hép thu glucose-galactose

khong nén dungthuSc nay.

Sirdyng cho cdc nhém ngudi dgc bigt

sy i fi

Céc nghién cuu can Iam sang khong bao gém di s6 luong ngudi tus 65 i I:\é Iogédl;icbd;::
sy khac biét dép Ung tuong ty nhu nhém ngudi it tudi han. Nhin chung, Iyachonliéu oo
nhan 16n twdi cén cén than vi kha nang suy gidm cac chic nang gan, than hoac tim va cac
bénh dikém hodic cac thudc diu tri khéc.
Khuyén céo vé thay d8i khodng cach sl dung tenofovir tuy theo do thanh thai creatinin cda
titng bénh nhan hoac b&nh nhan thdm phan mau: Xin xem muyc Liéu dung, cach dung.

SUDYNG THUSC CHO PHY NI CO THAI VA CHO CON BU

Phy ndcé thai

Cac nghién clu trén chudt va thd mang thai & liéu g&p 14 va 19 14n liéu cho ngudi, can cd trén
dign tich ca thé cho th&y khdng c6 baing ching vé suy gidm kha nang sinh san hoac tén hai
dén thai do tenofovir. Tuy nhién, c&n c6 cac nghidn ciu ddy dd va kiém soat dugc trén phy ni
mang thai. Vi cdc nghién cifu vé sinh san trén dong vat mang thai khong phai ludn ludn ding
Vv6ingusi, nén chisl dyng tenofovir khi that c&n thist trong thai ky mang thai.

Phy nacho con bu

Theo céc Trung tam Kiém sodt va Phong ngua Dich benh cia T6 chic Y t& Thé gidi khuy&n
céo, ngudime nhidm HIV-1 khéng dugc cho con bu dé tranh riii ro lay nhidm HIV-1 chotrd.
chﬂén Cdu trén chudt me chiing t4 tenofovir dugc bai tist vao sa chudt. & ngudi, c6 bang
chung lm sang tenofovir it vao sda me vai néng a6 th&p.V1 ca hai kha nang 1ay truyén HIV-

1 va truyén tac dyng khong mong mudn cho trd bu nén i y
U
it Logsciin ngudi me khdng cho con bu néu cé

ﬁ:n HUGNG CUA THUGC LEN KHA NANG LAI XE, VANHANHMAY M6C

m;‘c‘;a".; Ch;":r'"ar:so ";é xAh{eva khidung tenofovir disoproxil fumarat do dé bénhnhancédn
, mac du chua cé nghién cuu cho th, v

bl i ke 0 thdy tac dyng cla thubc anh hudng dén kha nang

TUONG TAC, TUONG KY CUA THUGC

Tuong téc cia thuc

Didanesin:

Do xay ra céc tac dung khdéng mon:
dugc theo dbi chat ché. Phal ng
nay. Khidung chung, néng dd C,

g muén, viéc dung chung vdi didanosin phai than trong va
tmgadi::g didanosin khi c6 cac tac dyng khdng mong mudn
'mas V@ di§n tich dudi duding cong (AUC) cu lan i

déng k8. Ca ché tuong tac ndy hign chua rd. Néng do d-d‘:nosg(ung)ca:::ig :;l:ég;a:;a':g
d0ng phy, bao gém ca viém tuyén tuy va viem day thdn kinh. & bénh nhan can néng > 60 kg,
li8u didanosin c6 thé giam cén 250 mg khi dung chung véi tenofovir. Khéng c6 khuyén cAc.o
gidm liéu didanosin & ngudi can nang <60kg.

