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Composition:
Each film coated tablet contains:

Tenofovir Disoproxil Fumarate ... 300 mg.

Colour: Brilliant 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

Carefully read the accompanying instruc-
tions before use.

Product Specification: Inhouse
Indication, Contra-indication dosage,
side effect refer to enclosed pack.
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Rx - Thubc béan theo don
Vién nén bao phim EDAR

Mbi vién nén bao phim chia:

Tenofovir Disoproxil Fumarat 300mg.

Hop 1vi x 10 vién nén bao phim. SBK:

Chi dinh, cach dung, chéng chi dinh va cac théng tin
khac: xin doc t& hudng din sir dung kém theo.

86 16 SX, NSX, HD xem “Batch No", “Mfg.Date",
Exp.Date”" trén bao bi.

Bao quan & noi mat, khd dudi 30°C. Tranh anh sang.

San xuét tai: ATRA PHARMACEUTICALS LIMITED
Plot No. H-19, M.1.D.C. Area, Waluj, Aurangabad
431133, Maharashtra State, An D&

Dé xa tam tay tré em.
Boc ki hutmg dén st dung trrée khi ding.
DNNK:

Manufactured in India by:
ATRA PHARMACEUTICALS LIMITED

EDAR

Tenofovir disoproxil fumarate 300mg

Plot No. H-19, M.I1.D|C. Area, Waluj,

Aurangabad 431133 Maharashtra.Stata, INDIA
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EDAR

Tenofovir Disoproxil Fumarate Tablets 300 mg

Each film coated tablet contains :

Tenofovir Disoproxil Fumarate ... 300 mg

Colour: Brilliant 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

Carefully read the accompanying instructions before use.

Indication, Contra-indication dosage,
side effects refer to enclosed pack.

Manufactured in India by:

ATRA PHARMACEUTICALS LIMITED
Plot No. H-19, M.L.D.C. Area, Waluj, Aurangabad 431133,
Maharashtra State, INDIA.
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As directed by the physician.
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Protect from light.
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Carefully read the accompanying instructions before use.
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Manufactured in India by:

ATRA PHARMACEUTICALS LIMITED

Plot No. H-19, M.L.D.C. Area, Waluj, Aurangabad 431133,
Maharashtra State, INDIA.

EDAR EDAR EDAR

Balch Na
Mfg Date ddimmiyy
Exp. Dabe | ddimmiyy

EDAR

EDAR

Tenofovir Disoproxil Fumarate Tablets 300 mg

Each film coated tablet contains :

Tenofovir Disoproxil Fumarate ... 300 mg

Colour: Brilliant 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
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Indication, Contra-indication dosage,
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Thuédc nay chi ding theo sw ké toa ciia thiy thubc
Doc ky hieong dan sir dung truée khi ding.
Théng bdo cho bdc si cdc tic dung phu gap phai khi diing thuéc.
Dé thuéc xa tim véi ciia tré em.

EDAR Vién nén bao phim H

\ N_E
THANH PHAN: B
M&i vién nén bao phim chira:
Tenofovir Disoproxil Fumarat ................ccceeneen 300 mg

Td duwoc: Cellulose vi tinh thé, Dibasic Calci Phosphat, Lactose , Povidon, Talc tinh khiét, Magnesi
Stearat, Collidol Silicon Dioxid, Tinh bt Natri Glycolat, Tinh bot bip, Hypermellose, Triacetin,
Brilliant blue, Titan Dioxid.

CAC PAC TINH DUQC LUC HQC:
Tenofovir Disoproxil Fumarat 14 mét acyclic nucleoside phosphonate diester tuong ty adenosin
monophosphat. Ban dau Tenofovir disoproxil fumarat can dén qua trinh thity phan dé chuyén thanh
tenofovir va sau d6 phophoryl héa bai enzyme thudc té bao chuyén thanh tenofovir diphosphat.
Tenofovir diphosphat trc ché hoat tinh enzyme sao chép nguoc HIV-1 bing cach thay thé chat nén tu
nhién deoxyadenosin 5', va két thic chudi DNA sau khi hop nhat vao DNA. Tenofovir diphosphat
trc ché yéu cac DNA polymerase, ¢ dong vat co vii va DNA polymerase ty thé.

