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PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH

1. Thanh phén

M&i vién nén bao phim JIMENEZ chtra:

Tenofovir disoproxil fumarat ........................c... 300 mg

T4 dugc: Cellulose vi tinh thé MI01, lactose monohydrat, povidon, magnesi stearat,

croscarmellose natri, silicon dioxyd, HPMC E6, talc, titan dioxyd, polyethylen glycol 6000, mau
black PN, mau brilliant blue.

2. M6 ta san pham: Vién nén dai, bao phim mau xanh, hai mit tron.
3. Quy cach dong goi: Hop 3 vi x 10 vién.

4. Thudc ding cho bénh gi?

JIMENEZ chira hoat chat 1a tenofovir disoproxil, thugc nhém thudc khang retrovirus duoc ding
trong diéu tri HIV hoic HBV hodc nhiém dong thdi ca hai. Tenofovir 1a mot thudc @c ché
enzym phién mi nguoc nucleotid (NRTI), thudc hoat dong bang cach can thiép vao hoat dong
binh thuong cua enzym (¢ HIV la reverse transcriptase, ¢ HBV 1a DNA polymerase) dong vai
tro thiét yéu trong sy nhan 1én cua virus. Khi dung trong diéu tri HIV, tenofovir luén duoc phi
hop véi nhimng thude diéu tri HIV khac.

JIMENEZ duoc dung dé diéu tri HIV. Vién nén liéu 300 mg phu hop cho ngudi 16n va thanh
thiéu nién tir 12 dén < 18 tudi da dugc diéu tri v6i thude HIV khac nhung khong con tac dung
day du do dé khang, hodc bi tac dung khong mong muén.

JIMENEZ dugc dung dé diéu tri HBV. Vién nén liéu 300 mg phu hop cho ngudi 16n va thanh
thiéu nién tir 12 dén < 18 tudi.

Ban khong can phai bi HIV dé c6 thé dung tenofovir diéu tri HBV.

Thudc nay khong dung dé chira tri nhiém HIV. Khi dung tenofovir, ban van c6 thé bi nhiém
trung hodc cac bénh khéc lién quan dén nhiém HIV. Ban ciing c6 thé lay truyén HIV hoic HBV
cho nguoi khac, vi vay diéu quan trong 1a ban phai can than dé tranh lay nhiém cho ngudi khac.

5. Nén dung thudc nay nhu thé nao va liéu lwong?

Luon dung thude chinh xac nhu hudng dan cia bac sy hodc duoc sy. Néu ban chwa rd, hiy hoi
lai cho chic chén.

Liéu ding:

Liéu dung khuyén céo:

- Nguoi lon: 1 vién/ ngay dung vai thirc an.

- Thanh thiéu nién tir 12 dén < 18 tudi ning it nhit 35 kg: 1 vién/ ngay dung véi thirc an.

Ludn dung thude theo dung lidu khuyén céo cta bac sy dé dam bao hiéu qua day da cua thude,
va giam nguy co dé khang. Khong tu ¥ thay dbi liéu trir khi bac sy bao ban.

Néu ban 13 ngudi 16n va c6 bénh than, bac sy co6 thé s& khuyén ban dung thudc v6i khoang cach
lidu dai hon.

Néu ban bi HBV, bac sy ¢co thé s& cho ban xét nghiém ca HIV dé kiém tra néu ban ¢6 bi ca HIV
va HBV khong.

1722 TOA335CBB



Céch dung:
Luo6n dung thudc cung véi thire an.

6. Khi nao khong nén dung thudc nay?
Khong nén dung thudc nay néu ban:
- Man cam véi tenofovir disoproxil fumarat hodc bat ky thanh phan nao ctia thudc.

7. Tac dung khong mong muén

Khi diéu tri HIV, c6 thé xay ra ting can va tang nong do lipid huyét va glucose huyét. Diéu nay
mdt phan do hoi phuc strc khoe va 16i sdng, va trong truong hop lipid huyét doi khi 1a do thude
diéu tri HIV. Béc sy s& kiém tra nhiing thay doi nay cta ban.

Nhu céc thude khéc, tenofovir disoproxil fumarat c6 thé gy tic dung khong mong muébn, nhung
khong phai ai cling gdp phai.

Ngung ding thuéc va lién hé trung tdmy 1é gan nhdt néu ban gdp cdc phdn img sau:

Nhiém toan lactic (c6 qud nhiéu acid lactic ‘trong mau) hiém gip nhung nghlem trong va c6 thé
gdy tir vong. Céc téc dung khong mong mudn sau c6 thé 12 ddu hiéu ctia nhidm toan lactic:

- Thé sau, nhanh.

- Budn ngi.

- Budn ndn, ndn va dau bung.

Thong bdo véi bdc sy néu ban gdp cdc phan img sau:

It gap (gap ¢ 1 dén 10 nguoi trén 1.000 nguoi sur dung)

Dau ¢ bung do viém tuy.

Ton thuong té bao éng than.

Hiém gdp (gdp ol dén 10 ngueoi trén 10.000 nguoi sie dung)

Viém than, di tiéu nhiéu va cam thay khat.

Nudc tiéu thay doi va dau lung do van dé vé than, bao gom suy than.

Xuong mém (kém dau xuong va doi khi dan dén giy xwong), c6 thé xay ra do ton thuong té bao
ong than.

Gan nhiém m3d.

Cidc tdc dung khong mong mudn khdc:

Rat thirong gdp (gdp ¢ nhiéu hon 1 nguoi trén 10 nguoi sir dung)

Tiéu chay, non, budn ndn, chéng mat, phét ban, cam giic yéu.

Cic xét nghiém c6 thé cho thay phosphat huyét giam.

Thwong gap (gap o 1 dén 10 nguoi trén 100 ngueoi su dung)

Nhire dau, dau bung, mét moi, day bung, day hoi.

Cic xét nghiém c6 thé cho thdy van dé vé gan.

It gap (gdp & 1 dén 10 nguoi trén 1.000 ngueoi sir dung)

Co bi tiéu huy, dau co hoic yéu.

Cic xét nghiém c6 thé cho théy Giam kali huyét, ting creatinin huyét van dé vé tuy.

Sy tiéu huy co, xwong bi mém (kém dau xwong va doi khi dan dén giy xuong), dau co, yéu co
va giam kali hodc phosphat huyét c6 thé do tén thuong té bao dng than.

Hiém gdp (gdp & 1 dén 10 nguoi trén 10.000 nguwoi sir dung)

Pau bung do viém gan.

Sung ¢ mit, mdi, ludi, ¢ hong.

Thuoc cé thé cé tdc dung khong mong mudn khdc, thong bdo cho bdc sy nhiing tdc dung khong
mong muén gdp phdi khi sir dung thudc.

8. Nén tranh dung nhirng thudc hodc thwe phim gi khi dang sir dung thudc nay?

Thong bdo cho bac sy hodc dugc sy cta ban vé tAt ca cdc loai thudc ma ban dang st dung, bao
g6m ca céc thude ké don hodc khong ké don, cac vitamin hodc thude tir dugc lidu.

