Thong tin danh cho cdn b y t€

DINARA

THANH PHAN

M&i vién nén bao phim chia:

Tenofovir disoproxil fumarat .................. 300 mg.
Lamivudin .....ccevvveeeiiiiiiiiiiiieceeeees 100 mg.

T4 dudc: Cellulose vi tinh thé, povidon, crospovidon, magnesi stearat, silicon dioxyd, HPMC
615, talc, titan dioxyd, mau oxyd st vang, PEG 6000.

Dang bao ché&: Vién nén bao phim.

A g " p X . N N A w2z A T .
Mo ta san pham: Vién nén dai, bao phim mau vang, mot mit c6 dap logo ¥, mit kia c6

dap gach ngang.
Quy cach dong géi: Hop 4 vi x 7 vién.

PAC TINH DUGC LUC HOQC:

Tenofovir disoproxil fumarat:

Nhém dugc 1y: Thudc khdng retrovirus, ma ATC: JOSAF07.

Tenofovir disoproxil fumarat c6 cdu triic mdt nucleotid diester vong xo#n tudng tu adenosin
monophosphat. Tenofovir disoproxil fumarat trdi qua su thdy phan diester ban dau chuyén
thanh tenofovir va ti€p theo 1a qud trinh phosphoryl héa nhd cdc enzym trong t€ bao tao
thanh tenofovir diphosphat. Tenofovir diphosphat tfc ché hoat tinh clia enzym sao chép ngugc
HIV-1 bing cdch canh tranh véi chit nén ty nhién deoxyadenosin-5' triphosphat va sau khi
gin k&t vao DNA, két thiic chudi DNA.

Tenofovir diphosphat 1a chat ttc ch€ y&éu enzym a va B-DNA polymerase clia dong vat c6 vi
va enzym y-DNA polymerase & dong vat c6 xudng sdng.

Lamivudin:

Nhém dudc 1y: Thudc khdng retrovirus va virus, ma ATC: JO5AF05.

La mot thudc khdng virus ¢6 hoat tinh khang virus siéu vi B.

Lamivudin dugc chuyén héa bdi cd t& bio bi nhiém va t& bao khong bi nhiém thanh din xuat
triphosphat (TP), 1a dang hoat tinh clia hgp chat nguyén thily. In vitro, thdi gian ban hly cla
dang triphosphat trong t&€ bio gan 13 17 - 19 gi5. Lamivudin - TP tdc dong nhu mdt chi't nén
cho enzym polymerase ctia virus siéu vi B. Giai doan ti€p theo clia sy tao DNA ctia virus bi
ngin chin do lamivudin - TP gdn k&t vao chudi va cham dit sy tao chudi k€& tiép.

Lamivudin - TP khong can thiép vao su chuyén héa deoxynucleotid & t& bao binh thudng.
Lamivudin chi 1a chit tc ch€ y&€u enzym a va B-DNA polymerase ctia dong vat c6 vi. Hon
nita, lamivudin - TP it ¢6 tdc dung trén DNA ctia t€ bao dong vat c6 vi.

PAC TINH DUGC PONG HOC:

Tenofovir disoproxil fumarat:

Hap thu - chuyén hoa: Sau khi udng, tenofovir disoproxil fumarat dugc hip thu nhanh va
chuyén thanh tenofovir, vdi ndng dd dinh trong huyét tuong dat sau 1 dén 2 gid. Sinh khd
dung thudc khodng 25% nhung ting cao néu uéng tenofovir disoproxil fumarat véi bita dn
nhiéu ma.
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Phin bo: Tenofovir phan bd rong rdi trong cdc mo, dic biét & than va gan. Su gin két véi
protein huyét twdng thdp hon 1% va véi protein huy€t thanh khodng 7%.

Thdi trir: Thi gian bdn thdi cla tenofovir tir 12 d&€n 18 gid. Tenofovir bai ti€t chd y&u qua
nudc tiéu bing cd hai cdch bai ti€t qua dng than va loc qua cau than. Tenofovir dudc loai
bing thAim phin mdu.

Lamivudin:

Hip thu: Sau khi udng, lamivudin hap thu nhanh va ndng do dinh huyét thanh dat sau khodng
1 gid (ubng lic déi) va 3,2 gid (udng lic no). Thitc dn lam chAm nhung khong 1am gidm hap
thu thudc.

