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2.Nhan trén hop 3 vi

GMP Hép 3 vi x 10 vién nén bao phim

Rx Thuéc ban theo don

‘@
e

DUQ'C
TRUNG JONG 3
A 3 DE XA TAM TAY TRE EM

THANH_ PHAN' . B0C KY HPONG DAN SIF DUNG TRUPO'C KHI DUNG
Tenofovir disoproxil fumarat ... .. 300 mg BAO QUAN O NHIET DO DUFGT 30°C
Ta duwoe visa Al oo 1 vién TRANH AM, TRANH ANH SANG TRUC TIEP
CHI BINH, CHONG CHI BINH, CACH DUNG: — C?S"Pﬁt l\jg[;tl’cfc o
Xin docto hu‘dng.dan str dung. 115 Ngé Gia Ty - Phuéng Hai Chau 1
TCCs SBbK: Quén Hai Chau - Thanh phé Ba Ning

GMP Box of 3 blisters x 10 film coated tablets

Rx Prescription Drug

TENOFOVIR

‘@
o

DLFOC
TRUNG FONG 3
COMPOSITION: KEEP OUT OF REACH OF CHILDREN
Tenofovir disoproxil fumarat ............ 300 mg READ THE DIRECTION CAREFULLY BEFORE USE
STORE AWAY FROM MOISTURE, LIGHT, BELOW 30°C
Excipients ... ..G.5.. ~

|ND|CATIONS CDNTRA]NDICA“ONS
ADMINISTRATION:
Please see the enclosed leaflet.
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HAN DUNG :
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3. Nhan trén vi

4.Nhan trén lo 60 vién

THANH PHAN:
Tenofovir disoproxil fumarat ... ... 300 mg
Ta duac viva di ......... ... 1 vién

CHi BINH, CHONG CHI BINH, CACH DUNG:
Xin doc t&r hudng din sir dung,
Tccs ek

BE XA TAM TAY TRE EM
DOC KY HUGNG DAN SU DUNG TRUQT KHI DUNG
BAO QUAN & NHIET B6 DUOT 36°C
TRANH AM, TRANH ANH SANG TRUC TIEP

Sdn xudt tai:
CONG TY CO PHAN DUPQ'C TW 3
115 Ngé Gia T - Phurdng Hai Chau 1
Quéan Hal Chau - Thanh phé Da Ning
SO LOSX :
NGAY SX
HAN DUNG :

5.Nhén trén lo 100 vién

THANH PHAN:
Tenofovir disoproxil fumarat ... .. 300 mg
Tadugcviradl......... s 1 V€N

CHI BINH, CHONG CHi BINH, CACH DIING:
Xin doc t& hudng dan sir dung.
Tces  seK:

DE XA TAM TAY TRE EM
BOC KY HUONG DAN SU DUNG TRUGC KHI DUNG
BAO QUAN O NHIET 8§ DUFOT 30°C
TRANH AM, TRANH ANH SANG TRUC TIEP

San xUat tai:
CONG TY CO PHAN DU'Q'C TW 3
115 Ngo Gia Tu - Phuéng Hai Chau 1
Quan Hai Chu - Thanh phé Ba Ning
SOLOSK :
NGAY SX :
HAN DUNG :

[HOGMP
Rx Thuéc bin theo don

TENOFOVIR

Lo 60 vién nén bao phim

C
ouvgc
TRUNS UTNG 3

1 GMP
Rx Thudc bén theo don

TENOFOVIR

Lo 100 vién nén bao phim

2
—

buoc
TRUNG UUNED

. 1 tablet
ONS,

Excipients .
INDICATIO!
ADMINISTRATION:

Please see the enclosed leaflet

KEEP OUT OF REACH OF CHILDREN
READ THE DIRECTIONS CAREFULLY BEFORE USE
STORE AWAY FROM MOISTURE, LIGHT, BELOW 30°C

Manufachured by
CENTRAL PHARMACEUTECAL JOINT STOCK COMPANY ¥.3
115 Ngo Gia T Strast - Hai Chu 1 Vi
Hei Chau District - Da Nang City

COMPOSITION:
Tenofovir disoproxil fumarat ........... 300 mg
Excipients ...........Q.5.... .... 1tablet

INDICATIONS, CONTRAINDICATIONS,
ADMINISTRATION:
Please see the enclosed leaflet.

KEEP OUT OF REACH OF CHILDREN

READ THE DIRECTIONS CAREFULLY BEFORE USE
STORE AWAY FROM MOISTURE, LIGHT, BELOW 30°C

Manufachured by
CENTRAL PHARMACEUTICAL JOINT STOCK COMPANY N3
115 Ngo Gin Tu Streat - Hai Chau | Viard
ai Chat: Dizict - Da Nang City
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TO HUONG DAN SU DUNG
Thong tin thude danh cho bénh nhéin
Vién nén bao phim TENOFOVIR
Thuéc nay chi ding theo don ciia bdc sT
Dé xa tam tay cia tré em
Thudc nay chi dung theo don cua bdc ST
Doc ky hudng dan sir dung trudc khi dimng
Théng bdo ngay cho bdc sT hodc dugc si nhitng tdc dung khong mong mudn gdp phai khi sir dung

Thanh phén, ham lugng thubc:

Tenofovir disoproxil fumarat ................co..e. 300 mg

(twong dwong 245 mg tenofovir disoproxil)

T4 duoc (Avicel 102, prosolv SMCC 90, pregelatinized starch, talc, aerosil, magnesi stearat,
PEG 6000, HPMC 606, titan dioxyd, brilliant blue lake) vira di 1 vién.

M5 ta thanh pham:

Dang bao ché: Vién nén bao phim.

M6 ta dang bao ché: Vién nén dai, bao phim mau xanh, canh va thanh vién lanh lan.

Quy cach déng goi: Pong hop 3 vi x 10 vién nén bao phim, 10 vi x 10 vién nén bao phim.
DPong lo 60 vién, 100 vién.

Thudc diung cho bénh gi?

- Nhidm HIV-1 & nguoi 16n, tré em trén 12 tudi: Phai ding phéi hop tenofovir voi cde thude
khang retrovirus khac.