Khong ngung bat ky thudc khang HIV nao duoc ké don boi béac sy ciia ban khi ban bat dau ding
tenofovir néu ban bi nhiém ca HBV va HIV,
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Khong ding tenofovir néu ban dang dung thudc khéac ciing chira tenofovir disoproxil fumarat
hodc tenofovir alafenamid. Khong diing tenofovir chung véi adefovir dipivoxil (thubc diéu tri
viém gan B man tinh)

Thong bdo cho bdc sy hodc dirge sV néu ban dang sir dung cdc thude sau:

Céc thudc c6 thé gy ton thuong than:

- Aminoglycosid, pentamidin hodc vancomycin (diéu tri nhiém triing).

- Amphotericin B (diéu tri nhiém nam).

- Foscarnet, ganciclovir, hodc cidofovir (diéu tri nhiém virus).

- Interleukin-2 (diéu trj ung thw).

- Adefovir dipivoxil (diéu tri HBV).

- Tacrolimus (dung trc ché hé mién dich).

- Thudc khéng viém khong steroid (NSAID, dé giam dau xuong hoic co).

Céc thudc khac c¢6 chira didanosin (diéu tri nhiém HIV): Ding chung tenofovir véi céc thude
khang virus khac c6 chira didanosin c6 thé lam ting nong d didanosin trong mau cua ban va
giam sb lugng té bao CD4. Pi c6 béo cao hiém gip viém tuy va nhidm toan lactic (lugng acid
lactic trong mdu qud nhiéu), d6i khi dn dén tir vong khi ding chung tenofovir disoproxil
fumarat va didanosin. Bc s§ s& can than cin nhic c6 nén cho ban diing phdi hop tenofovir va
didanosin hay khong.

Ban ciing nén thong bao cho bac sy biét néu ban dang ding ledipasvir/ sofosbuvir dé diéu tri
viém gan C.

Sir dung tenofovir disoproxil fumarat véi thire dn va do uéng

Ban can ding tenofovir disoproxil fumarat véi thirc an.

9. Can lam gi khi mdt 1in quén khong dung thudc?

Ban khong nén quén ding thudc. Néu ban quén diing mot lidu, nhé lai di bao 1au ké tir khi ban

quén ding liéu do:

- Néu dudi 12 gid, ban nén ding thudc sém nhit c6 thé va sau d6 dung nhiing liéu tiép theo
nhu binh thuong.

- Néu d hon 12 gid, bo qua liéu di quén, dung nhimg liéu tiép theo nhu binh thuong. Khong
dung gap doi lidu dé bu lai cho liéu da quén.

Néu ban bi ndn trong vong 1 gio sau khi dung tenofovir, hdy dung thém mot vién nita. Ban

khong can diing thém 1 vién nita néu ban bi non sau khi ding thuée hon 1 gio.

10. Néu ban muén ngirng thudc

Khong ngimg thudc ma khong hoi y kién bac sy. Ngimg ding tenofovir ¢é thé 1am giam hiéu

qua cta diéu tri khuyén cdo boi bac s¥.

Néu ban bj viém gan B hodc HIV va viém gan B ddng thoi, ban can phai hoi ¥ kién bac sy trude

khi ngimg thubc. Mot s6 bénh nhin c6 xét nghiém mau hodgc triéu chimg cho thay tinh trang

viém gan t¢ hon khi ngtmg thudc. Ban c6 thé can dugc xét nghiém mau trong nhiéu thdng sau

khi diéu tri. O mét sé bénh nhan c6é bénh gan tién trién hodc xo gan, khong khuyén cdo ngimg

thudc vi c6 thé dan dén tinh trang viém gan ning hon.

- Thong bdo cho bac sy trude khi ban ngung thudc vi bat ky nguyén nhan nao, dic biét 1a néu
ban gap nhiing tdc dung khong mong mudn hodc c6 bénh khac.

- Thong béo ngay cho bdc sy v€ nhiing triéu chimg moi hoac bat thuong sau khi ngimg thudc,
dic biét 12 tridu ching ban nghi ¢6 lién quan dén nhiém virus viém gan B.

- Lién h¢ vdi béc sy trudce khi tdi st dung tenofovir.

Néu ban c6 cu héi gi thém, hiy hoi ¥ kién bac sy hodc duoc sy.

11. Cin bao quan thudc nay nhw thé nao?

Giit thudc trong bao bi gbc ctia nha san xuét, day kin.

Dé thude noi kho rao, tranh anh sang, nhiét do khong qud 30°C va ngoai tam véi caa tré em.
Khong sir dung thudc sau ngay hét han ghi trén bao bi (hop va vi thube).
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12. Nhitng diu hiéu va triéu ching khi dung thudc qua liéu

Diing thudc chinh xac nhu hudng dan cta bac sy. Néu ban diing qud lidu hodc tré em nudt phai
thudc, lién hé ngay véi bac sy va trung tdm y té gan nhét. Khi ding qud liéu ban c6 thé c6 nguy
co gip cdc tac dung khong mong mudn cao hon.

13. Can phii lam gi khi ding thudc qua liéu khuyén cio?

Ngung diing thubc va lién lac ngay véi bac sy hoic trung tam y té gan nhit.

Mang theo vién thudc ciing v6i bao bi dé béc sy biét ban da udng thudc gi va c6 bién phap xir Iy
kip thoi.

14. Nhirng diéu cn thin trong khi ding thudc nay

Truée khi ding thude nay, thong bdo cho bdc sy néu ban dang cé cdc vin dé vé sirc khée sau
day:

Can than khong dé 1ay nhiém cho nguwdi khic: Ban van c6 thé 1ay truyén HIV khi dang dung
thuoc nay, mac du nguy co thip nho vao tic dung cta thude khang retrovirus. Thao ludn véi bac
sy Ve nhitng than trong can thiét dé tranh 1ay nhiém. Tenofovir khong lam giam nguy co lay
truyen HBV cho nguoi khac qua dudng tinh duc hoac truyén mdu. Ban can tiép tyc than trong
dé tranh lay truyén.

Théong bio cho bac sy hodc dwoc sy néu ban ¢6 bénh than hoiic néu xét nghiém cho thiy
ban c6 van dé vé than: Khong nén ding tenofovir & thanh thiéu nién c6 van dé vé than. Trudc
khi dung thubc, bac sy ¢6 thé s& cho ban xét nghiém mau dé danh gia churc nang than cua ban.
Tenofovir ¢6 thé anh huong dén than cta ban trong khi diéu tri. Béc sy c6 thé cho ban xét
nghiém méu trong khi diéu tri dé theo ddi hoat dong ctia than. Néu ban 13 ngudi 16n, béc sy ¢6
thé s& tang khoang céch giita cic liéu ciia ban. Khong giam bét liéu dugc chi dinh, trir khi bac sy
bao ban.

Tenofovir thuong khong duoc ding chung véi cic thudc c6 thé 1am ton thuong than cta ban.
Néu phdi hop 1a khong thé tranh, bac sy s& theo dbi chire ning than ctia ban hang tuan.