Phan bo: Thé tich phan bd 1a 1,3 L/ kg, khong phu thudc vao liéu va khong cé tuong quan
véi cAn niing. Ty 1& gdn vdi protein huy€t twong thap (< 36%). Chi khodng 10% lamivudin
qua hang rio mdu - ndo; Ty 1& ndng do trong dich ndo - tiy/ ndng d6 huyét thanh 13 0,12.
Chuyén hoa: Lamivudin dude chuyén héa trong t&€ bao thanh dang triphosphat c¢é hoat tinh.
Thudc bi chuyén héa it & gan.

Théi trir: Thudc duge dao thadi chi yé&u qua thin dudi dang khdng ddi. Thdi gian ban thai
trong t& bao lympho & mdu ngoai vi 1a 10 - 19 gid. Thdi gian bdn thai sau khi udng li¢u mot
1an1a 5 - 7 gid & ngudi 16n.

CHI PINH:
Phdi hgp tenofovir disoproxil fumarat va lamivudin dugc dung diéu tri bénh viém gan siéu vi
B man tinh & ngudi 16n sau khi thi't bai diéu tri trong cdc trudng hdp sau:
- Virus khdng lamivudin don tri, hodc
- Virus ddp t'ng mot phan véi tenofovir disoproxil fumarat.
Tiéu chuén that bai diéu tri:
+ ALT c6 thé ting cao trd lai.
+ HBV DNA ting trd lai > 11In10 so v&i tri s6 thap nhat hodc gidm < 11n10 sau 12 tudn diéu
tri hodc gidm < 2In10 sau 24 tudn diéu tri.

LIEU DUNG - CACH DUNG:

Liéu dung:

Ngudi 16n uéng 1 vién x 1 1an/ ngay.

Céch dung:

Thudc c6 thé udng lic d6i hoic lic no, udng lic no cé thé lam thudc hap thu cham hon
nhung khong 1am gidm hap thu thudc.

Thudc nén dugc uéng vao ciing mot thdi di€m trong ngay.

CHONG CHI PINH:

Bénh nhan min cdm vdi lamivudin, tenofovir hodc bat ky thanh phan nao cia thudc.
Bénh nhan c¢6 d6 thanh thai creatinin Clcr < 50 mL/ phit.

Suy gan.

CAC TRUONG HGP THAN TRONG KHI DUNG THUOC:

- Can danh gid tudn thu diéu tri va do tin cdy clia xét nghiém HBV DNA trudc khi k&t luan
tha't bai diéu tri. (Trong trudng hdp chua 1am dudc xét nghiém HBV DNA néu thdy ALT
khong gidm hoic ting 1én can ddnh gid vAn dé tudn thi diéu tri, n€u bénh nhin tudn thi
t6t cAn chuyén bénh nhan 1én tuyén trén d€ xét nghiém HBV DNA).
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- N&u c6 diéu kién nén xdc dinh virus dot bi€n khdng thudc bing gidi trinh ty gen dé c6
huéng x1t tri ti€p theo.

- 0 ngudi bi suy chic ning than va tré em, khong dung ch€ phdm k&t hgp cd dinh chia
lamivudin va tenofovir disoproxil fumarat, vi khong thé hiéu chinh riéng tirng thudc.

Tenofovir disoproxil fumarat:

Phai ngiing tenofovir disoproxil fumarat khi thd'y néng d6 transaminase ting nhanh, gan to

dan hoic gan nhiém md, hodc bi nhiém toan chuyén héa hoic do acid lactic khong rd nguyén

nhan. Phai rit than trong khi dung tenofovir cho ngudi c6 bénh gan to, hodc c¢6 nguy cd khic

vé bénh gan. Pic biét phai hét sitc than trong & ngudi bénh c6 kém thém viém gan C dang

dung interferon alpha va ribavirin. 6] ngudi bénh bi viém gan B, khi ngirng tenofovir c6 thé

c6 nguy cd bénh viém gan ndng I€n.

Phai duing tenofovir thin trong & ngudi bi tdn thuong than.

Chifc ning than va phosphat huy&t thanh phdi dugc gidm sit trudc khi bt dau diéu tri, cich 4
tuan lam 1 1an d8i véi ngudi c6 bénh sdi c6 tdn thuong than. Néu ndng dd phosphat huyét
thanh gidm nhi€u hoic thanh thai creatinin dudi 50 ml/ phiit, chifc ning than phai dugc dinh
gia trong 1 tudn, va c6 thé ngling thudc néu can.

Ting sinh mé md: Sy phan b lai hay su tich tu md trong co thé, bao gdm sy béo phi trung
tam, phi dai mit truSc - sau ¢d ("gi trau"), tin pha than kinh ngoai vi, mit, phi dai tuyé&n vi,
xuét hién hoi chitng Cushing c6 thé gip khi diing cic thudc khdng retrovirus.