CAC PAC TINH DUQC PONG HQC: P/
Hap thu: EDAR tan trong nudc tao thanh dang diester cta hoat chét tenofovir disoproxil fumarat.
Sinh kha dung dudng udng luc doi cua tenofovir disoproxil fumarat xap xi 25%. Sau khi udng don
liu EDAR 300 mg & bénh nhan bi HIV-1 lic bung d6i, ndng dé dinh cta thude trong huyét thanh
dat dugc sau khoang 1 £ 0,4 gio. Cmax va AUC 1a 296 £+ 90 ng/mL va 2287 + 685 ng/mL/gio, theo
thir tu.
Pic tinh duge dong cha tenofovir disoproxil fumarat thé hién ¢ lieu EDAR khoang 16n hon tir 75
dén 600 mg va khong cé tac dung & liéu lap lai.
Phan phoi: Trong thir nghiém in vitro sy gin két cua tenofovir disoproxil fumarat véi huyét thanh
hodc protein huyét twong ngudi nho hon 0,7 va 7,2%, theo thir tw, ndng do tenofovir disoproxil
fumarat thay di tir 0,01 téi 25 pug/mL. Thé tich phan phéi ¢ ndng d6 dinh 1a 1,3 £ 0,6 L/kg va 1,2+
0,4 L/kg, va dung dudng tiém tinh mach tenofovir disoproxil fumarat thi 1,0 mg/kg va 3,0 mg/kg.
Chuyén hoéa va thai trir:
Trong thir nghiém in vitro cho thdy ca tenofovir disoproxil hodc tenofovir khong la chat nén cua
enzyme CYP450.
Sau khi tiém tinh mach tenofovir, khoang 70-80% lidu duge tim théy trong nudc tiéu O dang khong
dbi tenofovir disoproxil fumarat trong vong 72 gi¢r. Sau khi ubng don liéu EDAR, thoi gian ban thai
ctia tenofovir disoproxil fumarat khoang 17 gio. Sau khi udng da liéu EDAR 300 mg mdi lan/ngay
(trong diéu kién nhin doi), 32 + 10% lidu duoc tim thiy trong nudc tiéu trén 24 gid.
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Tenofovir duoc thai trir bang viéc két hop loc qua ciu than va bai tiét qua 6ng than. Vi thé c6 thé co
sr canh tranh vé dao thai voi nhitng chét ciing bai tiét qua than.

CHI PINH PIEU TRI:
EDAR duoc chi dinh két hop voi cac thude khang retrovirus khac dé diéu tri nhiém HIV-1 ¢ bénh
nhan ngudi 1ém tir 18 tudi trd 1én.
Hiéu qua ctia EDAR dua trén nhitng két qua cta cac nghién ciru didu tri cho cac bénh nhan chua
timg diéu tri trude d6, bao gdm cac bénh nhén c6 s6 lwgng virus 1ém (> 100.000 ban sao/ ml) va cac
nghién ciru trong d6 EDAR duge dung bd sung vao liéu phap diéu tri co ban (chi yéu la liéu phap
két hop 3 thudc) cho bénh nhan trude do da timg diéu tri thude chdng retrovirus nhung that bai
(<10.000 ban sao/ml, chu yéu la bénh nhan ¢6 < 5.000 ban sao/ml)
Luwa chon EDAR d diéu tri cho nhitng bénh nhan da tung diéu tri thuube chéng retrovirus truoc do
phai dwa trén két qua thir nghiém tinh nhay cam cua virus va/hodc tién st diéu tri cia bénh nhén.
Viém gan B: EDAR duoc chi dinh cho diéu tri viém gan B & ngudi 16n ma co ning gan dugc bu rir,
voi bang chimg hoat dong nhan ban cta vi rit, ndng do alanin aminotrasferase (ALT) tang cao lién
tuc va bang chimg mo hoc cta viém dang hoat dong va/hoic xo héa.
Chi dinh nay dwa chu yéu trén dap (mg md hoc, vi rat hoc, hoa sinh & huyét thanh hoc & bénh nhan
truong thanh chwa diéu tri bing nucleoside v6i viém gan B man tinh HBeAg duong tinh va HBeAg
am tinh vdi chire nang gan dugce bu trir.