Van dé vé xwong: Mot sé bénh nhan nguoi 16n nhiém HIV diung phdi hop thubc khing
retrovirus co thé phat trién bénh vé xuong goi la hoai tir xwong (chét moé xwong do thiéu cung
cAp mau dén xuong). Thoi gian str dung phdi hop, dung corticosteroid, alcohol, trc ché mién
dich ning, chi s6 khoi co thé cao c6 thé 1a mdt trong s6 nhiéu yéu td nguy co phat trién bénh nay.
Dau hiéu cta hoai tir xwong 13 cimg khép, dau khép (dic biét 1a hong, dau gdi va vai) va khé
chuyén dong. Néu ban ¢6 nhiing triéu chimg trén hay thong bdo voi bac sy.

Van dé vé xuong (d6i khi dan dén gay Xuong) ciing ¢o thé xay ra do ton thuong té bao dng than.
Thong bao cho béc s§ néu ban c6 tién sir bénh gan, bao gom viém gan: Bénh nhan c¢6 bénh
gan bao gdm viém gan B hodc C man tinh, diéu tri v6i thudc khdng retrovirus c6 nguy co gip
cic bién chung nang ¢ gan va c6 thé tir vong cao hon. Neu ban dang bi viém gan B, bac sy s¢&
can than can nhac diéu tri t6t nhat cho ban. Néu ban c6 tién sir bénh gan hodc viém gan B man
tinh, bac sy c6 thé cho ban xét nghiém mau dé theo ddi chic ning gan.

Can than nhiém trung: Néu ban dang bi nhidém HIV tién trién (AIDS) va bi nhiém triing, ban
¢6 thé ¢6 triéu ching nhidm tring va viém hodc triéu chimg ctia nhidm tring c¢6 sin ning hon
khi khéi dau dung tenofovir. Nhitng triéu chting nay c6 thé cho thdy hé mién dich cua ban di
duogc cai thién va dang chéng lai nhiém tring. Chd y nhitng ddu hiéu viém hodc nhiém tring
som sau khi khoi ddu ding tenofovir. Néu ban thiy nhimg dau hiéu ctia viém hodc nhiém tring,
thong bdo ngay cho bac sy.

Ngoai nhitng nhiém trung co hdi, bénh ty mién (tinh trang xay ra khi h¢ mién dich tin cong té
bao khde manh cuia co thé) cling co thé xdy ra sau khi ban khai dau sur dung thudc diéu tri HIV.
Bénh tu mién c6 thé xay ra nhiéu thang sau khi khoi dau diéu tri. Néu ban théy ¢ bat ky tri¢u
chtng nao cta nhiém tring hodc céc triéu chimg khac nhu yéu co, yéu tir ban tay va ban chén
1en t61 than minh, danh trong nguc, run hoic ting dong, hiy théng bido ngay cho béc sy dé dugc
dicu tri.
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Théong bio cho bic sy hodc duoc sy néu ban trén 65 tudi: Chua c6 nghién ctru s dung
tenofovir & bénh nhén trén 65 tudi. Néu ban trén 65 tudi va duoc chi dinh dung tenofovir, bac sy
s€ theo doi ban can than.

Thudc c6 chira lactose, thong bdo cho béc s§ néu ban da timg duoc cho biét khong dung nap véi

bat ctr loai duong nao.

Thudc ¢6 chira mau black PN, mau brilliant blue c6 thé gay di ting.

Diing thuéc cho tré em

Tenofovir 300 mg phu hgp cho:

- Thanh thiéu nién nhiém HIV-1 tir 12 dén < 18 tudi cén nang it nhat 35 kg va da timg dugc
diéu tri v6i thuéc HIV khac nhung khong con hiéu qua day du do dé khang, hoic c6 tic dung
khong mong mudn.

- Thanh thiéu nién nhiém HBV tir 12 dén < 18 tudi cin ning it nhat 35 kg.

Tenofovir 300 mg khong phu hop cho:

- Tré em nhiém HIV-1 dudi 12 tudi.

- Tré em nhiém HBV duéi 12 tudi.

Phu nir mang thai hodc cho con bu

Néu ban dang mang thai hodc cho con bu, nghi ban cé thé mang thai hodc c¢6 y dinh mang thai,

hay hoi y kién béc sy hodc duge sy trude khi dung thude.

Ban khong nén dung tenofovir trong thai ki trir khi da thdo luan véi bac sy. Mac du thong tin

1am sang con han ché vé viéc sir dung tenofovir ¢ phu nit mang thai, tenofovir thudng khong

duoc sir dung trir khi that sy can thiét.

Tréanh mang thai khi dang dung tenofovir. Ban can phai diing nhing bién phép tranh thai c6 hiéu

qua dé tranh mang thai.

Néu ban mang thai, hodc c6 y dinh mang thai, hoi ¥ kién béac sy vé nhiing loi ich va nguy co co

thé ¢6 cua thude khéang retrovirus véi ban va con cua ban.

Néu ban diing tenofovir trong thai ki, bac sy c6 thé yéu cau ban xét nghiém méu va lam céc xét

nghiém khac dé theo doi sy phat trién ctia con ban. O tré ¢6 me ding NRTI trong thai ky, 1oi ich

cua su bdo vé khoi HIV vuot trdi so véi nguy co tac dung khdong mong mubn.

Khong cho con bi khi diing tenofovir vi hoat chat tiét qua sita.

Néu ban 1 phu nir bi nhiém HIV hodc HBV, khong nén cho con bu dé tranh Iy truyén cho con.

Ldi xe va van hanh mdy moc

Tenofovir c¢6 thé gdy chong mit. Néu ban cam thay chong mit khi dung thudc, khong 1ai xe

hodc van hanh may moc.

15. Khi nao can tham vin bac sy, duoc s§?
Néu can thém thong tin xin héi y kién bac sy hoac dugc sy.

16. Han diing ciia thudc: 36 thang ké tir ngay san xuat.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CAN BO Y TE

1. DUQC LUC HQC

Ma ATC: JOSAF07.

Nhém duge Iy: Thude khang retrovirus.

Tenofovir 14 mét nucleotid trc ché enzym phién mé nguogc, duoc dung phéi hop véi cac thude
khang retrovirus khac (it nhit 13 1 thudc khéc) trong diéu tri nhim HIV typ 1 ¢ ngudi trudng
thanh. Thubc dugc dung theo dudng udng dudi dang disoproxil fumarat ester.

300 mg tenofovir disoproxil fumarat twong duong v6i khoang 245 mg tenofovir disoproxil hay
khoang 136 mg tenofovir.

Tenofovir disoproxil fumarat la mot mubi ciia tién dugc tenofovir disoproxil dugc hap thu
nhanh va chuyen thanh tenofovir rdi thanh tenofovir dlphosphat do dugc phosphoryl héa trong
té bao. Chét nay trc ché enzym phién ma ngugc cta virus HIV-1 va tc ché enzym polymerase
ctia ADN virus viém gan B, do tranh chip véi co chit ty nhién 12 deoxyadenosin 5’-triphosphat
va sau khi gan vao ADN s& chém dut kéo dai thém chudi ADN.