- Du phong cho cdn b0 y té phai tiép xtic véi cac bénh pham (mau, dich co thé...) c6 nguy co
lay nhiém HIV: Phai phbi hop véi cac thudc khang retrovirus khac.

- Tenofovir cling dugc dung trong didu trj viém gan B man tinh & ngugj 1gn, tré em 16n hon 12
tudi ¢6 chirc nang gan con b, ¢6 chimg et vi-rit tich cuc nhan 1én, tang ALT kéo dai, viém
gan hoat dong va/hodc co md xo gan duge chirmg minh bing td chire hoe.

Nén dung thudc nay nhu thé nao va liéu lwgng?

* Cach dung:

Thube duge dung bang dudng ubng, nén udng thube cling v6i bita dn vao mot thoi diém nhat
dinh.

* Liéu dung:

- Nguoi lon:

Didu trj HIV: 1 vién/lAn/ngay. Phai ding két hop véi cdc thubc khang retrovirus khéc.

Phong nhiém HIV cho ngudi 16n bi phoi nhidm v6i HIV-1: Phai két hop véi cac thude khang
retrovirus khac. Phai dung that som, trong vong vil gid sau khi bj phoi nhiém. Liéu 1
vién/lan/ngay va trong 4 tudn néu dugc dung nap t6t.

Piéu tri viém gan B man tinh: Liéu khuyén cdo: 1 vién/ lan/ngay.

Thoi gian t6i uu didu tri chua dugc biét ro. Ding thudc theo hudng dan cia bic s¥.

_ Thanh thiéu nién tiv 12 dén <18 tudi va can ning = 35 kg:

Piéu tri HIV: Liéu khuyén céo: 1 vién/ ln/ngay.

Pidu tri viém gan B: 1 vién/lan/ngay.



- Nguoi cao tudi: Khong c6 dix liéu khuyén cdo vé lidu cho bénh nhan trén 65 tudi.

- Bénh nhdn suy than: Dung thubc theo hudng dan cla béc s§.

- Bénh nhdn suy gan: Khong cAn hiéu chinh lidu & bénh nhén suy gan

Khi nao khong nén ding thudc nay?

- Néu di tng véi bét clr thanh phan nao ctia thube.

Tac dung khéng mong muén:

Trong li€u trinh diéu tri HIV c6 thé ting cin, ting lipid va glucose mau. biéu nay lién quan
mdt phin dén sy hdi phuc strc khoé va 16i séng, ¢6 truong hop tang lipid mau do thude diéu tri
HIV. Nhitng thay d6i nay s& dugc bac s kiém tra.

Téc dung phu nghiém trong co thé xay ra:

- Lactic acidosis (thira axit lactic trong mau) 1a mgt bénh hiém gip nhung nghiém trong ¢
thé gay tir vong. Nhitng phan tng phu sau diy ¢6 thé 13 ddu hiéu cta thira axit lactic trong
méu: Thé sau, nhanh; budn ngl; cim giac budn nodn, ndn va dau da day. Lién hé ngay véi bac
s néu co nhitng triéu ching nay.

- Nhung phan {rng phu nghiém trong it gip: Dau bung do viém tuyén tuy, ton hai dén cac
té bao dng than.

- Nhiing phan ung phu nghi€m trong rit hiém: Viém than, di tiéu nhiéu va cam thay khat,
thay déi nudc tiéu va dau lung do cac van dé vé than, bao gém suy than, xuong mém (dau
xuong va doi khi dan dén giy xuong) co thé xay ra do tén thuong cac té bao Ong thin, gan
nhiém ma.

Rt thirong gap:
- Tiéu chay, non, budn ndn, chéng mdt, phat ban, cam thayg@y/
- Giam phosphat trong mau.
Thirong gap:
- Nhuc dau, dau da day, cam thiy mét méi, day hoi.
- Xuét hién van dé vé gan.
It gap:

- Nhuoe co, dau co hay suy nhuoc.

- Giam kali trong mau.

- Tang creatinin trong mau.

- Xuét hién van d& vé tuyén tuy.

- Nhuoe co, xuong mém (dau xuong va doi khi din dén gay xuong), giam kali hodc
phosphat trong mau ¢o thé xay ra do tén thuong cic té bao 6ng than.
Hiém gap:

- Pau bung do viém gan.

- Sung mat, mdi, ludi hodc ¢ hong.
Nén tranh dung nhirng thudc gi khi dang siv dung thude:
Khong ngung ding bat ky loai thude chdng HIV nao do bac si chi dinh khi bit diu dung
tenofovir néu bénh nhan bj ca HBV va HIV.
Khéng dung tenofovir néu dang dung cac loai thuéc khéc cé chira tenofovir disoproxil
fumarate hodc tenofovir alafenamide. Khong dung tenofovir cting voi thude co chira adefovir
dipivoxil (thude diéu tri viém gan B man tinh).

F AN A ol



Thong bao cho bac st néu dang dung céc loai thude khac co thé gay hai cho than. Bao odm cac
thude sau:

- Aminoglycosid, pentamidine hodc vancomycin (doi vé&i nhiém khuén).

- Amphotericin B (d6i véi nhiém nim).

- Foscarnet, ganciclovir, hodc cidofovir (déi v6i nhiém vi-rat).

- Interleukin-2 (diéu tri ung thu).

- Adefovir dipivoxil (d6i véi HBV).

- Tacrolimus (dé rc ché hé mién dich).