Alazanavir.
Atazanavir lam tang néng do tenofovir khi dung chung. Cd ché nay chua ra. Bénh nhan dung

Khong ding SaVi Tenofovir 300 & bénh nhan khéng thdm phan c6 d§ thanh thai
mUphut.
SaVi Tenofovir 300 khéng khuy&n céo cho bénh nhisuy than.
Suygan
Khong c&n diéu chinh liéu & bénh nhan suy gan.
Néu ngung SaVi Tenofovir 300 & bgnh nhan viém gan B man tinh c6 hodc khdng déng nhidm
v6iHIV, nhing bénh nhan nay c&n dugc theo ddi khi cé suy gan qua muc.
Céch dung
U6ng thuSc moti4n m3ingay cung véithdc an.
N&u bénh nhan ndn trong khoadng 1 gig sau khi udng thubc, bdnh nhan nén udng lai 1 vién
thuBc. NEu bénh nhan ndn sau 1 gid thi bnh nhan khong c&n phai uéng thudc lai
Lubn ubng thubc theo dung hudng din cla béc sT hay dugc si. Khong ngung ubng thudc khi
khong c6 hudng ddn cia bac si.
Néu quén ubng 114n thudc:
N&u quén khong ubng thudc it hon 12 gio, uéng ngay khi nhd ra, cang sém cang 16t va ubng
liéu tiép theo nhu lich théng thudng.
N&u quén khong uing thubc hon 12 gio va g4n dén luc ubng liéu tiép theo thi bd qua liéu da
quén, ubng liéu tiép theo nhu lich théng thudng. Khong dugc ubng g&p doi liéu aé bu liéu quén

uéng.

CHONG CHI BINH :
- Bénh nhan m&n c&m vditenofovir disoproxil fumarat hay bét ky thanh phdn nao cla thubc.
- Dung déng thal vai thubc khac thanh phén c6 chua i proxil fumarat, tenofovi

alafenamid hoac adefovir dipivoxil.

va ir ¢6 biéu hign tac dyng khan

A g mong mudn két kgp. Khi dé nén tam
ngung dung tenofovir. Tenofovir lam gldm AUC va C__, cia atazanavir khi dung chung. Khi
ulfng ph&i hgp vai tenofovir, nén dung 300 mg atazanavir cung vdi 100 mg ritonavir. Khdng
dung atazanavir don ddc véi tenofovir ma phaidung kém thém ritonavir.

i : . .
H8n hgp liponavir + ritonavir lam tang néng d¢ tenofovir khi dung chung. B¢nh nhan diéu trj &
ché db ndy c bidu hign tac dyng khdng mong mudn két hop. Khi dé nén ngung dang tenofovir
dé trénh tdc dung khdng mong mudn két hop.
Lamivudin; Tenofovir lam gldm néng d6 lamivudin trong huyét tuang.
Indipavir: Dung déng thai véi tenofovir lam tang néng dd tenofovir va gidm
néng db i

trong huyét tuong. ! g

:Dung d6ng thoi vai tenofovir IAm tang tac dyng kh
tenofovir. ol lung khdng mong mudn ctia

Thudc dnh hudng dén chic nang than:

Khi tenofovir dugc bal thai chli y§u qua dudng than, viec dung chung vl cac thuc lam giam
chuc nang than c6 thé 1am tang néng dd tenofovir huyét thanh, Tenofovir dung déng thai vai
céc thubc dugc thal chl y&u qua than (aci 2 .9 i y 1
valganciclovir) c6 thé lam tang néng a9 trong huyé! thanh ciia tenofovir hodc lam tang néng
d¢ clia cac thuéc dugc bai tiét qua than do tranh chép dudng dao thai. Trong diéu tr| viem gan
sléu vi B, tenofovir khdng duge dung chung véi adelovir dipivoxil.

Tuong ky cua thude

Do khong ¢6 cac nghién clu vé tinh tuong Ky cla thubc, khong trdn I&n thubc nay voi cac
thu6c khéc.




TAC DYNG KHONG MONG MUGN CUA THUBC (ADR)
G@p bac sihogc dén cdc cosd y té ngay néu gip bat ky triu chung ndo sau ddy:
Nhi8m toan lactic tuy hiém xay ra nhung nghiém trong cé thé gay 1l vong (cd thé dnh hudng
dén 1 trén 1.000 ngudi). Tridu chung cia nhidm toan lactic bao gém:
- Thd sau, nhanh.
- Buénngu.
- Buénnon, ndn, dau da day
Théng béo cho bac si néu gép bat ky tac dyng khéng mong mudn nghiém trong ndo sau
day:
It gap (c6 thé &nh hudng dén 1 trén 100 nguodi)
- Daubyngdovidm tyy
- Ténthuong 18 bao Sngthan
Hi&m gap (c6 thé dnh hudng dén 1 trén 1000 ngudi)
= Vidm than, ditiéu nhibu va cAm thily khat nudc
- Cacthay d8ivé nudc idu va dau lung gy ra bdi cdc vin dé vé than bao gdm cd suy than

Nhuydn xuong (bao gém dau xuong, dd gy xuang) cé thé xdy ra do cdc 16 bao 6ng than b 16n
thuong.