Dbi véi HIV in vitro, ndng do tenofovir can thiét dé e ché 50% (CE50) cac chung hoang da
trong phong thi nghiém HIV-1 13 tir 1 - 6 micromol/ L trong dong té bao lympho. Tenofovir
cling c6 tac dung d6i voi HIV-2 in vitro, voi ndng d6 e ché 50% 1a 4,9 micromol/ L trong céc
té bao MT4. Cac chung HIV-1 nhay cam giam ddi véi tenofovir disoproxil fumarat c6 thé tao ra
in vitro, va ciing di tim thay trong 1am sang khi diéu trj bang thudc nay. Cac ching nay déu cé
mdt dot bién K65R trong enzym phién ma nguoc. Cé thé c6 khang chéo tenofovir vai cac thude
{rc ché enzym phién ma nguoc khac.

Pbi voi virus viém gan B, hoat tinh khang virus in vitro cia tenofovir d duoc danh gia trong
dong té bao HepG 222.15. Nong d6 tenofovir can thiét dé wrc ché 50% 13 0,14 - 1,5 micromol/ L,
nong do gay doc té bao 50% la > 100 microgam/ L.

Chua thay c6 virus viém gan B nao khang thudc tenofovir disoproxil fumarat.

O dong vat, tenofovir diphosphat 1a chat wc ché yéu ADN polymerase alpha, beta va ADN
gamma cua ty thé.

2. DUQC PONG HQC

Tenofovir disoproxil fumarat 1a mot tién dugc tan trong nudc dang ester duge chuyén héa nhanh
in vivo thanh tenofovir va formaldehyd.

Tenofovir duoc chuyén héa ndi bao thanh tenofovir monophosphat va thanh chét ¢ hoat tinh,
tenofovir diphosphat.

Hap thu:

O bénh nhan nhiém HIV, sau khi udng, tenofovir disoproxil fumarat dwoc hp thu va chuyén
héa nhanh thanh tenofovir. Str dung liéu lap lai tenofovir disoproxil fumarat cting véi bita dn &
bénh nhan nhiém HIV cho két qua Cumax, AUC va Cuin tenofovir lan luot 12 326 (36,6%) ng/ mL,
3,324 (41,2%) ng.gid/ mL va 64,4 (39,4%) ng/ mL. Nong d6 dinh tenofovir dat duoc trong
huyét thanh trong vong 1 gid sau khi dung thudc khi déi va trong vong 2 gio khi ding chung véi
thire an. Sinh kha dung dudng udng cua tenofovir khi ding tenofovir disoproxil fumarat lic doi
khoang 25%. Dung tenofovir disoproxil fumarat cling véi bita an gidu chat béo lam tang sinh
kha dung cua thude, AUC tenofovir ting khoang 40% va Cmax khoang 14%. Sau liéu tenofovir
disoproxil fumarat dung lac no dau tién, Cmax trung binh huyét thanh nim trong khoang 213 -
375 ng/ mL. Tuy nhién, dung tenofovir disoproxil fumarat vdi bira &n nhe khong anh hudng
dang ké dén duoc dong hoc cua tenofovir.

Phdn bo:

Sau khi dung dudng tiém, thé tich phan bé ctia tenofovir ¢ trang thai 6n dinh duoc du doan
khoang 800 mL/ kg. Sau khi dung duong uong, tenofovir duoc phan bd ¢ hau hét cac mo véi
ndéng do cao nhat ¢ than, gan va rudt. Su gin két protein huyét tuong hodc huyét thanh cta
tenofovir in vitro tuong tung thip hon 0,7% va 7,2%, trong khoang nong do tenofovir 0,01 - 25
pg/ mL.

Chuyén héa:
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Nghién ciru in vitro cho thiy ca tenofovir disoproxil fumarat va tenofovir déu khong phai 1a co
chat cia cac enzym CYP450. Hon nita, & ndng d6 cao hon khoang 300 1in nong d6 dugc thay in
vivo, tenofovir khong trc ché chuyén hoa thudc qua trung gian cac isoform CYP450 chinh &
nguoi (CYP3A4, CYP2D6, CYP2C9, CYP2E1L hoac CYP1A1/ 2) in vitro. Tenofovir disoproxil
fumarat nong d6 100 pmol/ L khong c6 anh hudng dén bat ky isoform CYP450 nao, trir
CYPI1A1/ 2. Sy chuyén héa cua co chat CYP1A1/ 2 thap nhung c6 ¥ nghia thong ké. Dua trén
thong tin nay, c6 thé du doan thuong khong co tuong tac co sy tham gia ctia tenofovir disoproxil
fumarat va cac thudc chuyén hoéa qua CYP450.

Thai tru:

Tenofovir thai trir chu yéu qua than bang ca loc va thai trir cha dong qua hé thdng van chuyén &
dng than voi khoang 70 - 80% lidu dugc thai trir dudi dang khong doi trong nudce tiéu sau khi
ding dudng tiém. Do thanh thai toan phan dugc du doan khoang 230 mL/ gid/ kg (khoang 300
mL/ phut). B thanh thai ¢ than dugc du doan khoang 160 mL/ gio/ kg (khoang 210 mL/ phut),
vuot qua toc do loc cau than. Didu nay cho thay sy thai trir chit dong & éng than déng vai tro
quan trong trong thai trir tenofovir. Sau khi udng, thoi gian ban thai cta tenofovir khoang 12 -
18 gio.

Nghién ctru cho théy con duong thai trir chi dong ¢ dng than cua tenofovir bao gdm dong vao té
bao gén dng than bang chit van chuyén anion hitu co ¢ nguoi (hOAT) 1 va 3, va dong ra nudc
tiéu bang protein khang da thuc 4 (MRP 4).

S tuyén tinh:

Dugc dong hoc cua tenofovir khong phu thudc vao liéu tenofovir disoproxil fumarat trong
khoang liéu 75 - 600 mg va khong bi anh huong khi dung liu lap lai ¢ bat ky mic liéu nao.

Doi twong dic bigt

Tuéi tac

Nghién ctru duoc dong hoc chua duoc thuc hién ¢ ngudi cao tudi (trén 65 tudi).

Gidi tinh

Mot s thong tin vé duge dong hoc cua tenofovir & phy nit cho thdy gidi tinh khong c6 anh
huong 16n dén duge dong hoc.

Chung toc

Duoc dong hoc chua dugc nghién ctru trén nhiéu nhom chiing toc khac nhau.

Tré em

HIV-1: AUC tenofovir ¢ thanh thiéu nién dung liéu udng hang ngay tenofovir disoproxil 245
mg (dudi dang fumarat) tuong tu vdi AUC & nguoi 16n dung liéu udng 1 1an/ ngay tenofovir
disoproxil 245 mg (dudi dang fumarat).

Viém gan B man tinh: AUC tenofovir ¢ trang thai 6n dinh ¢ thanh thiéu nién nhiém HBV (tir 12
- 18 tudi) dung lidu uong 1 1an/ ngay tenofovir disoproxil 245 mg (dudi dang fumarat) twong tur
nhu & ngudi 16n dung lidu 1 1an/ ngay tenofovir disoproxil 245 mg (duéi dang fumarat).

Nghién ctru dugc dong hoc chua dugc thuc hién véi tenofovir disoproxil 245 mg (dudi dang
fumarat) ¢ tré em dudi 12 tudi hodc bi suy than.