LIEU DUNG VA CACH DUNG:
Liéu phap nén dugc thiét lap boi 1 bac sT ¢ kinh nghiém trong diéu tri cho bénh nhan nhiém HIV.
Véi cac truong hop bénh nhan khong nudt duge thude, EDAR ¢6 thé duoc sir dung dudi dang hoa
tan vién nén trong it nhat 100 ml nude, nwde cam ép hodc nho ép.
Nguwoi lom:
Liéu dé nghi 1a ubng 300 mg (1 vién) 1 lin/ngay cing véi bita an. ?/ '
Tré em:
EDAR khéng dugce dé nghi cho bénh nhén tré em dudi 18 tudi do thiéu cac dir liéu vé do an toan va
hiéu qua cho ddi twong nay.
Ngwai gia:
Khéng c6 cac dit lidu vé lidu ding cho bénh nhan ngudi gia trén 65 tudi.
Bénh nhén suy thén:
Tenofovir dugc bai tiét qua than va tich lily Tenofovir tang khi bénh nhan suy than. Can diéu chinh
khoang cach liéu ding cho nhitng bénh nhén c6 do thanh thai creatinin < 50 ml/phut, chi tiét nhu
sau:
Viéc diéu chinh liéu dung cho bénh nhéan suy thdn dua trén cac dir liéu han ché va co thé 1a chua
phai 14 t&i wu nhat. D9 an toan va hiéu qua ciia cac huéng dan diéu chinh liéu ding nay chua dugc
danh gia trén 1am sang. Do vay, cac dap img trén 1am sang véi viée diéu tri va chire nang than nén
dugc theo ddi chét ché trén nhitng bénh nhén suy thén:
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D¢ thanh thai creatinin Bénh nhin tham tach mau
(ml/phiit)*
30-49 10-29
Khoang cach liéu | M&i 48 gid | M3i 72-96 gid | Mdi 7 ngay sau khi két thic tham
ding ( lieu 300 mg tach mau**
EDAR)

* Tinh todn dwa trén trong legng co thé trung binh.

** Nhin chung, liéu dimg 1 ldn/tudn trong truecng hop tham tach mau 3 lan/tuan, moi lan
khodang 4 gio hodc sau tong 12 gic tham tach mdu. Khong cé liéu d@é nghi cho bénh nhén ¢é
dé thanh thai creatinin < 10 ml/phiit.

Bénh nhan suy gan: ?V
Khéng yéu cau diéu chinh liéu ding cho bénh nhan suy gan

CHONG CHI PINH
EDAR duoc chéng chi dinh cho bénh nhin mén cam véi hoat chét hodic bét cir thanh phan nao cua
thude.

NHUNG LUU Y PAC BIET VA CANH BAO KHI SU DUNG THUOC
EDAR khong duoc sir dung cung véi bét ctr thude nao khéc co chira Tenofovir Disoproxil Fumarat.
Tenofovir Disoproxil Fumarat chwa dugc nghién ciru trén bénh nhan dudi 18 tudi.
Tenofovir chii yéu duoc diéu tiét qua than. Tich lily Tenofovir c6 thé tang v6i bénh nhén suy than
trung binh va niing ( dd thanh thai creatinin < 50 ml/phit) sir dung liéu EDAR 300 mg (1 vién) mdi
ngady. Do vy can phai diéu chinh liéu dung cho bénh nhin ¢6 do thanh thai creatinin < 50ml/phut.
Cén theo ddi can than cac déu hiéu ngd doc, nhu xdu thém tinh trang suy than, nhung ciing c6 thé sur
dung 1 vién EDAR véi cac khoang cach lidu dung hop 1y dé diéu tri HIV cho bénh nhan suy than.
D6 an toan va hiéu qua cua EDAR trén bénh nhan suy than chua duoc kiém ching trén 1am sang.
Bénh nhén suy than, c6 thé bao gdbm giam phosphat huyét, da dugc béo cao khi sir dung Tenofovir
Disoproxil Fumarat.
Cén theo doi chirc nang than (do thanh thai creatinin va phosphat huyét thanh) truéc khi udng
EDAR, méi 4 tuén trong 1 nam dau diéu tri, va sau mdi 3 thang sau d6. Véi nhimg bénh nhan c6
nguy co hay tién sir suy than va bénh nhan suy than, nén can nhic theo ddi chat ché hon.
Néu ndng dé phosphat huyét thanh < 1.5 mg/dL (0.48 mmol/l) hodc do thanh thai creatinin < 50
ml/pht, chirc nang than nén duoc kiém tra lai trong vong 1 tudn, bao gdm do ndng do glucose, kali
trong mau va ndéng do glucose trong nuéc tiéu, va khoang cach liéu dung EDAR phai duge diéu
chinh. Céan nhéc viéc ngimg diéu tri cho bénh nhén c6 d thanh thai creatinin giam thip hon 50
ml/phut hoidc ndng d6 phosphat huyét thanh < 1.0 mg/dL (0.32 mmol/l).
Tenofovir Disoproxil Fumarat chua duoc danh gia trén bénh nhan uéng céc thude ciing gay doc cho
than (nhu cdc aminoglycoside, amphotericin B, foscanet, ganciclovir, pentamidin, vancomycin,
cidofovir hodc interleukin-2). Str dung Tenofovir Disoproxil Fumarat nén tranh két hop véi cac
thude ciing gay doc cho than. Néu viée két hop Tenofovir Disoproxil Fumarat va cac thudc ciing gy
doc cho than khong thé tranh khoi, chic nang thin nén duoc theo dai hang tuan.
Tenofovir Disoproxil Fumarat chua dugce danh gia trén 1am sang v6i bénh nhan dang sir dung thudc
duoc bai tiét qua than boi cing 1 yéu t6 van chuyén (hOTAI- yéu té van chuyén anion hitu co 1)
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{nhu adefovir dipivoxil, cidofovir la cac yéu td da biét gdy doc cho than). Yéu t& van chuyén nay
(hOAT1) c6 thé chju trach nhiém bai tiét qua dng than va mot phan, bai tiét qua than cua tenofovir,
adefovir va cidofovir. Do viy, duge ddng hoc cua cac thube nay ¢o thé bi thay ddi néu chung dugc
st dung dbng thoi. O ngudi tinh nguyén khoe manh, 1 lidu don adefovir dipivoxil ciing véi
Tenofovir Disoproxil Fumarat khéng gy tuong tac dang ké vé dugc dong hoc. Tuy nhién, d6 an
to&n trén lam sang bao gdm kha nang anh huong dén thin khi két hop diéu tri adefovir dipivoxil va
Tenofovir Disoproxil Fumarat van chua duge biét. Trir khi that su can thiét, viée két hop céc thude
nay khong dwoc khuyén cdo, nhumg néu khong tranh khoi thi can theo ddi chire ning thin hang tuan.
Trong 1 nghién ciru ¢6 kiém soat 144 tuén so sanh Tenofovir Disoproxil Fumarat véi stavudin trong
két hop lamivudin va enfavirenz trong diéu tri cho bénh nhan khéng ding khang netrovirus, giam
nhe mat do khoang xwong ¢ hong va cft séng dd duoc ghi nhidn ¢ 2 nhém didu tri. Giam mat do
khodng & xuong cdt séng va thay ddi cdu tric sinh hoe ciia xwong ting déng ké trong nhém bénh
nhan sir dung Tenofovir Disoproxil Fumarat trong nghién ciru 144 tudn. Giam mat dd khodng &
xuong hong tang dang ké & nhom bénh nhan nay trong 96 tun. Tuy nhién, khéng ting rli ro gay
xuong hodic ¢6 bing ching bt thudng trong img trén 14m sang sau 144 tudn. Néu nghi ngd ¢6 céc
bat thudmg vé xuong, cin tham khéo ¥ kién cua thdy thudc ¢6 kinh nghiém.