Tém tétcdc ADR:

Céc tac dung khong mong mudn dugc 1idt ké theo hd co quan va t4n sust gap. Céc 1én suflt
dugc xdc dinh 1a rdt thudng gap (ADR 2 1/10). thudng gap (1/100 < ADR < 1/10), It gap
(1/1.000 < ADR < 1/100) hodc him gap (1/10.000 < ADR < 1/1 000)

Bang 1: Tém tdt céc tac dung khdng mong muén lién quan dén tenofovir disoproxil fumarat dya
trén nghién cuu 1am sang va kinh nghiém sau khi thubc luu hanh

Tén sust l Tenofovir disoproxil fumarat
Chuyén héa
Rat thudng gap Ha phosphat huyét'
it gap Ha kali huyét'
Hism gap Nhidm toan lactic
Thdn kinh
| Ratthuong gap | Chéng mat
| Thusng gap | Nhuc agg
|_7iéu hoa
R4t thus
lThuanq ::pﬂ‘o Tidu chdy, bubn non, non
IT: . Bau bung, ching day hai, chudng bung
gap Viém tyy
Gan
Thudng gap | Tang transaminase
Hiém gap | Gan nhidm ma, viem gan
Da va cdac mé dudi da

\ Rt thudng gap

|
|_Hiém gap |
| Co — xuong va cac mé lién két

Phat ban
Phu mach

Céc virus ndy da nhanh chéng lam bién d8i K65R & enzym sao chép ngugc (reverse
transcriptase) va lam glam dd nhay véitenofovirty 2 -4 14n
. D& khang chéo: B khdng chéo trong mol s6 enzym sao chép ngugc d3 duge xéc nhan
Viéc bién d8i K65R c6 chon loc ca tenofovir ciing nhan thdy § mét vai d8i tugng nhidm HIV-1
da didu Iri véiab : hay Virus HIV-1phan 14p tU sy 481 bién nay ciing
cho théy c6 sy suy gidm db nhay v6i emricitabin va lamivudin. Do vdy, dé khéng chéo gida
céc thuBc nay chi c6 thé xdy ra & b8nh nhan nhiém virus bién 88 KESR. Dap ung sidu vi khi
diéu tr| bAng tenofovir da dugc cdi thién so vdi gioi han clia genotype sidu vi khi didu tri thyc
nghiém trén b&nh nhan. Trong cc nghidn cuu IAm sang ny, 94% bénh nhan 43 caithidn g6l
han HIV-1 phan 1ap cho thdy c6 It nh&t mét ddt bién chat uc ché enzym phién ma nguoc
id (Nucleosid Reverse Transcrip Inhibitor: NRTH
«Hoattinh khang siéu viviém gan HBV
- Hoatlinh khéing siéu vi HBV ciia tenofovir dugc xac nhan & phdn HepG2 2 2.15 cha dong t&
bao Gid ir EC,, clia tenofovir nAm trong khodng 1y 0,14 yM dén 1,5 uM, vdi tr] CC,. (50% néng
46 doc 16 bao) > 100 M Trong cac nghidn cuu nudi cy t6 bao k&t hgp hoat tinh khang sidu vi
cia tenofovir voi cac nucleosid khang HBV ngdn chdn enzym sao chép nguoc nhu
l A va telb: khong thay c6 hoat tinh 46 nghich xdy ra.
- D6 khang: Ngoal 426 bgnh nhan HbeAg am tinh va HbeAg duong tinh, c6 39 bénh nhan co
huyét thanh HBV/ADN > 400 ban sao (copies)/ml & tufin thu 48 S6 l8u vé genotype U cap
gi61 han va phan 1ap khi dibu tr| duge 15y & 28 rong s6 39 bénh nhan. Khong thiy c6 acd
amino dac hidu nao dugc phan 1ap 10 cac a6i gng nay & t4n sust via a0 46 tao ra mot két
hgp dé khang tenofovir
- D8 khang chéo. Da dugc quan sél thdy gia cac enzym sao chép nguoc cia HBV Trong
nghién cuu 16 bao, dua vao cac dinh lugng, cho thdy ching HBV biéu 16 cac bién b1 &
AV173L, AL1BOM va tM2041/V két hgp véi aé khang lamivudin va telbvudin 03 tao do nhay
cém vditenofovir § khodng tir 0,7 dén 3,4 1&n so vdi loal (typ) nguyén thiy cla dong virus chua
thuéin hod. Sy bién a8ikép rL180M va rtM2041/V gay ra 40 gidm nhay cm vdi tenofovir gdp
3,418n