- Thubc chéng viém khong steroid (NSAIDs, lam giam dau xuong hodc co).
Céc loai thubc khac ¢6 chira didanosine (ddi voi nhiém HIV): Dung tenofovir v6i cac thude
khéng vi-rit chira didanosine co thé 1am ting mirc didanosine trong mau va co thé lam giam sé
té bao CD4. Hiém khi viém tuy va toan lactic (thtra axit lactic trong mau), doi khi gy tir vong,
da dugce bao cao khi dung thude chira tenofovir disoproxil fumarate va didanosine cung lac.
Bic si s& can nhic cn than liéu bénh nhan c6 nén didu tri két hop tenofovir va didanosine hay
khong.
Thong bao vai bac si néu ban dang dung ledipasvir/sofosbuvir hoac sofosbuvir/velpatasvir dé
didu tri nhiém trung viém gan C.
Cin lam gi khi mgt lan quén khong dung thube:
Néu bo 15 mot lidu tenofovir, hdy tinh xem queén lidu trong bao lau:
- Néu it hon 12 gio tir lic quén lidu: Ubng thudc cang som cang t6t va sau do ding liéu tiép ¢
theo vao thoi diém binh thuong. u
- Néu hon 12 gio tir lic quén lidu: Cho va udng licu tiép theo vao thoi diém binh thudng.
Khéng dung lidu gdp doi d& bu cho mot vién thude da quén.
Cin bao quan thuéc nay nhw thé nao: Nhiét do dudi 309C, trérf[\“%n, tranh anh sang truc
tiép.
Nhirng dau hiéu va triéu chirng khi dung thube qua lidu:
Ubng qua ahidu vién thude tenofovir ¢o thé c6 nguy co cao gip phai cac tac dung phu cua
thube (Xem phan “Téc dung khong mong mubn”).

Cén phai lam gi khi dung thudc qua lidu? %.'?3
Mang theo thudc dang dung dén gip bac si hodc dén ngay co sO'y té gin nhét dé duoc tu van, %
Nhiing diéu cin than trong khi dung thubc nay: 3
- Théng béo cho béc sT hode dugc s trude khi dung thude. £
- Bénh nhan van c6 thé lay truyén HIV khi dung thudc nay, mac du nguy co lay nhiém bi han -;’:

ché nho kha ning khang retrovirus cuia thudc. Thao ludn voi béc st v& cac bién phap phong
ngira cin thiét @& tranh 1ay nhiém cho nguoi khac. Tenofovir khong lam giam nguy co lay
nhidm HBV cho nguoi khéc qua duong tinh duc hogc nhiém tring mau. Bénh nhén can phai
tiép tuc dé phong lay nhiém.

- Thong béao vdi bac si hodc duge s7 néu bi bénh thin hodc két qua xét nghiém thén co vén dé.
Khong nén dung tenofovir cho thanh thiéu nién c6 céc vin dé vé than. Thude ¢6 thé anh hudng
dén than trong khi diéu tri. Trude khi bit dau va trong qué trinh diéu tri, bac si co thé yéu cau
xét nghiém mau 4 kiém tra chirc nang than. Truong hop bénh nhan la nguoi 16m, béc st ¢ thé
gidm lidu so véi lidu thuong dung. Bénh nhan khong dugc tu giam lidu, trir khi duge su cho



phép cua béc si. Khong nén dung tenofovir cung voi cac thudc co thé gay hai cho than, néu bit
budc phai dung, cin kiém tra chirc ning than 1 1An/tudn.

_ Céc vén d& v& xuong: Mot sb bénh nhan 12 ngudi 16n bi nhiém HIV didu tri phdi hgp ARV
c6 thé gip cac vAn d& vé bénh xuong goi 12 osteonecrosis (hoai tir xuong xay ra do su méit mau
{61 xuong). P6 dai otia ligu phap phéi hop thude khang retrovirus, st dung corticosteroid, tiéu
thu ruou, ac ché mién dich cao, chi s6 khoi luong co thé ting, trong s6 nhiing yéu td khac, co
thé 1a mot sb trong nhiéu yéu t6 giy hai cho su phat trién ctia bénh. DAu hiéu hoai tir xuong 12
d6 ctng khép, dau nhirc (dac biét l1a hong, dAu gdi va vai) va kho van dong. Néu xuét hién bat
ky triéu ching nao trong s nhiing triéu ching nay, can phai thong béo voi béc si. Cac van dé
vé xuong (doi khi din dén gay xuong) ciing co thé xay ra do ton thwong céc té bao éng than.

- Thong bao cho bac si néu co tién st bénh gan, bao gbm viém gan. Bénh nhén co bénh gan
bao gf)m viém gan loai B hoac C man tinh, nhitng nguoi dugc didu tri bang thube khang vi-rat,
c6 nguy co cao ¢o thé gay bién chimg gan nghiém trong va co thé gay tlr vong. Néu bi nhiém
viém gan B, béac sT s& xem xét cén than cach didu tri tot nhét cho bénh nhan. Néu nguoi bénh
c6 tidn st bénh gan hogc viém gan si€u vi B man tinh, bac si ¢ thé tién hanh xét nghiém mau
dé theo ddi chirc ning gan.

_ Phét hién nhiém tring: Néu bénh nhan bi nhiém HIV tién trién (AIDS) va bi nhiém trung, c6 ——

thé phat trién cac triéu chung nhidm tring va viém hodc tram trong hon cac triéu chung cua

nhiém tring hién tai khi bat dau diéu trj bing tenofovir. Nhirng tri¢u ching nay cho thdy he -~
thdng mién dich cua co the dang chéng lai nhiém tring. Theo ddi cac dAu hiéu viém hodc "
nhidm trung ngay sau khi bat dau dung thudc. Néu xuét hién cac dau hiéu viém hodc nhiém

trung, thong bao voi bac si ngay 1ap tic.

- Ngoai cac bénh nhiém trung co hoi, rdi loan ty mién dich (mot tinh trang xay ra khi hé mién
dich tin cong md co thé khoe manh) ciing cé thé xay ra sau khi bét dju Adung thube dé diéu tri
nhidm HIV. Réi loan tw midn dich ¢6 thé xay ra nhiéu thang sau khi bat dAu didu tri. Néu phat
hién bét ky triéu ching nhiém tring hodc céc triéu chimg khic nhu yéu co, diém yéu bt diu &
ban tay va ban chan va di chuyén vé phia than cta co thé, danh tréng nguc, run hodc hiéu
dong, hiy thong béo ngay cho bac s dé tim ra phuong phap diéu tri.

- Thong béo cho bac si hodc dugc st néu nguoi bénh trén 65 tudi. Tenofovir chua duoc nghién
ctru & bénh nhén trén 65 tudi. Néu bénh nhan trén 65 tudi duoc ké don tenofovir, s€ duge bac
sT theo ddi cén than.