Tenofovir Disoproxil Fumarat nén dugc tranh sir dung trong nhiing bénh nhin da timg didu tri
khang retrovirus voi chiing tiém 4n dot bién K65R.

Tenofovir Disoproxil Fumarat chua dugc nghién ciru trén bénh nhan ngudi gia #én 65 tudi. Rénh
nhin ngudi gia thuong hay bi suy than, do vy can than trong khi sir dung Tenofovir Disoproxil
Fumarat cho d6i tugng nay.

Bénh gan: Tenofovir va Tenofovir Disoproxil Fumarat khong bi chuyén héa boi cic enzym gan.
Mot nghién clru duge dong hoc dd duge thire hién trén cac bénh nhan khoéng nhidm HIV vdi céc
mire d6 suy gan khac nhau. Khong ¢6 sy thay dbi duge dong hoc ddng ké dugc ghi nhan & céc bénh
nhan nay.

D6 an toan va hiéu qua cua Tenofovir Disoproxil Fumarat gidi han trén bénh nhén rbi loan chirc
nang gan. Bénh nhan viém gan B hay C man tinh duoe didu tri liéu phap két hop céc thube khang
retrovirus ting nguy co rii ro viém gan va tir vong do gan. Trong trudng hop két hop cac thude
khang virus dé diéu tri viém gan B hay C, cdn tham khéo k§ cang thong tin vé timg thudc.

Bénh nhén rdi loan chire nang gan trude dé bao gdm ca viém gan mén tinh tién trién bi tang nguy co
bat thuomg chire nang gan trong qua trinh didu tri két hop véi cdc thude khang retrovirus va nén
duoe theo dbi theo qui trinh chudn. Néu ¢6 bang chitng cho thay tram trong thém bénh gan & nhitng
bénh nhén nay, cdn can nhic nglmg didu tri.