Bénh nhan suy than

Khuyén cdo ting khoang cach lidu & bénh nhan suy than c6 thé 1am ting ndng d6 dinh huyét
tuong va gidm Cuin & bénh nhan suy than so vdi bénh nhan cé chirc nang than binh thuong.
Chua 16 anh hudng trén lam sang.

O bénh nhan suy than giai doan cubdi (ESRD) (Clcr < 10 mL/ phut) can phai chay than, ndng do
tenofovir giita nhitng lan chay than ting nhiéu trong vong 48 gio dat dén Cmax 12 1032 ng/ mL va
AUC trung binh la 42857 ng.gio/ mL.

Khuyén cdo diéu chinh khoang cach giira hai liéu tenofovir disoproxil 245 mg (dudi dang
fumarat) & nguoi 16n c6 do thanh thai creatinin < 50 mL/ phut hoac ¢ bénh nhan da bi suy than
giai doan cudi can chay than.

Duogc dong hoc cua tenofovir & bénh nhan khong chay than c6 dd thanh thai creatinin < 10 mL/
phut va & bénh nhan suy thin giai doan cudi duoc diéu trj béng tham phan phuc mac hodc cac
phuong phap thim phan khéac chwa dugc nghién ciru.
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Dugc dong hoc tenofovir ¢ tré¢ em bi suy than chua duge nghién ctru. Chua c6 thong tin khuyén
céo lidu.

Bénh nhan suy gan

Dugc dong hoc cuia tenofovir khong thay d6i dang ké ¢ ddi twong bi suy gan cho thdy khong can
hiéu chinh liéu & nhitng dbi tugng nay.

Duoc dong hoc noi bao

O nguoi co té bao mau don nhan ngoai bién khong phat trién (PBMC), thoi gian ban thai ctia
tenofovir diphosphat khoang 50 gio, trong khi thoi gian ban thai cua PBMC dugc
phytohemagglutinin kich thich khoang 10 gio.

3. CHI PINH

Nhiém HIV-1

Tenofovir dugc chi dinh ding phdi hop vdi céc thube khang retrovirus khac dé diéu tri nhiém

HIV-1 & nguoi 16n.

Tenofovir ciing duoc chi dinh dé diéu tri HIV-1 & thanh thiéu nién tir 12 dén < 18 tudi, dé khang

v6i thude trc ché enzym phién md nguoc nucleotid (NRTIs) hodc bi doc tinh khi sir dung cdc

thudc dau tay.

Lua chon st dung tenofovir dé diéu tri cho bénh nhan nhiém HIV d3 duogc diéu tri véi thude

khang retrovirus nén dya trén thir nghiém dé khang cta virus cia mdi c4 nhan va/ hodc tién st

diéu tri cua bénh nhan.

Nhiém viém gan B

Tenofovir duoc chi dinh dé diéu trj viém gan B man tinh ¢ ngudi 16n c6:

- Bénh gan con b, c6 bang ching cia hoat dong nhan 1én cua virus, ting alanin
aminotransferase (ALT) huyét thanh dai dang va bang chimg md hoc cua viém va/ hoic xo
gan hoat dong.

- Bang ching clia virus viém gan B khang lamivudin.

- Bénh viém gan mét bi.

Tenofovir dugc chi dinh diéu tri viém gan B man tinh & thanh thiéu nién tir 12 dén < 18 tudi c6

bénh gan con b va bang ching ciia bénh mién dich hoat dong, nhu hoat dong nhan 1én cua

virus, ting ndong do alanin aminotransferase (ALT) huyét thanh dai dang va bang chirng mé hoc
cua viém va/ hodc xo gan hoat dong.

4. LIEU DUNG - CACH DUNG

Piéu tri nén duoc khdi dau boi bac sy c¢6 kinh nghiém trong viéc diéu tri nhiém HIV va/ hodc

diéu tri viém gan B man tinh.

Liéu ding

Ngwoi lon

Liéu tenofovir disoproxil fumarat khuyén céo diéu trj HIV hodc viém gan B man tinh l1a 300 mg

(1 vién) x 1 1an/ ngay ding duong udng véi thirc an.

Viém gan B man tinh

Chua rd thoi gian diéu tri t6i wu. Nén can nhic ngimg diéu tri néu c6 nhitng diu hiéu sau:

- O bénh nhan HBeAg duong tinh khong kém xo gan, nén ding thudc trong it nhit 6 - 12 thing
sau khi xac nhin c6 chuyén ddi huyét thanh HBe (HBeAg 4m tinh, khong phat hién duoc
HBV DNA va c6 khang HBe) hodc cho dén khi chuyén dbi huyét thanh HBs hodc c6 su mat
hiéu qua. Nén theo dbi thuong xuyén ALT huyét thanh va nong d6 HBV DNA sau khi ngimg
diéu tri dé phat hién bat ky sy tai phat virus mudn nio.

- O bénh nhan HBeAg am tinh khong kém xo gan, nén dung thudc it nhit cho dén khi chuyén
d6i huyét thanh HBs hodc c6 bang ching mat hiéu qua. Khi diéu tri kéo dai trong hon 2 nim,
khuyén cdo danh gia thuong xuyén dé xac dinh sy pha hop cua viée duy tri diéu tri & bénh
nhan.

Tré em

Nhiém HIV-1
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O thanh thiéu nién tir 12 dén < 18 tudi va can nang > 35 kg, liéu tenofovir disoproxil fumarat

khuyén céo 14 300 mg (1 vién) x 1 1an/ ngay dung duong udng voi thire an.

An toan va hiéu qua cia tenofovir disoproxil fumarat ¢ tré em dudi 2 tudi nhiém HIV-1 chua

dugc thiét 1ap. Chua c6 thong tin vé chi dinh nay.

Viem gan B man tinh

O thanh thiéu nién tir 12 dén < 18 tudi va can nang > 35 kg, liéu tenofovir disoproxil fumarat

khuyén cdo 1a 300 mg (1 vién) x 1 1an/ ngay dung duong ubng véi thire dn. Thoi gian diéu tri toi

vu hién van chua rd.

An toan va hiéu qua cua tenofovir disoproxil fumarat & tré em bi viém gan B man tinh tir 2 dén

< 12 tudi hodc can nang < 35 kg chua dugc thiét 1ap. Chua c6 thong tin vé chi dinh nay.

Quén dung thuéc

Néu bénh nhan quén dung 1 lidu tenofovir disoproxil fumarat trong vong 12 gi¢ tur thoi dlem

thuong dung thudc, nén cho bénh nhan dung thude véi thirc an cang sém cang t6t va trg lai udng

thudc nhu binh thuong. Néu bénh nhan quén ding 1 lidu tenofovir disoproxil fumarat da hon 12

gid tir thoi diém thuong dung thude va da sap dén lac dung lidu tiép theo, bo qua lidu di quén va

dung liéu tiép theo nhu binh thuong.

Néu bénh nhan bi nén trong vong 1 gio khi dung tenofovir, nén dung thém 1 vién nita. Néu bénh

nhan bi ndn sau khi dung thudc hon 1 gid, khong can phai ding thém 1 lidu khac.