Théi kp mang thai: Khong duge dung thudc trong thai ky trir khi co chi dinh cua bac si. Mic
du c6 it dir ligu 1am sang v& viée sit dung thude & phu nit ¢6 thai, tenofovir thudong khong duroc
str dung trir khi can thiét. Nén tranh mang thai trong thoi gian diéu tri. Truong hop cd thai, ¢an
tham van bac si vé nhitng l¢i ich va rui ro tiém 4n khi dung thude. Néu phai dung thudc frong
thoi ky mang thai, bac si ¢ thé thuong xuyén yéu cAu xét nghiém mau va cdc xét nghiér Uhin
doan khac dé giam sat sy phat trién cta thai nhi. Ddi v6i nhitng tré ma me da dung thudc trong
thoi ky mang thai, loi ich tir sy bao vé chdng lai vi-rat cao hon nguy co bi cac phan tng phu.
Thoi kp cho con bi: Phu nit bi nhiém HIV va viém gan B dugc khuyén céo 1a khong cho con
bu dé tranh 1ay nhiém HIV va HBV cho tr¢ so sinh. Chua ro tenofovir ¢6 vao sira khong. Tuy
nhién, nguoi me dung tenofovir dé diéu tri HIV khong dugc cho con bu.



Anh hwéng dén khd néng ldi xe va vin hanh mdy moc: Thudc ¢o thé gay chong mat, Néu
cam thay chong mit khi dang dung thudc, khong dugc 1ai xe hoac vén hanh may moc.

Khi nao cin tham vin bac si, duwge si?

Cén phai thong béo cho bac st hoac dugc si trong cac truong hop sau:

- Néu dang mang thai, du dinh mang thai hodc cho con bu.

- Néu dang dung thubéc ké don, khong ké don, thudc thao dugc hodc bd sung ché d6 dinh
dudng.

- Néu dang bi di tng thudc, thirc an hogc céc chét khéc.

- Néu ¢6 tién str bénh than (bao gdm cdc bénh than gdy ra do su dung thude nhu adefovir),
hodc néu dang thAm phan.

- Néu c6 tidn sir bat thuong chirc ndng gan hogc bénh gan.

- Néu vira bi HIV vira bi viém gan B.

- Néu bj lodng xuong, co yéu td nguy co lodng xuong hoac ¢6 van dé vé xuong nhu gay
xuong.

_ Néu bi béo phi, néu khong thé nudt vién nén.

Néu cin thém thong tin xin hoi y kién cta bac st hode dugc si.

Han dung cua thude: 36 thang ké tir ngdy san Xudt.

Tén, dia chi, biéu twong ctia co s sin Xuit:

r - g ™
. Cong ty Co phan Dugc Trung wong 3 s
DU&QC 115 Ngb Gia Ty - Phuong Hai Chau 1 Quén Hai Chau - Thanh phé ba N%mg.;;
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\
TRUNG UONG 3 >lw }
o
b 4 > As A ~ - A . = - / !'G 3’ * /
Ngay xem xét sira doi, cap nhat lai ndi dung hwong dan sir dung th%ﬁ./ o J/
A4S
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TO HUONG DAN SU DUNG
Théng tin thube danh cho cin by y té
Vién nén bao phim TENOFOVIR
(Thudc nay chi dimg theo don ctia bdc s1)
Thanh phin:
Tenofovir disoproxil fumarat .............oceeeeeee. 300 mg
(twong duong 245 mg tenofovir disoproxil)
Ta duoc (Avicel 102, prosolv SMCC 90, pregelatinized starch, talc, aerosil, magnesi stearat,
PEG 6000, HPMC 606, titan dioxyd, brilliant blue lake) vira da 1 vién.
Dang bao ché: Vién nén bao phim.
Dwoc Iye hoc:
Nhom duoc ly: Thudc khang retrovirus.
Mda ATC: JOSAFO07.
- Tenofovir 12 mt nucleotid trc ché enzym phién ma nguogc. Thubc dugc dung theo dudng
ubng dudi dang disoproxil fumarat ester. Tenofovir disoproxil fumarat la mot mubi cia tién
dugc tenofovir disoproxil dugc hip thu nhanh va chuyén thanh tenofovir roi thanh tenofovir
diphosphat do dugc phosphoryl hoa trong t& bao. Tenofovir diphosphat rc ché enzym phién
ma nguge cua vi-rat HIV-1 va e ché enzym polymerase ctia ADN vi-rit viém gan B, do canh
tranh véi co chit deoxyadenosin 5'-triphosphat dugc st dung trong cac té bao dé tdng hop
ADN, va sau khi gin vao ADN s& cham dirt kéo dai thém chubi ADN.
- Péi v6i HIV in vitro: Nong do cua tenofovir cAn thiét dé (e ché 50 % (CE50) cta ching
hoang di trong phong thi nghiém HIV-1 1a 1-6 micromol/lit trong cdc dong té bao lympho.
Nong do cta tenofovir te ché 50% (CES50) HIV-2 in vitro 1a 4,9 micromol/lit trong céac té bao
MT-4. Céc ching HIV-1 nhay cam giam d6i voi tenofovir disoproxil fumarat ¢6 thé tao ra in
vitro, va cling dd tim thiy trong lam sang khi didu tri bang thube nay. Cac ching nay déu cé
mdt dot bién K65R. C6 thé c6 khang chéo tenofovir voi cac thube e ché enzym phién ma
nguge. Ngoai ra viéc thay thé K70E trong phién ma nguge HIV-1 lam giam nhay cam voi
tenofovir & muc do thap. Péi véi cac chung HIV-1 ¢6 kha nang chbng lai cic chét tc ché
nucleoside co 3 hodc nhiéu dot bién twong tu thimidine bao g61n ca dot bién gen M41L hodc
L210W ciing giam dap Gmg v6i tenofovir disoproxil fumarat.
- Péi v6i vi-rat viém gan B, hoat tinh khang vi-rat in vitro cha tenofovir da dugc gia trong
dong té bao HepG 222.15 clia dong t& bao. Nong do tenofovir can thiét dé e che 50 % 12 0,14
-1,5 micromol/lit, ndng do gy doc t& bao 50 % la > 100 microgam/lit. Chua thdy c6 vi-rit
viém gan B nao khang thubc tenofovir disoproxil fumarat.
Dugc dong hoc:
Hdp thu: Tenofovir 1a mot diester tan trong nude. Sau khi cho nguoi bi HIV ubng tenofovir
disoproxil fumarat, thudc duge hip thu nhanh chéng va chuyén hoa thanh tenofovir. Néng do
dinh tenofovir trong huyét twong dat dugc trong vong 1- 2 git sau khi udng lidu 300 mg
tenofovir cung thirc an 1a 296 + 90 nanogam/ml. Sinh kha dung duong ubng cta tenofovir &
ngudi doi khoang 25%. Khi ubng tenofovir voi mot bira dn giau lipid s& gitp tang sinh kha
dung 1én dén 40%, Cumax tang khoang 14 %.
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Phdn ghéi: Tenofovir duge phan phéi dén hau hét cac mo, chu yéu tap trung cao ¢ than, gan,
rudt. Ty 1€ thudc gin vao protein huyét tuwong la dudi 1 %, gin véi protein huyét thanh 12
khoéang 7 %.