Tic dung trén xuong: Khi ding ddng thdi tenofovir v6i lamivudin va efavirenz & bénh nhin
nhiém HIV cho thdy c6 sy gidm mat dd khodng clia xuong song thit lung, sy ting ndng dod
clia 4 y&u td sinh héa trong chuyén héa xuong, su ting ndng dd hormon tuyé&n cin giap trong
huyét thanh. Cin theo ddi xuong chiit ché & nhitng bénh nhin c6 tién sit gdy xuong, hoic ¢
nguy cd loing xuong. Mic di hiéu qué clia viéc bd sung calci va vitamin D chua dudc ching
minh nhung viéc bd sung c6 thé c6 ich cho nhitng bénh nhin nay. Khi cé nhitng bat thudng
vé xuong can hdi ¥ ki€n cla thay thudc.

Lamivudin:

Ngirng lamivudin & nhitng bénh nhan dau bung, budn ndn, hoic ndén mita hoic c6 két qué xét
nghiém sinh héa bat thudng cho d&n khi viém tuy dudc loai trir. Piéu tri bing lamivudin cé
thé€ din t6i nhiém toan lactic va can dudc dirng lai né€u ndng d6 aminotransferase ting nhanh,
bénh gan to ti€n trién, nhiém toan chuyén héa hoic nhiém toan lactic khong rd nguyén nhan.
Lamivudin nén dugc st dung than trong & nhitng bénh nhan bi gan to hoidc cé y€u td nguy cd
bénh gan. Bénh nhian dong thdi nhiém HIV va viém gan B hoidc C man tinh va diéu tri bing
phdc d6 két hop thudc khdng virus ¢ nguy co xuit hién cic tic dung khong mong mudn
ning trén gan va c¢6 kha ning giy t vong. 6] bénh nhdn viém gan B man tinh, c6 nguy cd ti
phat viém gan khi ngirng lamivudin, chi’c ning gan nén dugc theo ddi nhitng bénh nhan nay.
Kh4 ning 1ay nhiém HIV cin dugc loai trir trude khi bt dau diéu tri bing lamivudin cho
bénh viém gan B, do khi ding liéu thip d€ diéu tri c6 thé cho phép su phat trién cla cdc
chiing khang lamivudin ctia HIV.

Gidm liéu c6 thé can thi€t & nhitng b&énh nhan suy chifc ning thin.

DINARA c6 chifa t4 dugc mau oxyd sit ving, c6 thé gy di ng da.

St dung cho phu ni¥ ¢6 thai va cho con bi:

Thoi ky mang thai

Khdng c6 ddy dd s6 liéu & phu nif ¢6 thai.

Khong khuyén cdo dung thudc khi dang mang thai.
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Thoi ky cho con bui

Chua c6 thong tin vé sy bai ti€t clia tenofovir disoproxil fumarat qua sita me. Lamivudin
dudc ti€t vao sita & ndng do tuong duong véi ndng d6 trong huyét thanh. Vi thé hodc phai
ngung ding thudc hodc phdi ngung cho con bd, tily vao tam quan trong clia thudc ddi véi
ngudi me.

Anh hudng ctia thudc déi véi cong viéc (ngudi van hanh mdy méc, dang 14i tau xe, ngudi
lam vi€c trén cao va cac trudng hgp khéc):

Cic tic dung khong mong mudn nhu: nhitc diu, mat ngl, chéng mit c6 thé dnh hudng dén sur
tap trung. CAn thin trong néu phai 14i xe va van hanh mdy méc khi dang ding thudc.

TUGNG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG TAC
KHAC:

Tenofovir disoproxil fumarat:

Tenofovir khong dugc dung cung véi adefovir dipivoxil.

Cdc thuéc chiu dnh hudng hodc chuyén hoa bdi enzym gan: Tuong tic dude dong hoc clia
tenofovir véi cdc thudc e ché hodc chat nén clia cdc enzym gan chua rd. Tenofovir va cdc
tién chat khong phai 1a chit nén cda CYP450, khong tc ché cic CYP ddng phan 3A4, 2D6,
2C9, hodc 2E1 nhung hai tc ch& nhe trén 1A.

Céc thuéc chiu dnh hudng hodc thdi trey qua thin: Tenofovir tuong tdc v6i cdc thudce lam gidm
chicc ning thin hodc canh tranh ddo thdi qua Ong thin (vi du: Acyclovir, cidofovir,
ganciclovir, valacyclovir, valganciclovir), 1am ting ndng do tenofovir huyét tuong hoic céc
thudc dung chung.