Déi twong ddc bi¢t

Nguoi cao tudi

Chura c6 thong tin khuyén cdo lidu dung cho bénh nhan trén 65 tudi.

Bénh nhdn suy than

Tenofovir dugc thai trir qua than va AUC cua tenofovir taing & bénh nhan suy gidm chirc niang

than.

Nguoi [on

Thong tin vé an toan va hiéu qua cta tenofovir disoproxil fumarat & nguoi 16n bi suy than vira

va ning (Cler < 50 mL/ phat) con han ché va thong tin an toan dai han chwa duoc dénh gia &

bénh nhén suy thén nhe (Cler 50 - 80 mL/ phat). Vi vay ¢ nguoi 16n bi suy thén, chi nén dung
tenofovir disoproxil fumarat néu loi ich diéu tri dugc can nhic vuot trdi nguy co.

Bénh nhan suy than nhe (Clcr 50 - 80 mL/ phiit)

Thong tin 1dm sang con han ché khuyén dung tenofovir disoproxil fumarat 300 mg x 1 1an/ ngay

¢ bénh nhan suy than nhe.

Bénh nhan suy than viea (Cler 30 - 49 mL/ phiit)

C6 thé dung tenofovir disoproxil fumarat 300 mg mdi 48 gid & bénh nhan suy than vira, nhung

can phai theo doi dap g 14m sang va chic nang than chit ché.

Bénh nhan suy than nang (Clcr < 30 mL/ phut) va bénh nhan chay than

O bénh nhan suy than ning co6 thé dung tenofovir disoproxil fumarat 300 mg nhu sau:

- Bénh nhan suy than niing: Tenofovir disoproxil fumarat 300 mg dung mdi 72 - 96 gid (dung 2
1an/ tudn).

- Bénh nhan chay than: Tenofovir disoproxil fumarat 300 mg dung mdi 7 ngay sau khi hoan
thanh chay than. N6i chung liéu ding 1 1an/ tudn duoc tinh khi chay than 3 1an/ tuan, mdi lan
khoang 4 gi¢ hoac chay than lién tuc 12 gio.

Str dung tenofovir voi khoang cach lidu dai hon khong t6i wu va c6 thé gy ting doc tinh va cé

thé cho dap tng khong dy du. Vi vy, nén theo ddi chit ché dap Gmg 1am sang va chirc ning

than.

Chua c6 khuyén cdo liéu cho bénh nhan khong chay than c6 Cler < 10 mL/ phdt.

Tré em

Khong khuyén céo dung tenofovir disoproxil fumarat cho tré em bi suy than.

Bénh nhdn suy gan

Khong can hiéu chinh liéu ¢ bénh nhan suy gan.

Néu can phai ngimg thubc ¢ bénh nhan viém gan B man tinh c¢6 hodc khong c6 nhiém dong thoi

HIV, nén theo doi chat ch€ nhiing d4u hiéu bénh viém gan nang hon.
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Cach dung: ‘ ’
Nén dung thuoc 1 1an/ ngay, dudong uong, cung véi thirc an.

5. CHONG CHI PINH , ‘ ,
Man cam véi tenofovir disoproxil fumarat hodc v6i bat ky thanh phan nao ctia thudc.

6. CAC CANH BAO VA THAN TRONG KHI DUNG THUOC

Chung

Xét nghiém khang thé HIV nén duoc thuc hién & tat ca bénh nhan nhiém HBV trudc khi dung
tenofovir disoproxil fumarat.

HIV-1

Méc du tac dung trc ché virus ciia thudc khang retrovirus dugc chimg minh 1a 1am giam dang ké
nguy co lay truyen qua duong tinh duc, khong thé bo qua nguy co co thé xdy ra. Than trong
ngin ngira lay truyén nén dugc thuc hién theo dung hudng dan quic gia.

Viem gan B man tinh

Nén khuyén bénh nhén rang tenofovir disoproxil fumarat chwa dugc chimg minh c6 thé ngin
nglra nguy co lay truyén HBV qua quan hé tinh duc hodc truyén mau. Can tiép tuc c6 nhiing
than trong can thiét.

St dung chung véi cdc thuéc khdc

Khong ding chung véi céc thude khac ciing chtra tenofovir disoproxil fumarat hodc tenofovir
alafenamid.

Khong dung chung véi adefovir dipivoxil.

Khong khuyén cdo ding chung tenofovir disoproxil fumarat va didanosin vi lam tang AUC toan
than cia didanosin 40 - 60% va c6 thé lam ting nguy co tic dung khong mong mudn lién quan
dén didanosin. Pa c¢6 bao cdo hiém gip viém tuy va nhiém toan lactic, d6i khi tir vong. Dung
chung tenofovir disoproxil fumarat va didanosin liéu 400 mg/ ngay gdy giam dang ké s luong
té bao CD4, c6 thé do phan ung ndi bao lam ting phosphoryl héa didanosin. Giam liéu
didanosin xudng 250 mg khi dung chung tenofovir disoproxil fumarat 1am ting ti 1é that bai cta
diéu tri khang virus trong mot so két hop thir nghiém diéu tri HIV-1.

Phéi hop 3 thuéc nucleosid/ nucleotid

Di c6 bao cao ting ti 1¢ that bai clia diéu tri khang virus va xuét hién dé khang & giai doan som
& bénh nhan nhiém HIV khi ding tenofovir disoproxil fumarat phdi hop véi lamivudin va
abacavir ciing nhu voi lamivudin va didanosin, phac d6 1 1an/ ngay.

Anh hwéng trén thin va xwong & ngwoi lon

Anh hwéng trén thin

Tenofovir thai trir chu yéu qua than. P co bio céo suy than, suy giam chtc ning than, ting
creatinin, giam phosphat huyét va bénh dng luon gan (bao gdm hoi ching Fanconi) & bénh nhan
dung tenofovir disoproxil fumarat.

Theo doi chirc nang than

Khuyén cdo kiém tra Cler cia tit ca bénh nhan truée khi khoéi dau didu tri véi tenofovir
disoproxil fumarat va theo dai chirc ning than (Clc; va phosphat huyét thanh) sau 2 - 4 tuan diéu
tri, sau 3 thang diéu tri va mdi 3 - 6 thang sau d6 ¢ bénh nhan khong c6 yéu td nguy co bénh
than. O bénh nhén c6 nguy co suy than, can theo dbi chirc ning than thudng xuyén hon.

Diéu tri

Néu phosphat huyét thanh < 1,5 mg/ dL (0,48 mmol/ L) hoic Clc giam xubng < 50 mL/ phit &
bat ky nguoi 1on nao dung tenofovir disoproxil fumarat, nén danh gia lai chirc nang than trong
vong 1 tuan, bao gdm kiém tra glucose huyét, kali huyét va glucose niéu. Ciing nén can nhic
tam ngimg diéu tri voi tenofovir disoproxil fumarat ¢ nguoi 16n c6 Cler giam xudng < 50 mL/
phut hodc giam phosphat huyét thanh xubng < 1,0 mg/ dL (0,32 mmol/ L). Ciing nén can nhac
tam ngung diéu tri v6i tenofovir disoproxil fumarat trong trudng hop giam chirc ning than tién
trién ma khong xac dinh duoc nguyén nhén nao khic.