Chuyén héa: Cac nghién clru in vitro chi ra ring cé tenofovir disoproxil fumarat va tenofovir
khong phai la co chét cua cac enzym CYP450.

Thai trie- Sau khi udng, thoi gian ban thai cua tenofovir khoang 12-18 gid. Tenofovir duge dao
thai qua nudc tiéu bang co ché két hop loc cAu than va bai tiét tich cuc qua éng cAu than. Tham
phan mau co thé loai b thude ra khoi mau.

Cic truwong hop dic biét:

Tuoi: Céc nghién ciru dugc dong hoc chua duge thue hién & ngudi cao tudi (trén 65 tudi).

Gidi tinh: Duoc dong hoc cua tenofovir & nam gi6i va nir gioi tuong nhau.

Tré em:

HIV-1: Néng do thudc & trang thai 4n dinh cua tenofovir dugc danh gia trén 8 bénh nhin mic
HIV ¢6 dd tudi tir 12 dén dudi 18 tudi vai trong lugng co thé > 35 kg trung binh thu dugc Crmax
130,38 = 0,13 pg/ml va AUCo 1a 3.39 + 1,22 pg.h/ml. Nong dd tenofovir & ngudi l16n va tré
¢6 do tudi trén 1a twong duong nhau sau khi uéng 300 mg tenofovir disoproxil fumarat.

Viém gan B: Nong do tenofovir ¢ trang thai 6n dinh dugc danh gia trén cac bénh nhén maic
viém gan B ¢6 dd tubi tir 12 dén < 18 tudi véi trong luong co thé > 35 kg, sau khi dung 1 lidu
duy nhét tenofovir disoproxil fumarat 300 mg, tuong tu véi ndng do tenofovir 6 nguoi lon.
Duge dong hoc cta tenofovir disoproxil fumarat 300 mg chua duge nghién ciru ¢ tré em dudi
12 tudi va voi bénh nhi bi suy than.

Bénh nhdn suy than:

Cac thong s6 duge dong hoc duge xac dinh sau khi dung 1 liéu duy hit 245 mg tenofovir
disoproxil trén 40 bénh nhan 1a nguoi 16n khong bi HIV va viém gan B\nhung bi suy than vl
cac muc do khac nhau dugc xac dinh theo hé 6 thanh thai creatinin (Crc) (chie ning than
binh thuong khi Crci > 80 ml/phit; nhe voi Cra = 50-79 ml/phit; vira phai voi Cra = 30-49
ml/phut va nghiém trong v6i Crar = 10-29 ml/phit). Bénh nhan c6 chirc ning than binh thuong,
CV% tenofovir tang 12%. So vdi bénh nhan c6 chirc ning thin binh thudng, bénh nhan suy
than nhe CV% tenofovir tang 30%, suy than vira CV% tenofovir tang 42%, suy than nang
CV% tenofovir 45%. O nhimg bénh nhan ¢6 bénh than oiai doan cudi (ESRD) (Crai <10
ml/phat) doi hoi phai chay than nhén tao, tri sb nf‘)ng dd Cumax va AUCo- clia tenofovir ting 1én
dang k& trong 48 giv. Vi vy, khuyén c4o tang khoang cdch lidu & bénh nhan suy than c6 hé sb
thanh thai creatinin < 50 ml/phut hodc & bénh nhan chay thin nhén tao.

Bénh nhdn suy gan:

Cac thdng sé duge dong hoc duge xac dinh sau khi dung 1 liéu duy nhét 245 mg tenofovir
disoproxil trén cac bénh nhan 14 ngudi 16n khong bi HIV va viém gan B, nhung bi suy gan Vol
cac murc do khac nhau theo phan loai Child-Pugh-Turcotte (CPT), cho thay khong c6 sy thay
dbi dang ké trén bénh nhén suy gan vi vay khong can hiéu chinh lidu & bénh nhén suy gan.
Quy cach déng goi: Dong hop 3 vi x 10 vién nén bao phim, 10 vi x 10 vién nén bao phim.
DPéng lo 60 vién, 100 vién.

Chi dinh diéu tri:
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- Nhiém HIV-1 & ngudi 16n, tré em trén 12 tudi: Phai dung phdi hop tenofovir voi cac thude
khang retrovirus khéc.

- Dy phong cho cén bd y té phai tiép xtc v6i cac bénh phim (mau, dich co thé...) c6 nguy co
lay nhiém HIV: Phai phdi hop véi cac thudc khang retrovirus khac.

- Tenofovir ciling dugc dung trong diéu tri viém gan B man tinh ¢ nguoi 16n, tré em 16n hon 12
tudi ¢6 chic ning gan con b, c6 chimg cir vi-rat tich cyc nhan 1én, tang ALT kéo dai, viém
gan hoat dong va/hodc c6 mo xo gan duge chiing minh bing tb chire hoc.

Cach ding - Liéu dung:

* Cach ding:

Thuébc duge dung bang duong ubng, nén udng thudc cting véi bita dn vao mot thoi diém nhat
dinh.