DUCC BONG HOC
Ppac tinh duge dOng hoc ciia tenofovir disoproxil fumarat dugc danh gid .ll‘r\ NQUASH Bnh NgUY SN
khoé manh va c4c c4 nhan nhidm HIV-1 Bac tinh duge dong hoc cha cé hal nhém nay la
tuong duong nhau

tdp. thu:

Tenolovir disoproxil fumarat la mdt diester tan trong nudc. Sinh kha dung duéng uéng cha
tenofovir khodng 25%. Liéu uéng 300 mg tenofovir cho b&nh nhan nhidm HIV-1 cho néng 66
thuéc trong huyét thanh 16i da dat dugc trong vong 1 = 0.4 gid. Tri 38 néng a0 161 da C_
(maximum concentration) va dign tich dudi dudng cong (Area Under the Curve: AUC)1a 0.30 =
an

ODS:CU‘%':;V:;‘Z::: l(:.::’:‘%n;.:::?:.\; \?ol liéu trong pham vi liéu tu 75 dén 600 mg va khong
bjanh hudng bdi liéu 1ap lai.

Phan bg:

Thi nghiém in vitro vé gén két cha tenofovir voi huyét tuong ngudi va gén két vdi protein cho
cac gia tr| th&p hon 0,7 va 7,2%, tudng Ung va néng 63 tenofovir nam trong khodng t 0,01 aén
25 pg/ml. Thé tich phan b6 & trang thai 8n dinh Ia 1,3 + 0.6 Vkg va 1,2 + 0.4 kg sau khi ung
motliéu tenofovir 1,0 mg/kg va 3,0 mg/kg.

h i qnf.
Céc nghién cdu in vitro cho thay P
claca CYP (Cy P450 enzyme).

hodc d8u khong phai 1 co chat

[ itgap

Tidu co van', y&u ca'

Hiém gap Nhuy&n xuong (biéu hién nhu dau xuong va d& gay
xuong)'2, bénh co'.

Than

itgap Tang creatinin, bénh than & 6ng Ilugn gan (bao
g8m hdi chiing Fanconi)

Hiém gap Suy than c4p, suy than, hoai tlf 6ng than cép, viém
than (bao gém ca viém than ké cdp)?, bénh dai
thao nhat do than.

Toan than

R4t thudng gap | Suy nhuge

Thudng gap [ Mét mdi

'T4c dung khéng mong muén nay cé thé do hau qua ciia bénh than & 8ng lugn gén va khong
dugc xem la c6 lién quan nhan qua véi tenofovir disoproxil fumarat khi khdng 6 bgnh than &
&nglugn gén.

*Téac dyng khdng mong muén nay dugc ghi nhan sau khi thuSc luu hanh trén thj truéng nhung
khéng dugc ghi nhan trong cac thif nghiém lam sang ngAu nhién cé d&i ching hodc chuong
trinh truy cap mé& réng tenofovir disoproxil fumarat.

Huéng dén cach xitrf ADR
Phaingung thuéc néu cé cac biéu hién tdn thuong gan, than, nhidm toan.