Nhiém acid lactic: Nhiém acid lactic, thuémg két hop v6i bénh gan nhiém m@, da dugc bio cdo khi
st dung cac thude twong tir nucleosid. Cac dir lidu tién 1am sang va ldm sang cho thdy nguy co rii ro
xay ra nhiém acid lactic, mét loai tdc dong cia cac thude tuwong ty nucleosid, nguy co nay thap voi
Tenofovir Disoproxil Fumarat. Tuy nhién do Tenofovir ¢6 cdu tric lién quan dén céac thude twong tir
nucleosid, nguy co nay khong thé bi loai trir. Céc triéu chimg sém (ting lactat huyét triéu ching)
bao gdm cac triéu chimg tidu hoa (budn nén, nén va dau bung), khé chiu khong dic hiéu, mat cam
giac ngon miéng, gidm cin, cac triéu chimg hé hép (thé nhanh va/hodc thé sdu) hodc céc triéu ching
than kinh (bao gbm kha nang kém diéu khién may moe). Nhiém acid lactic ¢6 thé gay tir vong cao

Trang 4/9



va ¢6 thé lién quan dén viém 1uy, suy gan hodic suy thin. Nhiém acid lactic thuomg xay ra sau vai
thang diéu tri.

Diéu tri véi céc thude tromg ty nucleosid nén ngimg khi ¢6 cée triéu chimg tang lactat méau va nhiém
lactic chuyén héa, tién trién to gan, hoac ting nhanh néng do cic aminotransferase.

Can than trong khi diéu tri cac thude tuong tw nucleosid cho bét cir bénh nhan nao (dac biét phu niv
béo phi) vdi chimg gan to, viém gan hodc cic yéu td r0i ro khac da biét vé bénh gan va chimg gan
nhiém m& (bao gébm mét sb loai thude va rwou). Bénh nhan nhiém ddng viém gan C duge diéu tri
voi alpha interferon va ribavin cé thé gap cac nguy co rii ro dic biét.

Cac bénh nhan ¢6 kha ndng ting cdc nguy co rii ro nén dugce theo dbi chit che.

Liéu phap két hop khéng retrovirus lién quan dén sur tai phan bd chit béo (loan dutng lipit) trong co
thé bénh nhan nhifm HIV. Cic két qua nghién clru kéo dai vé céc trudng hop nay hién nay chua
duoc biét. Co ché cia viée ndy cling chira ré ring. DA c6 gia thuyét v& mot su lién hé giira su tich
md trong ndi tang va sy uc ché protease va sy tiéu md va sy Uc ché sao chép nguge nucleoside.
Nguy co loan dudng lipit cao lién quan dén mét sb yéu 16 dac biét nhur tudi gia, va cac yéu td lién
quan dén thude nhw diéu trj kéo dai khang retrovirus va lién quan dén rbi loan chuyén hoa. Cac xét
nghiém 14m sang nén bao gbm danh gia cac dAu hiéu thue thé cia sy tai phin bd lai chét béo trong
co thé. Can nhic dén viéc kiém tra nhanh ndng d6 lipit trong huyét thanh va glucose trong mau. Roi
loan lipit nén dugc xur tri thich hop tiy 1am sang. W

Tenofovir ¢6 cu tric lién quan dén céc thude tuong tir nucleoside do d6 nguy cotii ro rbi loan lipit
khong thé loai trir. Tuy nhién, cdc dir Hiéu cta 1 nghién ciru 14m sang 144 tudn voi bénh nhan khong
diing khang retrovirus cho thiy nguy co réi loan lipit véi Tenofovir Disoproxil Fumarat thdp hon véi
stavudin khi két hop diéu tri véi lamivudin va enfavirenz.

Cac thude twong tu nucleoside va nucleotide dd duge chimg minh in vitro va in vivo giy ra tdn
thuong céc ty tap thé & nhiéu mirc d6 khac nhau. Di c¢é cac bio cao vé réi loan ty lap thé ¢ dira tre
khong bi nhiém HIV trong tir cung vi/hodc tré so sinh do céc thude tuong tu nucleoside. Céc tac
dung c6 hai duoc bao cao chi yéu la réi loan mdu (thiéu mau, giam bach cu trung tinh), rdi loan
chuyén héa (tang lactat huyét, ting lipase huyét). Cac hién tuong nay thuong thodng qua. Mt s6 161
loan than kinh mudn da duoc bao céo (tang truong lyc, co giat, hanh vi bét thudng). Hién chua biét
cdc rbi loan nay s& thoang qua hay kéo dai. Thai nhi trong tr cung ngudi me st dung céc thude
tuong ty nucleoside, tham chi ca thai nhi khéng bi nhiém HIV, nén dugc theo déi ca 1am sang va xét
nghiém, va ciling nén kiém tra kha ning rdi loan nhidm sic thé khi ¢6 cde triéu trirng va dau hidu ¢
lién quan. Cac két qua nay hién tai khéng anh huong dén cac khuyén cao khi st dung liéu phép
khéng retrovius cho phu nit ¢6 thai dé ngan 14y truyén tir me sang con.