* Lieu diing:

- Nguoi lon:

Diéu tri nhidm HIV: 1 vién/lan/ngdy. Phai dung két hop véi céac thude khang retrovirus khac.
Phong nhiém HIV cho ngudi 1én bi phoi nhiém véi HIV-1: Phai két hop véi cac thude khang
retrovirus khac. Phai dung that sém, trong vong vai gior sau khi bi phoi nhiém. Lidu 1
vién/lan/ngay va trong 4 tuin néu dugc dung nap tot.

Diéu tri viém gan B man tinh: Liéu khuyén cdo: 1 vién/ lan/ngay.

Thoi gian tdi uu diéu tri chua dugc biét 5. Ngung diéu tri co thé duge xem xét nhu sau:

+ O nhimng bénh nhin AgHBe (+), khong co6 xo gan, diéu tri it nhét 6-12 thang sau khi xac dinh
c6 huyét thanh chuyén d6i HBe (AgHBe(-), khong phat hién dugc ADN cua yi-rat viém gan B
va ¢0 khang HBe) hodc dén khi c6 huyét thanh chuyén doi HBs hod Ay thudc mat tac
dung. Ty 1¢ ALT huyét thanh va ADN cua vi-rit viém gan B nén duoc theo doi thuong xuyén
sau khi ngung didu tri dé phat hién bét ky tai phat nao mudn.

+ O nhitng bénh nhan AgHBe (-), khong ¢6 x0 gan, didu tri nén dung it nhat 1a cho dén khi ¢6
huyét thanh chuyén d6i HBs hodc khi thdy thubc mét tic dung. Sau khi didu tri kéo dai hon 2
nam, danh gia lai thuong xuyén dugc khuyén khich dé xdc nhan ring viée tiép tuc diéu tri
dwoc lua chon van con thich hgp cho bénh nhén.

- Thanh thiéu nién tir 12 dén <18 tudi va can nang > 35 kg

Pidu tri nhidm HIV: Liéu khuyén cdo: 1 vién/lan/ngay.

Diéu tri viém gan B: 1 vién/lan/ngay.

- Ngudi cao tudi: Khong co dir ligu lidu khuyén cdo cho bénh nhén trén 65 tudi.

- Bénh nhén suy than:
Ngudi lon:
Bang 1. Diéu chinh liéu theo do thanh thai creatinin
Do thanh thai creatinin (ml/phut)” Bénh nhéan
> 50 30 - 49 10 - 29 thAm phan méu

M&i 7 ngay hodc 12
gior sau tham phén ¢o
cai thién®

Khoang cach dung cua lidu
tenofovir disoproxil fumarat | Mdi 24 gi& Mbi 48 gid
300 mg khuyeén céao

M3i 72 dén
96 gid

a Tinh todn dira trén thé trong co the.
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b Binh thuong méi tudn thém phdn 3 ldn, méi lan khodng 4 gio. T, huée dwoe sir dung ngay sau
dot tham phdn.

Tré em: Tenofovir khong khuyén c4o cho tré em suy than.

- Bénh nhén suy gan: Khong can hiéu chinh liéu & bénh nhan suy gan

Chéng chi dinh: Man cam véi bét ctr thanh phan nao cta thude.

Canh bao va thin trong khi sir dung

- Xét nghiém khéang thé HIV cho tit ca cac bénh nhin nhiém HBV trudc khi bat dau diéu tri
bang tenofovir disoproxil fumarate.

- HIV: Mic di viée e ché vi-rit béng lidu phéap khang retrovirus da dugc ching minh 1a lam
giam déng ké nguy co lay truyén tinh duc, nhung khong thé loai trir dugc nguy co con soét lai.
Céc bién phap dé ngan ngira 13y truyén nén dugc thyuc hién theo cac hudng dan quéc gia.

- Viém gan B man tinh: Bénh nhan phai dugc khuyen rang tenofovir disoproxil fumarate
khong dugc ching minh ngén ngura nguy co lay truyén HBV sang ngudi khic thong qua tiép
xtic tinh duc hodc dudng mau. Phai tiép tuc str dung céc bién phip phong ngtra thich hop.

- Khong nén dung tenofovir cho thanh thiéu nién co cac vin dé vé than. Trudce khi bat dau va
trong qué trinh diéu tri, yéu cau xét nghiém mau dé kiém tra chic ning va theo doi kha nang
hoat dong cua than. Truong hop bénh nhén 1a nguoi lon, co thé giam liéu so voi lidu thuong
dung. Khong nén ding tenofovir cling vdi cac thudc co thé gy hai cho than, néu bit budc phai
dung, can kiém tra chirc nang than 1 1An/tuan.

- Céc vén dé vé XLr(mg Mot s6 bénh nhén 1 nguoi 1on bi nhidm HIV diéu tri phdi hO’p ARV
c6 thé gap cac van d& vé& bénh xuong goi 1a osteonecrosis (hoai tor xwong do su mét mau
t6i xwong). Do dai cua li¢u phap ph01 hop thudc khang retrovirus, st dung corticosteroid, ti€u
thu rugu, e ché mién dich cao, chi s6 khéi lugng co thé tang, trong s6 nhitng yéu td khdc, ¢o
thé 1a mot so trong nhiéu yéu td gay hai cho su phat trién ctia bénh. Dau hi¢u hoai tir xucng la
d6 cing khép, dau nhire (dac biét 1a hong, dau gbi va vai) va kho vén dong Céc vén dé& vé
xuong (d6i khi dan dén gay Xuorng) cling co thé xay ra do ton thuong cac té bao ong than.

- Bénh nhén ¢6 bénh gan bao gbdm viém gan loai B hodc C man tinh, nhitng nguoi dugc diéu tri
bang thube khang vi-rut, c6 nguy co cao co thé gay bién chimg gan nghlem trong va co thé gay
tir vong. Néu bi nhiém viém gan B, cin xem xét can than cich diéu tri tdt nhat cho bénh nhén.
Néu ngudi bénh ¢ tién sir bénh gan hodc viém gan siéu vi B man tinh, béc si ¢6 thé tién hanh
xét nghiém mau dé theo ddi chitc ning gan.