Thuéc tic ché protease HIV: Tuong tdc cong hgp hay dong van giita tenofovir va cdc chat tc
ch€& protease HIV nhu amprenavir, atazanavir, indinavir, ritonavir, saquinavir.

Thudc tfc ché enzym sao chép nguoc khong nucleosid: Tuong tic cong hgp hay dong van
gifta tenofovir va cdc thudc tc ché enzym sao chép ngudc khong nucleosid nhu delavirdin,
efavirenz, nevirapin.

Thuéc tic ché enzym sao chép ngugc nucleosid: Tuong tic cong hdp hay dong van gifta
tenofovir va cdc thudc tc ché enzym sao chép ngudc nucleosid nhu abacavir, didanosin,
emtricitabin, lamivudin, stavudin, zalcitabin, zidovudin.

Cic thuéc tranh thai duong uéng: Tuong tdc dugc dong hoc khong rd vé6i cdc thudc tranh thai
dudng udng chita ethinyl estradiol va norgestimat.

Tenofovir 1am ting ndng d6 didanosin trong huyét twong. N&éu ding dong thdi didanosin thi
phai udng tenofovir trude khi udng tenofovir 2 gid hodc sau khi udng didanosin 1 gid.
Lamivudin:

Cic thuéc ifc ché enzym phién ma nguoc khéng phdi nucleosid (delavirdin, efavirenz,
nevirapin)

C6 tic dung hiép déng v6i lamivudin. Khong cin diéu chinh liéu khi dung dong thdi
efavirenz va lamivudin. Khong cé tuong tic dudc dong hoc khi ding déng thdi lamivudin va
rilpivirin.

Cidc nucleosid va nucleotid ifc ché enzym phién ma ngugc

Noéng d6 zidovudin trong huyét tuong ting (khodng 13% khi dung k&t hdp vdi lamivudin
nhung khong cin chinh liéu khi ding dong thdi).

Abacavir, stavudin 1am gidm AUC ctia lamivudin nhung khong c6 y nghia 1dm sang.
Tenofovir 1am gidm 24% ndéng dd dinh huyét tuong ciia lamivudin nhung AUC clia lamivudin
va nong do dinh huyét twong, AUC cia tenofovir khdng bi 4nh hudng.
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Khong dung ddng thdi lamivudin va emtricitabin (emtricitabin 13 chat tuong ty lamivudin,
diing dong thdi khong c6 1di ich vi 2 thudc bi khdng nhu nhau va khong c6 tic dung ting
cudng 14n nhau).

Khong diing dong thdi zalcitabin vi lamivudin Gc ch€ manh sy phosphoryl héa zalcitabin &
trong t€ bao.

Trimethoprim/ sulfamethoxazol 1am ting sinh kha dung ctia lamivudin (44%) thé hién qua tri
s6 do dién tich dudi dudng cong ndng dd - thdi gian (AUC), va lam gidm dd thanh thdi qua
than (30%). Tuy nhién, khong can diéu chinh liéu.

TAC DUNG KHONG MONG MUON:

Tenofovir disoproxil fumarat:

Rat thuong gdp, ADR > 1/10

Toan than: Mdi ¢d, nhic dau.

Tiéu héa: Ia chdy, chuéng hoi, mit cdm gidc them dn, budn ndén, non, dau bung, khé tiéu.
Huyét hoc: Gidm bach cau trung tinh, gidm phosphat huyét.

Hoéa sinh: Lam ting k&t qua xét nghiém AST, ALT, glucose niéu.

It gap, 1/1.000 < ADR < 1/100

Pau bung, gan bi nhiém ddc, than bi nhiém ddc (nhat 12 khi dung liéu cao).

Hiém gap, 1/10000 < ADR < 1/1.000

Gan bi nhiém doc, nhiém toan lactic (dau bung, chdn #n, fa chdy, thd nhanh, y&u, khé chiu
toan than, dau c¢d hoic chudt rit, buébn ndén, budn ngl). Suy than cap, protein niéu, hdi ching
Fanconi, hoai t&f 8ng than.

Viém tuy.

Lamivudin:

Rat thuong gdp, ADR > 1/10

Than kinh trung uong: Pau dau, mit ngl, khé chiu, mét mdi.

Tiéu héa: Budn ndn, ndn, fa chdy, viém tuy, dau bung.

Huy&t hoc: Gidm bach ciu trung tinh.

Gan: Tang transaminase AST, ALT.

Than kinh - co va xuong: Pau co, bénh than kinh ngoai bién, dau cd - xuong.

H6 hap: Dau hiéu va triéu chitng & miii, ho, dau hong.