Hgi ehirng phin ing mién dich: Vi bénh nhan nhiém HIV suy giam mién dich tai thoi diém thiét
1ap lidu phép két hop khang retrovirus (CART), phan tmg viém khéng ¢6 triéu chirng hodc cac mam
bénh co hoi c6 thé phat sinh va gy ra céc tinh trang nghiém trong trén 1am sang hodc 1am tram
trong thém céc triéu chimg. Céc phan (ng nhur vy thudng xdy ra trong vong mot vai tudn hay vai
thang dAu thiét 14p CART. Bénh nhén dugc khuyén nén kiém tra y t& néu ¢ céc dau hiéu dau nhirc
khop, cting khop hoac khé di chuyén.

Két hop didu tri Tenofovir Disoproxil Fumarat va didanosin giy ting 40-60% tich Iy didanosin
trong co thé 1am tang nguy co cac tac dung c6 hai lién quan dén didanosin. Hiém khi xay ra viém
tuy va nhiém acid lactic, d8i khi gdy tir vong duoc béo cho.
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Giam liéu didanosin (xuéng ¢on 250 mg) da duoc thir nghiém dé tranh tich lily qua muce didanosin
trong trudmg hop két hop véi Tenofovir Disoproxil Fumarat, tuy nhién diéu nay lién quan dén cac
bao céo trong vai thir nghiém liéu phép két hop cho théy ti 1& thét bai trong diéu tri virus va kha nang
dé khang & pha ddu cao hom. Két hop didu tri Tenofovir Disoproxil Fumarat va didanosin do vy
khong dugc dé nghi, dac biét cho bénh nhén ¢o ) lugmg virus cao va sd luong té bao CD4 lhfip. Néu
lidu phap két hop that su can thiét, bénh nhan nén duge theo ddi than trong do cac phan tng co hai
cua didanosin.
Liéu phap két hop 3 thudce nucleoside; C6 nhimg béo cdo vé ty 1& cao diéu tri virus thét bai va dé
khang nhanh khi Tenofovir Disoproxil Fumarat duge két hop voi lamivudin va abacavir cling nhu
két hop voi lamivudin va didanosin véi lidu 1 lAn/ngay.
Bénh nhén nén duoc khuyén ring cac lidu phap khang retrovirus, bao gém cd Tenofovir Disoproxil
Fumarat, khéng dugc chimg minh ngin ngira kha ning lay truyén HIV cho ngudi khac qua duong
sinh duc truc tiép hofic nhidm qua dudng mau. Van can cdc bién phap bao vé can thiét trong qué
trinh st dung thudc.
EDAR c6 chita lactose monohydrate. Bénh nhan nhi bi chimg khéng dung nap galactose di truyén
do thiéu men Lapp lactase, ho#ic bat thiéng hap thu galactose-glucose khong nén udng thude nay.
TUONG TAC VOI CAC THUOC KHAC, CAC DANG TUONG TAC KHAC w7
Céc nghién ciru twong tac thude chi dwge thire hién trén ngudi 1ém. i
Dua trén cac két qua nghién ctru in vitro va con dudmg chuyén héa da biét ctia Tenofovir, kha nang
trong téc gian tiép qua CYP 450 lién quan giira Tenofovir va céc thube khac.
Tenofovir dugc bai tiét qua thén, qua ca loc clu than va bai tiét tich cuc qua cac yéu 6 van chuyén
anion hitu ¢ (hOATI1). Két hop didu tri Tenofovir Disoproxil Fumarat voi cac thude khac ciing
duoe bai tiét tich cuc qua thin nhe yéu t hOAT! (nhu cidofovir) cé thé gay ting ndng dé Tenofovir
hodc cua thube duge diéu tri két hop.
Két hop voi cde thude khang retrovirus khic:
Emtricitabin, lamivudin, indinavir, enfavirenz, nelfinavir va saquinavir (ddn chat cla ritonavir) két
hop diéu tri véi Tenofovir Disoproxil Fumarat khéng géy tuong tac ¢6 gid tri trén 1am sang.
Khi Tenofovir Disoproxil Fumarat duge sir dung két hop v& lopinavir/ritonavir, khong co sy thay
déi vé duge ddng hoc cia lopinavir va ritonavir duge ghi nhan. AUC cia Tenofovir ting xdp xi 30%
khi Tenofovir Disoproxil Fumarat dugc st dung két hop véi lopinavir/ritonavir. Nong d6 Tenofovir
cao hon ¢6 lién quan dén tac dung ¢6 hai ctia Tenofovir, bao gdm ca rdi loan thén,
Khi vién nang bao tan trong rudt didanosin duge udng trude 2 gior hode ddng thai cing Tenofovir
Disoproxil Fumarat, AUC cta didanosin tidng trung binh lin luot 12 48% va 60%. AUC trung binh
ctia didanosin tang 44% khi ding truée Tenofovir 1 gidr. Trong ca 2 truong hop cde thong sé duge
dong doc cua Tenofovir sir dung déu ¢é mét su thay d6i. Do vay khong nén két hop Tenofovir
Disoproxil Fumarat va didanosin.
Khi Tenofovir Disoproxil Fumarat dugc st dung cing atazanavir, giam ndng do atazanavir duoe ghi
nhén (giam lan lugt 25% va 40% AUC va Cmin voi ham lugng atazanavir la 400 mg). Khi ritonavir
két hop vdi atazanavir, khong ¢6 anh huéng ciia Tenofovir 1én atazanavir, Cmin giam nhe, trong khi
AUC gidm tuong tw nhu truomg hop trén (giam lan luot 25% va 26% AUC va Cmin véi licu
300/100 mg). Két hop atazanavir/ritonavir voi Tenofovir Disoproxil Fumarat gdy lang tich liy
Tenofovir, Nong do Tenofovir cao hon c¢6 lién quan dén tic dung cé hai cua Tenofovir, bao gbm ca
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r6i loan than. K&t hop diéu trj atazanavir/ritonavir véi Tenofovir Disoproxil Fumarat da dugc chimg
minh qua 1 nghién ctru 1dm sang.
Ciac twong tac khac:
Két hop Tenofovir Disoproxil Fumarat, methazon, ribavirin, rifampicin, adefovir dipivoxil hodc cac
héc mon tranh thai chira norgestimate/ ethinyl estradiol khong gay twong tac dugce dong hoc.
Tenofovir Disoproxil Fumarat dugc udng cung thitc an, do thitc an tang sinh kha dung cua
Tenofovir.