QUA LIEU VA CACH XU TRI

Kinh nghiém c&n 1am sang con han ché vé cac liu cao han lidu didu tr] 300 mg. Trong mot
nghién cuu vdi liéu uSng 600 mg tenofovir disoproxil fumarat cho 8 bénh nhan ubng trong 28
ngay, khéng c6 cac tac dung khdng mong mudn nghiém trong nao xdy ra dugc bdo cdo. Hau
qua cia c4c liu ding cao han hién chua dugc biét. Néu c6 qué liéu, bénh nhan biéu hign
bAng chung ngd doc, cén tién hanh diéu trf trigu ching va cac bién phap hd trg cdn thiét.
Tenofovir dugc loai bd bdi thém phan mau vdi hg s& chibttach gén 54%. V6i liéu ung 300 mg
tenofovir disoproxil fumarat, sau 4 gi¢ thdm tach mau da loai bd gén 10% cia liéu dung.

DUQC LYCHOC

Nhém duge ly: ThuSc khang retrovirus.
Ma ATC: JO5A FO7

«Coché tacdyng:

Tenofovir disoproxil fumarat 1a thuSc khang virus dung duodng ubng, cé cdu tric acylic
nucleosid phosphonat diester tuang ty nhu adenosin monophosphat. Thu6c bj thy phan
thanh tenofovir va chju tiép phan ung phosphoryl héa bdi cac enzym cia té bao dé chuyén
thanh dang ir dij Tenofovir di ngan chan hoal linh cha enzym sao
chép ngugc cia HIV-1 (Human Immunodeficiency Virus Type 1) va enzym

Sau khi tiém tinh mach, c6 khodng 70 — 80% tenofovir dugc bai tiét vao nudc tiéu dudi dang

khong thay d8i sau 72 gi&. Sau khi usng mét liéu tenofovir 300 mg (150 mg x 2 vién), thai gian

bén thai clia tenofovir khodng 17 gid. Sau khi udng lién tiép cac liéu 300 mg (150 mg x 2 vién)

motI&n hAng ngay, c6 khodng 32 + 10% liéu udng dugc bai tiét vao nudc tidu sau 24 gio.

Tenofovir dugc bai tiét bAng co ché k&t hgp loc cdu than va bai uét chon loc qua &ng than.

Diéu nay co thé tao sy bai tiét canh tranh véi cac thudc khac la thudc cing dugc bai tiét theo

dudngthan.

n ga thc an trén sy hdp th 3

U8ng tenofovir sau bifa &n c6 ham lugng ch&t béo cao (- 700 d&n 1000 kcal chua 40 dén 50%

ch&t béo) lam tang sinh khd dung dudng ubng cla thudc, vai sy tang tri s6 AUC, . clia

tenofovir 1&n gén 40% va C__, gdn 14%. Tuy vay, khi udng thudc sau bla &n nhe, cac anh

hudng trén dugc ddng hoc clia tenofovir khdng ¢6 y nghia. Thuc an lam tri hodn thai gian dat

C...khodng 1 gid.

C....va AUC clia tenofovir khodng 0,33 + 0,12 pg/mi va 3,32 = 1,37 pg/ml sau khi udng cac idu

tenofovir 300 mg hng ngay lién tyc va ham lugng bdla &n khdng dugc kiém soat.

lhém h i

- Gidi tinf. Dugc ddng hoc clia tenofovir & nam gidi va ni gidi tuong ty nhau.

- Tré emz 12 tubi: Duge ddng hoc clia tenofovir & tré em ty 12 twdi d&n 18 tudi twong ty 3 nguadi

:::‘on: ;hanh. Cécnghién ciu vé dugc ddng hoc ciia tenofovir & tré em dudi 12 tudi chua duge

chign.

; "g)‘l"i 16n tuéi: Cac nghién cuu vé duge ddng hoc chua duge thyc hidn & nguai 16n wdi (> 65

ubi).