- Phat hién nhiém trung: Néu bénh nhan bi nhiém HIV tién trién (AIDS) va bi nhiém tring, c6
thé phat trién céc triéu chimg nhiém tring va viém hodc trAm trong hon cac tri¢u ching cua
nhiém trung hién tai khi bat dau diéu tri bang tenofovir. Nhitng triéu chimg nay cho thiy hé
théng mién dich cua co thé dang chéng lai nhiém trung. Theo doi cac dAu hiéu viém hodc
nhiém tring ngay sau khi bit dau dung thuée.

- Ngom céc bénh nhiém trung co hoi, rdi loan ty mién dich (mot tinh trang xay ra khi hé¢ mién
dich tin cong mo co thé khoe manh) ciing c6 thé xay ra sau khi bit dau dung thude dé diéu tri
nhidm HIV. Réi loan ty mién dich c6 thé xay ra nhiéu thang sau khi bit du didu trj. Néu phat
hién bét ky triéu chimg nhidm trang hodc céc triéu ching khac nhu yéu co, diém yéu bét ddu &




ban tay va ban chéin va di chuyén vé phia than cta co thé, danh tréng nguc, run hodc hiéu
dong, cin xem xét phuong phéap didu tri.

- Tenofovir chua dugc nghién ciru & bénh nhén trén 65 tudi. Néu bénh nhén trén 65 tudi duoc
ké don tenofovir, cAn theo ddi cén théan.

Théi ky mang thai: Mac du c6 it dit liéu lam sang vé viée st dung thube & phu nir co thai,
tenofovir thudng khong dugc sir dung trir khi cin thiét. Nén tranh mang thai trong thoi gian
diéu tri. Truong hgp co thai, can phan tich vé nhitng loi ich va rui ro tiém &n khi ding thude.
Néu phai dung thudc trong thoi ky mang thai, thudng xuyén yéu cdu xét nghiém mau va céc
xét nghiém chin doén khac dé giam sét sy phat trién ctia thai nhi. Déi v6i nhirng tré ma me da
dung thube trong thoi ky mang thai, loi ich tir su bao vé chéng lai vi-rtt cao hon nguy co bi
cac phan tng phu.

Théi kp cho con bi: Phu nit bi nhiém HIV va viém gan B dugc khuyén cdo 1a khong cho con
bu dé tranh 14y nhiém HIV va HBV cho tré so sinh. Chua rd tenofovir ¢6 vao stra khong. Tuy
nhién, ngudi me dung tenofovir dé diéu tri HIV khong dugc cho con bu.

T4c dung ddi v6i kha niing lai xe va vin hanh may moc: Thubc ¢6 thé giy chong mat. Néu
cam thdy chong mit khi dang dung thudc, khong dugc 1ai xe hodc vén hanh may moc.

Twong tac voi cic thudc khac va cic dang twong tic khac:

- Khéng dung tenofovir néu dang dung céc loai thubc khac co chia tenofovir disoproxil
fumarate hoic tenofovir alafenamide. Khong dung tenofovir cuing v6i thude c6 chira adefovir
dipivoxil (thuée diéu tri viém gan B man tinh).

- Khong nén dung chung tenofovir disoproxil fumarate va didanosine. Khi dimg chung, nong
d6 Cumax va dién tich dudi duong cong (AUC) cua didanosine gia tang da ké. Co ché tuong
tac nay hién chua rd. Néng d6 didanosine cang cao, cang dé xay ra tac dung phy, bao gdm ca
viém tuyén tuy va viém day than kinh.

- Vi tenofovir chi yéu dugc thai trir boi thén, nén dung chung véi tenofovir disoproxil
fumarate v&i cac san phim lam giam chtrc nang thin hodc canh tranh tiét dich bing 6ng thong
qua cac protein van chuyén hOAT 1, hOAT 3 hodc MRP 4 (vi du cidofovir) co thé lam ting
nf")ng do tenofovir huyét thanh va/hodc lam ting nf‘)ng dd cua cac thude dugce bai tiét qua than
khic. Bao gbom: aminoglycosid, amphotericin B, foscarnet, ganciclovir, pentamidin,
vancomycin, cidofovir hodc interleukin-2. Tacrolimus cling ¢o thé anh huong dén chirc ning
thin, nén theo doi chat ché khi dung ddng thoi voi tenofovir disoproxil fumarate.

- Atazanavir lam ting ndng do tenofovir khi dung chung. Co ché nay chua rd. Bénh nhin ding
atazanavir va tenofovir ¢o biéu hién tac dung khong mong mudn két kop. Khi do nén tam
ngung dung tenofovir. Tenofovir lam giam AUC va Cuax clia atazanavir khi dung chung. Khi
dung phéi hop véi tenofovir, nén dung 300 mg atazanavir cing véi 100 mg ritonavir. Khong
dung atazanavir don ddc véi tenofovir ma phai ding kem thém ritonavir.

- Hon hop liponavir + ritonavir hodc darunavir + ritonavir 1am tang ndng do tenofovir khi dung
chung. Bénh nhén diéu tri & ché dd nay co biéu hién tac dung phu két hop. Khi do nén ngung
dung tenofovir d& tranh tac dung phu két hop.

- Céc thuéc khang vi-rat viém gan siéu vi C: Phéc 6 phéi hop gilta mot s6 thude khang vi-rat
viém gan siéu vi C v6i tenofovir disoproxil fumarate cd thé lam ting cac phan {mg phu lién
quan dén tenofovir disoproxil fumarate, bao gdm rdi loan chirc nang thin.
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- Khong ding chung tenofovir disoproxil fumarate voi lamivudin va abacavir c¢ling nhu véi
lamivudin va didanosin liéu 1 ngay/lan do ty 1& thit bai cao va 1am dé khing & giai doan sém
cia bénh nhan HIV.

- Tenofovir lam giam nong d6 lamivudin trong huyét tuo'ng

- Indinavir ding dong thdi véi tenofovir: Lam tang ndng do tenofovir va lam gidm ndng do
indinavir trong huyét tuong.