Thuong gdp, 1/100 < ADR < 1/10

Than kinh trung uong: Chéng mit, trim cdm, sot, rét run.

Da: N&i man.

Tiéu héa: Chdn an, ting lipase, dau quian bung, khé tiéu, ting amylase, cdm gidc bong rit da
day.

Huyét hoc: Gidm ti€u cdu, c6 hemoglobin trong huyét tuong.

Than kinh - ¢d va xuong: Ting creatin phosphokinase, dau khép.

It gdp. 1/1.000 < ADR < 1/100

Than kinh - co: Di cdm, nhudc co, tan ¢d van, bénh thin kinh ngoai bién, co giit, hanh vi bat
thudng.

Huy&t hoc: Thi€u mdu, thi€u sdn hong cau, sung hach bach huyét.

Toan thin: Phdn vé, hdi chitng phuc hdi mi&n dich, rdi loan phin bd md, tich m3.

Gan - ldch: Gan to, ting bilirubin huy€t, viém gan B ning thém, ldch to.

Chuyén héa: Ting triglycerid huyét, ting cholesterol huyét, khang insulin, ting glucose
huyét, ting lactat huyét.
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Da: Ngita, rung téc, ndi ban.

Khdc: Viém miéng, thd rit, hoai t& xuong.

Huéng din cach xi tri ADR:

Phdi ngirng thudc ngay né€u c6 nhitng dau hiéu 1Am sang, triéu ching, hodc k&t qui xét
nghiém cho thiy c¢6é thé x4y ra viém tuy, nhiém toan lactic hoic bi ddc 1én gan (gan to, tich
md, ngay cé khi transaminase ting khong cao lim).

QUA LIEU VA CACH XU TRI:

Tenofovir disoproxil fumarat:

Triéu chiing qud liéu khi diing liéu cao chua c6 ghi nhian. Néu qud liéu x3y ra, bénh nhian
can dudc theo ddi ddu hiéu ngd doc, cAn thi€t nén sit dung cdc bién phdp diéu tri nAng d& co
ban. Tenofovir dudc loai trir hiéu qua bing thim phin miu v6i hé s6 tich khodng 54%. Véi
lidu don 300 mg, c6 khodng 10% liéu diing tenofovir disoproxil fumarat dudc loai trir trong
mot ky thAim phan mau kéo dai 4 giv.

Diéu tri ngd ddc, qud liéu tenofovir 12 diéu tri triéu ching va diéu tri hd trg.

Lamivudin:

C6 rat it thong tin vé qua liéu. Khong c6 thudc gidi doc dic hiéu. ThAm tich mdu hoic thim
phan phiic mac sau 4 gi5 chi 14y dudc mot lugng khong dang ké. Ngd doc ning (viem tuy,
bénh than kinh ngoai bién, gan nhiém md, suy thin cip, nhiém toan) xdy ra sau khi di€u tri
ma khong x4y ra ngay sau khi uéng qua liéu. Diing 1au dai c6 thé giy ddc cho ty thé din dén
nhiém toan lactic c¢6 hoic khong kém theo nhiém md vi thé § gan. Piéu tri ngd ddc ning bao
gdm: ngirng thudc, diéu tri hd trg, dung benzodiazepin dé an thin va chdng co giat, thudc
chong nodn, diéu chinh toan mdu (truyén natri bicarbonat 1 - 2 mEq/ kg; uéng hoic truyén tinh
mach riboflavin 50 mg/ ngay; truyén L-carnithin 50 mg/ kg/ ngay chia lam 3 l1an, mdi lan
truyén 2 gid cho bénh nhan khong thAim phin hoidc truyén lién tuc 100 mg/ kg/ ngay cho
bénh nhin dang thAim phéan); diing thudc kich thich tao bach ciu hat (néu bi nhiém khuin c6
gidm bach ciu hat); diing thudc giy co mach néu bi suy nhiéu phd tang; theo ddi chit cdc
d4u hiéu 14m sang, dién gidi, enzym gan, tim & nhiém khuin & bénh nhan nhit 1a néu c6
gidm bach cdu trung tinh.

Piéu kién bao quan: Ndi kho rio, trdnh 4nh sdng, nhiét dd khong quéa 30°C.

Han dung ciia thudc: 36 thang k€ tif ngdy sdn xuit.

San xuit tai: .

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Pudng D17, Khu Cong nghiép My Phudc 1, Phudng Thdi Hoa, Thi xa Bén Cit,
Tinh Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

Ngay xem xét sita d6i, cAp nhat lai ndi dung huéng din st dung thudc: 23/11/2017
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