Ding chung véi thudc khdc va nguy co dc tinh trén thdn
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Nén tranh ding tenofovir disoproxil fumarat chung voéi cdc thubc gy doc than (nhu
aminoglycosid, amphotericin B, foscarnet, ganciclovir, pentamidin, vancomycin, cidofovir hodc
interleukin-2). Néu can phai diing chung tenofovir disoproxil fumarat va cac thudc gay doc than,
nén theo doi chire nang than hang tudn.

Trudng hop suy than cip sau khi khoi dau véi lidu cao hodc dung lidu lap lai thudc khang viém
khong steroid (NSAID) da dugc bdo cdo ¢ bénh nhan dung tenofovir disoproxil fumarat va c6
yéu t6 nguy co cua suy giam chirc nang thén. Néu diing chung tenofovir disoproxil fumarat va
NSAID, can theo ddi chttc nang than phu hgp.

Nguy co suy thidn cao hon da dugc bdo cdo ¢ bénh nhin dung tenofovir disoproxil fumarat
chung véi ritonavir hoic thudc ting cuong uc ché protease cobicistat. Cén theo ddi chit ché
chirc ning than ¢ nhimg bénh nhan nay. O bénh nhan c6 yéu té nguy co, sir dung dong thoi
tenofovir disoproxil fumarat va thudc ting cudng e ché protease nén dwgc danh gia can than.
Chua c6 danh gia 1am sang vé viéc ding chung tenofovir disoproxil fumarat va céc thube dugc
thai trir qua cing mét con duong & than, bao gém hOAT 1 va 3 hodc MRP 4 (nhu cidofovir, mt
thude gdy doc than). Nhung protein van chuyén ¢ than nay c6 thé chiu trach nhiém cho viéc thai
trir & Ong than va mot phan su thai trir qua than cia tenofovir va cidofovir. Két qua 1a dugc dong
hoc ctia nhitng thudc théi trir qua ciing mot con duong & than bao gdm hOAT 1 va 3 hoic MRP
4, c6 thé bi thay ddi khi dung chung. Trir khi thuc sy can thiét, ding chung nhiing thudc nay
khong dugc khuyén cdo, nhung néu phai ding, nén theo dbi chirc ning than hang tuan.

Suy thdn

An toan trén than cua tenofovir disoproxil fumarat chi dwoc nghién ciru & mirc d6 rat giéi han &
nguoi 16n suy giam chire nang than (Cler < 80 mL/ phit).

Ngueoi lon cé Clcr < 50 mL/ phiit, bao gém bénh nhdn chay than

Thong tin an toan va hiéu qua cua tenofovir disoproxil fumarat con han ché ¢ bénh nhan suy
giam chtrc niang than. Vi vay, chi nén ding tenofovir disoproxil fumarat néu lgi ich diéu tri duogc
can nhac vuot trdi so voi nguy co. O bénh nhan suy than ning (Clc: < 30 mL/ phit) va bénh
nhan can chay than, khong khuyén cdo dung tenofovir disoproxil fumarat. Néu khong co diéu tri
thay thé, nén diéu chinh khoang cich liéu va theo ddi chit ché chuc nang than.

Anh hwéng trén xwong

Trong mot thtr nghiém 1am sang so sdnh gitra nhém st dung tenofovir disoproxil fumarat véoi
nhém str dung stavudin phdi hop voi lamivudin va efavirenz ¢ nguoi 16n chua duge diéu tri véi
thudc khang retrovirus, c¢6 sy giam mat do khoang xwong (BMD) nhé & hong va cot sdng & ca 2
nhém. Giam BMD ¢ cot sdng va thay doi chi ddu sinh hoc ctia xuwong cao hon dang ké so voi
muc binh thuong ¢ nhém dung tenofovir disoproxil fumarat. Gidm BMD & hong cao hon dang
ké & nhém nay. Tuy nhién khong c6 sy gia ting nguy co gy xuong hoic bang ching bat thuong
xuong trén 1am sang.

Trong mot nghién ciru khdc, su giam BMD dang ké nhét duoc thay ¢ bénh nhéan dung tenofovir
disoproxil fumarat nhu mot phan cia phac dd c¢6 thude ting cudng tc ché protease. Nén cin
nhic phéac d6 diéu trj thay thé & bénh nhan loing xuong co nguy co gy xuong cao.

Bét thuong vé xuong (khong thuong gay gay xuong) co thé gdy bénh ong luon gan & than.

Néu nghi ngd hodc phat hién c6 bat thudng vé xuong, can c6 bién phdp xur tri phit hop.

Anh hwéng trén thdn va xwong 6 tré em

MGéi lién hé voi anh huong 1au dai cua doc tinh trén xwong va than con chua rd rang. Hon nita,
kha nang hdi phuc cta doc tinh & than chwa hoan toan chic chan. Vi vdy, can co cai nhin da
chiéu dé danh gia ddy du can bang loi ich/ nguy co cua diéu trj trong tung ca, dé quyet dinh theo
doi phu hop trong luc diéu tri (bao gdm quyét dinh ngimg thudc) va can nhéc su can thiét diéu
tri ho tro.

Anh hwéng trén thin

Tac dung khdong mong mudn trén than kéo dai kem bénh & 6ng Iuon gén cua than da duoc bao
cdo & tré em nhiém HIV-1 tir 2 dén < 12 tudi trong mot nghién ciru 1am sang.

Theo doi chirc nang than
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Nén danh gia chirc nang than (Clc: va phosphat huyét thanh) truée khi diéu tri, va theo ddi trong
qua trinh diéu tri nhu ¢ ngudi 16n.

Piéu tri

Néu phosphat huyét thanh dugc xac dinh < 3,0 mg/ dL (0,96 mmol/ L) & bat ky tré em nao ding
tenofovir disoproxil fumarat, nén danh gi4 lai chtrc nang than trong vong 1 tuan, bao gdm kiém
tra glucose huyét, kali huyét va glucose niéu. Néu nghi ngo hodc phat hién c6 bat thuong vé
than, nén tham khao y kién bac sy chuyén khoa than dé can nhic tam ngimg tenofovir disoproxil
fumarat. Ciing nén cén nhic tam ngimg tenofovir disoproxil fumarat trong trudng hop suy giam
chirc nang than tién trién ma khong xac dinh dwoc nguyén nhan nao khac.

Diing chung voi thuoc khéc va nguy co déc tinh trén thdn

Khuyén cdo giéng nhu d6i voi ngudi 16n.

Suy thdn

Khong khuyén cdo ding tenofovir disoproxil fumarat & tré em suy than. Khong nén khoi dau st
dung tenofovir disoproxil fumarat ¢ tré em suy than va nén ngimg thudc ¢ tré em phit trién suy
than khi dung.

Anh hwéng trén xwong

Tenofovir ¢6 thé giy giam BMD. Anh hudng cia sy thay d6i BMD do tenofovir disoproxil
fumarat 1€n strc khoe dai han cua xuong va nguy co gdy xuong trong tuong lai con chua ro.