Tac dung khong mong mudn:

Dir liéu an toan:

HIV va viém gan B: O nhiing bénh nhén duge didu tri bang tenofovir disoproxil fumarate, céc
trudng hop hiém hoi bi suy than va céc bién cb hiém gip cta bénh than (bao odm hoi ching
Fanconi), nhiing bét thuong vé xuong (lién quan dén giy xuong). Theo doi chirc nang thén
duoc khuyén cdo cho nhing bénh nhén dung tenofovir (Xem phin “Canh bdo va than trong khi
st dung™).
HIV: Khoang 1/3 bénh nhén co thé gip phai cac phan ung phu sau khi didu tri bang tenofovir
disoproxil fumarate két hop véi cac thudc khang retrovirus khac. Nhiing phin ing nay thuong
1a cac triéu chirng tiéu héa nhe dén trung binh. Khoang 1% bénh nhén (ngu01 I6n) duoc didu
tri bing tenofovir disoproxil fumarate ngung didu tri do cac bién chimg vé duong tiéu hoa.
Khong nén dung phdi hop tenofovir va didanosine vi didu nay ¢6 thé lam ting nguy co phan
{ng bét loi. Hiém gdp hon 1a viém tuy va toan lactic, doi khi gy tor vong (Xem phan “Tuong
tac véi cac thude khac™).
Viem gan B: Khoang 1/4 bénh nhén 6 thé gip phai cac phan ting phu%%u/éhi didu trj bing
tenofovir disoproxil fumarate, hau hét 1a cac phan (g nhe. Trong nhiing thir nghiém lam sang
ctia bénh nhan bi nhiém HBV, phan ung phu thuong gip nhit cia tenofovir disoproxil
fumarate 12 budn non (5,4%).
Tém tit cac phan (g c6 hai:
Rat thwong gap (ADR > 1/10):

- Tiéu chay, noén, budn ndn, chong mit, phat ban, cam thiy yéu.

- Gidm phosphat trong mau
Thurong gap (1/10 > ADR = 1/100):

- Nhirc diu, dau da day, cam thiy mét méi, day hoi.

- XuAt hién vén dé vé gan.

It gap (1/100 > ADR > 1/1.000):

- Nhuge co, dau co hay suy nhuge.

- Giam kali trong mau.

- Tang creatinin trong mau.

- Xuét hién van dé vé tuyén tuy.

- Nhuoc co, xuong mém (dau xwong va doi khi din dén giy xuong), giam kali hodc
phosphat trong mau c6 thé xay ra do tén thuong céic té bao dng thin,
Hiém gdp (1/1.000 > ADR):

- Dau bung do viém gan.

- Sung mat, mdi, ludi hodc ) hong.

MO ta céc phan Gng c6 hai:
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HIV va viéem gan B:

- Suy thdn: Tenofovir c6 thé gy ra suy thin nén theo ddi chirc ning thin dugc khuyén cdo.
Bénh than thuong duge cai thién sau khi ngung dung tenofovir disoproxil fumarate. Tuy nhién,
& mot sb bénh nhan, su suy gidm do thanh thai creatinin da khong cai thién hoan toan mac du
ngung dung tenofovir disoproxil fumarate.

HIV:

- Théng sb chuyén hoéa: Trong lugng co thé, mtrc lipid va glucose méau cd thé ting 1én trong
khi diéu tri khang retrovirus.

- Hoi ching kich hoat mién dich: O nhig bénh nhan nhidm HIV bi suy yéu mién dich ning &
thoi didm bit ddu CART (Combination antiretrovirus therapy - Ligu phap két hop
antiretrovirus) , ¢6 thé xay ra phan ng viém ddi véi nhiém trung co hoi khdng cd triéu ching
hodc nhiém trung co hoi. Céc r6i loan tu mién dich (nhu bénh Graves) ciling da duoc bdo cdo.

- Hoai tir xwong: Céc trudng hop bi hoai tir xuong da dugc béo cdo, ddc biét o bénh nhén co
céc yéu to nguy co.

Bénh viém gan B:

- Cac dot viém gan ning trong qué trinh diéu tri: Trong cac nghién ciru vdi nhitng bénh nhan
chua tirng st dung nucleoside, khi diéu tri enzym ALT (alanine aminotransferase) trén 10 lan
ULN (gidi han trén binh thudng) va 2 14n so véi dudng co s& xdy ra ¢ 2,6% bénh nhéan dugc
diéu tri bang tenofovir dlsoproxﬂ fumarate. ALT c6 thoi gian trung bmh khoi phat 8 tuan,
duoc giai quyét bang cach tiép tuc didu tri, va phdn 16n cac truong hop, ¢6 uan dén viéc
giam tai luong vi-rat xudng truée hodc gan ding voi do cao ALT. Khuyén cao thudng xuyén
theo ddi chirc ning gan trong qud trinh diéu tri.

- Céc dot viém gan nang sau khi ngiing didu tri: O bénh nhan nhiém HBV, céc b%mg chirng lam
sang va xét nghiém cho thay su gia ting viém gan da xay ra sau khi ngung diéu tri HBV.
Nguwoi cao tubi:

Tenofovir dlsoproxﬂ fumarate chua dugc nghién ciru ¢ bénh nhén trén 65 tudi. Bénh nhéan
nguoi cao tudi c6 nhidu kha nang bi suy gidm chirc nang than nén thén trong khi diéu tri bing
tenofovir disoproxil fumarate & bénh nhan cao tudi.

Bénh nhin suy thdn:

Vi tenofovir disoproxil fumarate ¢ thé gdy ddc cho than nén theo ddi chit ché chirc nang than
& nhitng bénh nhén suy thén ning khi diéu tri véi tenofovir.

Qui liéu va xir tri:

Triéu chung: Ubng qua nhiéu vién thube tenofovir co thé ¢6 nguy co cao gip phai cac tdc dung
phu cta thudc (Xem phan “Tac dung khong mong mudn”).

Céch xit tri: Tenofovir ¢6 thé dugc loai bo boi tham tach mau, thanh thai tham tach mdu trung
binh cta tenofovir 1a 134ml/phat. Thanh thai cia tenofovir bai thdm tach mang bung chua
duoc xac dinh.

Bio quan: Nhiét do dudi 30°C, tranh Am, tranh anh sang truc tiép.

Han dung cua thudc: 36 thang ké tir ngay san Xuét.

Tén, dia chi, biéu twgng ciia co sé sin xult:
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