SU DUNG CHO PHU NU' CO THAI VA CHO CON BU:
Phu nir ¢6 thai:
Khong ¢6 cac thong tin 14m sang vé viéc sir dung Tenofovir Disoproxil Fumarat trén ngudi mang
thai.
Cac nghién ciru trén dong vat khong chi ra tryc tiép hoac gian tiép cac tac hai ctia Tenofovir
Disoproxil Fumarat cho ngudi mang thai, su phat trién cua thai nhi, qua trinh sinh dé hodc su phat
trién cua tré so sinh.
Tenofovir Disoproxil Fumarat chi nén sir dung trong thoi ky mang thai néu loi ich mang lai cao hon
nguy co rai ro cho thai nhi.
Tuy céc rii ro cho thai nhi chwa dugc biét, viée sir dung Tenofovir Disoproxil Fumarat cho nguoi 6
kha ning mang thai phai dugc két hop vai cac bién phép tranh thai hiéu qua.
Phu nit cho con ba:
Cac nghién ctru trén dong vét cho thiy Tenofovir dugc bai tiét qua sita. Khong biét liéu Tenofovir
c6 duoc bai tiét qua sira ngudi hay khong. Do vdy nguoi dang dung Tenofovir khdng nén cho con
bu.
Mot nguyén tic chung, nhitng nguai phu nit bi nhiém HIV khéng nén cho con bu dé tranh lay truyén
HIV cho dua tré.

ANH HUONG PEN KHA NANG LAI XE VA VAN HANH MAY MOC:
Khéng c6 cac nghién ciru vé anh hudng cua thube dén kha nang l4i xe va van hanh may mée. Tuy
nhién bénh nhan nén duoc théng bao rang hién twong hoa mat da duge thong bio trong qua trinh sur
dung Tenofovir.

TAC DUNG KHONG MONG MUON CUA THUOC:
Pénh gia cac phan (mg ¢6 hai dva trén cac nghién ctru tién marketing va 2 nghién ctru trén 6353 bénh
nhan da timg diéu tri trude d6 st dung Tenofovir Disoproxil Fumarat (n=443) hodc gia dugce (n-
210) trong liéu phap két hop véi cac thude khang retrovirus trong 24 tudn va ciing trong mot nghién
ctru ¢6 kiém sot so sanh mu dbi trén 600 bénh nhan chua timg diéu trj truée d6 udng Tenofovir
Disoproxil Fumarat 300 mg (n=299) hodc stavudin (n=301) trong két hop lamivudin va enfavirenz
trong 144 tuan.
X4p xi 1/3 bénh nhan ¢6 tic dung phu trong khi didu tri véi Tenofovir Disoproxil Fumarat két hop
voi cac thube khang retrovirus. Cac phan nay thuomg la cac phan ung vé tiéu héa nhe dén trung
binh.
Céc tac dung phu con nghi ngor (c6 thé) lién quan dén viéc diéu tri duoc liét ké bén dudi dya vao
nhom co quan ty 18 tuyét déi. Vi mdi nhom, tac dung khdng mong mudn duge trinh bay theo thir tyr
giam dan: ty 1é rat thuong xuyén (>1/10), thuong xuyén (> 1/100, < 1/10), khong thuong xuyén (>
1/1000, < 1/100), hiém (> 1/10.000, < 1/1000), hodc rat hiém (<1/10.000), bao gém céc bdo cdo co
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lién quan, hogic khong biét (xéc dinh qua giam sit an toan tién marketing va ty 1& udc tinh tir céc dit
liéu sin c6).