- Bénh nhan suy gidm chuc nang thanm: Dugc ddng hoc ciia tenofovir by thay déi & cac bénh

nhan suy gidm chuc nang than (xem muc Cdnh bdo va than trong khi dung thudc). VoI bénh

::2:\ ﬁ?&b;z::t;gvz Cl::ﬂ::l}g 52.;’:'1.2:&: h‘?a;““h than cdn thdm pn_an mau d giai doan

dung tenofovir thay déTlui' theo :\"m b oot pcang 2): bty J: Kiokug chcii M
'9 b&nh nhan c6 d9 thanh thai creatinin < 50 miphut hodc

cénthdm phan mau (xem myc Liéu dong, cdch dung).

Bang 2. Thong s6 dugc ddng (trung binh = SD) cia tenofovir (300 mg) @ bénh nhan co chuc

nang than khac nhau.

HBV (Hepatitis B Virus) bang sy canh tranh vdi co chét c6 trong virus deoxyadenosin 5'-
triphosphat va sau khi g4n vao ADN sé& chdm dut kéo dai thém chudi ADN. Tenofovir
diphosphat c6 hoat tinh ngén chén chi y§u enzym ADN-polymerase a. i cia ddng vat cé va
va enzym ciia chuité hgp gen ADN-polymerasey.
< Hoat tinh khang virus HIV:
- Hoat tinh khang virus cla tenofovir trong phong thi nghigm va thi nghigm trén lam sang
mém HIV-1cd 14p da xac nhan la do dong té bao nguyén bao lympho, khdi du 1a cac dai thyc
bao don nhan va té bao lympho huyét ngoai bién. Gia trj EC,, (50% néng do higu qud) cla
tenofovir ndm trong kho&ng tu 0,04 uM dén 8,5 uM.

- Trong céc nghién cuu diéu trj két hgp tenofovir voi:
+ Céc thubc nhém nucleosid ngén chan enzym sao chép ngugc (nhu abacavir, didanosin,

- Céac thuéc nhoml khéng-nucleosid ngan chan enzym sao chép ngugc (nhu delavirdin,
etavirenz. nevirapin)
Cac hubc

nhom ngan chan enzym

saquinavir)
AR cho higu Qui P WE Quan sat dugc. tenalovir iU 10 UNh khang virus trong 18 BAO Nuod| cdy

HIV-1 8 cAc nhom nguyén aong A, B, C_D. E. F. G va O (co tn EC. nhm trong khodng 1y o g
UM G6n 2.2 4M) va & dbng khang dic nipu HIV-2 (c6 Ul EC.. nAm trong khodng W 1.6 uM agp
5.5 uM)

. D#é knang Dong HIV-1 c6 a0 nhey @m voi wnofovir A8 dugc phan I8p W 16 bao nuods cay

GI6I han d6 thanh thal | > 80 50-80 | 30-49 | 12-29
creatinin (mUphut) (N=3) (N=10) (N=8) (N=11)
0,34 = 0,33 =+ 0,37 = 0,60 =
Crax (pg/mi !
(ng/mi) 0,03 0,06 0,16 0,19
i 2,18+ 3.06 = 6.01= 15,98 =
AUC ies/mi
(O giAmY 026 093 2,50 722 \
. 10437+ | 8077+ | 4444+ 1770+
i 1154 279.2 209.8 971
] 2435+ 1686+ | 1006+ | 43.0=
L mi/ph ’
L (miiphug 333 275 27.5 31,2
CUF: C P asaf of bi 1
CL wan: Clearance renal.

- Bénh nhan suy gidm chdc nang gan: Duge ddng hoc cla tenofovir lidu 300 mg da dugc
nghién citu trén bénh nhan khdng nhidm HIV nhung suy gidm chuc nang gan & cép d W via
dén néing. Khong thdy co sy thay d8i dang ké dugc dong hoc clia tenofovir & nhom bénh nhan
nay so vdinhém khdng bj suy gidm chuc nang gan. Do vy khong cdn phai didu chinh héu cha
tenofovir d6i vdi ngudi b suy gidm chic nang gan

QUY CACH BONG GOL: Hop 03 vi x 10 vien

DIEUKIEN BAO QUAN: Noi kho, nhigt dd khong qua 30 °C. Tranh anh sang
HAN DUNG. 36 thang ké U ngay san xual
TIEU CHUAN CHAT LUONG: Tiou chudn nha san xuat
O SO SAN XUAT
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