Chuyén héa va dinh dwing:

Rét thuong xuyén: giam phosphat huyét.

Hiém khi: nhiém acid lactic

Hé than kinh trung wong:

RAt thuong xuyén: hoa mét

H¢ hé hép, ngwe, trung that:

Rét hiém: kho the

H¢ tiéu héa:

Rét thuong xuyén: tiéu chay, budn non, nén

Thuong xuyén: day hoi

Hiém khi: viém tuy.

Gan:

Hiém khi: ting cac transaminase

Rat hiém khi: viém gan.

Da va tb chire dwéi da:

Hiém khi: ban do

Co xwong khéop:

Khéng rd: bénh co, nhuyén xwong (ca 2 lién quan dén bénh dng than gan)

Thén va tiét niéu:

Hiém khi: suy than, suy than cép, bénh dng than gan (bao gdm ca hoi ching Fanconi), tang
creatinin.

Rét hiém: hoai tir 6ng thén cép.

Khoéng ro: viém than (bao gdm viém than ké cap), d4i théo nhat do than.

Cic roi loan chung:

Rat hiém: suy nhugc.

X4p xi 1% bénh nhan diéu tri Tenofovir Disoproxil Fumarat phai ngimg diéu tri do céc tac dung phy
duong tiéu hoa.

Liéu phép két hop cac thude khang retrovirus ¢ lién quan dén bat thudng chuyén héa nhu tang
triglycerid mau, tang cholesterol mau, khang insulin, ting glucose mau va tang lactat mau.

Liéu phap két hop cac thude khang retrovirus ¢6 lién quan tai phan bb chit béo trong co thé (loan
dudng lipid) trén bénh nhan nhiém HIV bao gbm ca nhiém m& dudi da mat va ngoai bién, ting m&
trong 6 bung va noi tang, phi dai tuyén va va tich lily m& ¢ phan lung héng (budu hung)

Trong 1 nghién ctru ¢6 kiém soat 144 tudn cho bénh nhéan chua timg diéu tri thudc khang retrovirus
truoc do so sanh Tenofovir Disoproxil Fumarat véi stavudin trong két hop véi lamivudin va
enfavirenz, cac bénh nhan udng Tenofovir Disoproxil Fumarat c6 ty 1é loan dudng lipid thap hon so
voi nhdm bénh nhéan sir dung stavudin. Tenofovir Disoproxil Fumarat cling gay tang triglyceride
nhanh va téng cholesterol trung binh it hon stavudin.

Véi bénh nhan nhiém HIV suy giam mién dich tai thoi diém thiét 1ap liéu phap két hop thude khang
retrovirus (CART), phan tmg viém khéng c6 triéu chimg hodc bdi nhiém co hdi c6 thé phat sinh.
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Di ¢6 bao cao vé cac truong hop hoai tir xuong khi thiét lap liéu phap két hop khang retrovirus
(CART), dic biét véi bénh nhan da biét trudce cac nguy co rui ro, gay tién trién tinh trang HIV hodc
tich Iy thudc kéo dai. Ty 1¢ vé trudng hop nay chua duge biét.

QUA LIEU:
Néu qua lidu xay ra, bénh nhan phai duoc theo doi chat ché va cac bién phap hd trg cin thiét.
Tenofovir c6 thé loai bo qua thAm tach mau, do thanh thai trung binh cta Tenofovir qua tham tach
mau khoang 134 ml/phut. Dao thai Tenofovir bang tham tach phiic mac van chua dugc nghién ctu.

HAN DUNG: 36 thang ké tir ngay san xuét
BAO QUAN: Bio quan & noi mét, khd dudi 30°C. Tranh anh séng. @,/
TRINH BAY: Hop 1 vi x 10 vién.

San xuit béi:
ATRA PHARMACEUTICALS LIMITED
Plot No. H-19, M.1.D.C Area, ngyj,,_&giangabad 431133, Maharashtra State, An DJ.
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TUQ. CUC TRUING
P.TRUSNG PHONG
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