Néu phat hién hodc nghi ngo ¢6 bét thudng vé xuwong & tré em, nén tham khao y kién bac sy
chuyén khoa noi tiét va/ hoac than.

Bénh gan

Thong tin an toan va hiéu qua con rat han ché & bénh nhan ghép gan.

Thong tin vé an toan va hiéu qua khi dung tenofovir disoproxil fumarat & bénh nhan nhiém
HBV kém bénh gan mat bl va bénh nhéan c6 diém Child-Pugh-Turcotte (CPT) > 9 con han ché.
Nhitng bénh nhén nay c6 thé c6 nguy co gip cic tdc dung khdong mong mudn nghiém trong trén
gan hodc than cao hon. Vi vay, nén theo doi chit ché cic thong ) gan - mat va than ¢ nhiing
bénh nhan nay.

Bénh viém gan nang hon

Bung phdt khi diéu tri: Viém gan B man tinh ning hon tu phat tvong ddi thuong giap va dic
trung boi ting ALT huyét thanh thodng qua. Sau khi khoi dau diéu tri khang virus, ALT huyét
thanh c6 thé ting & mot s6 bénh nhan. O bénh nhan bi bénh gan con bi, su ting ALT huyét
thanh nay néi chung khong giy ting ndng do bilirubin huyét thanh hodc mat bl gan. Bénh nhan
X0 gan co thé c6 nguy co mat bu gan cao hon sau khi viém gan ning hon, va vi vy nén theo doi
chit ché khi diéu tri.

Bing phdt sau khi ngimg thuéc: Bung phét viém gan cip tinh ciing d3 dugc bdo cdo & bénh
nhan ngtng diéu tri viém gan B. Khoi phat sau dleu tri thuong do ting HBV DNA, va phan 16n
c6 thé tu khoi. Tuy nhién, khoi phét ning, bao gdm tir vong di dugc bdo cdo. Nén theo ddi chire
nang gan dinh ky trén ca 1am sang va cén lam sang trong it nhat 6 thang sau khi nging diéu tri
viém gan B. Neu thich hop, c6 thé can tdi st dung thudc diéu trj viém gan B. O bénh nhan bi
bénh gan tién trién hodc xo gan, khong khuyén cdo ngimg thude vi khéi phét viém gan sau diéu
tri c6 thé dan dén gan mat b

Bung phat bénh gan dac biét nghiém trong, va doi khi tir vong & bénh nhan bi bénh gan mét bl
Nhiém dong thoi véi viem gan C hodc D: Chua c6 thong tin vé& hiéu qua cua tenofovir & bénh
nhan nhiém dong thoi véi viém gan C hodc D.

Nhiém dong thoi véi HIV-1 va viém gan B: Do nguy co phat trién dé khang HIV, chi nén dung
tenofovir disoproxil fumarat nhuw mot phan cta phac dd phdi hop thich hop trong diéu tri nhiém
dong thoi HIV/ HBV. Bénh nhén bi suy giam chirc ning gan tir trudc, bao 20m viém gan man
tinh hoat dong, c6 ti 1& bat thuong chic ning gan cao hon khi dung phdi hop thudc khéng
retrovirus (CART) va nén dugc theo doi dwa trén hudng dan thyc hanh chuan. Néu c6 bang
ching bénh gan nang hon ¢ nhitng bénh nhén nay, can cén nhic tam ngimg hoic ngung thude.
Tuy nhién can chi y rang ting ALT c6 thé 12 mot phan cia sy dao thai HBV khi diéu tri véi
tenofovir.
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Diing chung véi mét so thuoc khdng virus viém gan C nhdt dinh

Diing chung tenofovir disoproxil fumarat véi ledipasvir/ sofosbuvir cho thdy sy ting nong do
huyét tuong cua tenofovir, dic biét khi ding chung vé&i phac dd diéu tri HIV ¢6 tenofovir
disoproxil fumarat va chét tang cuong dugc dong hoc (ritonavir hodc cobicistat). An toan cua
tenofovir disoproxil fumarat khi dang dung ledipasvir/ sofosbuvir va chat ting cuong duoc dong
hoc chua dugc thiét 1ap. Nguy co va loi ich cua diéu tri ph01 hop ledipasvir/ sofosbuvir va
tenofovir disoproxil fumarat ciing véi thudc ting cuong e ché protease HIV (nhu atazanavir
hodc darunavir) nén duoc cén nhéc, dac bi¢t ¢ bénh nhan c6 sy tang nguy co suy giam churc
nang than. Nén theo doi céc tic dung khong mong mubn lién quan dén tenofovir disoproxil
fumarat & bénh nhan ding diéu tri ph01 hop ledipasvir/ sofosbuvir va tenofovir disoproxil
fumarat cung voi thube tang cuong uc ché protease HIV.

Chi sé cdn ndng va chuyen hoa

Khi diéu trj v6i thude khang retrovirus co thé xay ra ting cin va néng do lipid huyét Nhing su
thay doi nay co thé mot phan lién quan dén viéc kiém sodt bénh va 16i séng. Dbi v6i ting lipid,

trong mot so truong hop da co bang chimg 1a do hiéu qua didu tri, trong khi khong c6 bang
chimg manh mé& vé moi lién h¢ gitra tang can toi bat ky diéu tri cu thé nao. Nén theo dai lipid
huyét va glucose huyét theo huéng dan diéu tri HIV. Réi loan lipid nén duogc diéu tri pht hop
trén 1am sang.

R6i loan chike ndng ty thé sau khi phoi nhiém trong tir cung

Cic chat ddng ding nucleosid/ nucleotid c6 thé anh hudng dén chirc ning ty thé & nhiéu mtrc do,
dang ké nhat 12 stavudin, didanosin va zidovudin. Da ¢ bao cdo rdi loan chirc ning ty thé & tré
so sinh 4m tinh HIV phoi nhiém déng phan nucleosid trong tir cung va/ hodc sau sinh; nhiing
truong hop nay chu yéu lién quan dén phac dd diéu tri c6 zidovudin. Tdc dung khoéng mong
mudn dugc bdo cdo bao gém bénh vé huyét hoc (thiéu mau, giam bach cau trung tinh) va bénh
chuyen hoa (ting lactat huyét, ting lipase huyét). Nhing bién ching nay thudng thodng qua.

Rdi loan than kinh khoi phat mudn da dugc béo cdo hiém gip (tang truong luc co, co giat, bat
thuong hanh vi). Céc rdi loan tim than nay thoang qua hay vinh vién con chua rd. Nhing thong
tin ndy nén dugc cin nhic ¢ bat ky tré em nao phoi nhiém trong tir cung voi dong phan
nucleosid/ nucleotid, c¢6 nhitng dau hiéu 1am sang ning ma khong rd nguyén nhan, dic biét 1a
dau hiéu vé tdm than. Nhitng dau hiéu nay khong anh huong dén khuyén cdo st dung thudc
khang retrovirus cho phu nit mang thai dé ngin ngira 1ay nhiém HIV.

HJi chiing tdi kich hoat mién dich

O bénh nhan nhiém HIV bi suy giam mién dich ning khi khéi dau CART, phan ung viém cé
triéu ching hoic mam bénh co hdi con sét lai c6 thé bung phét va gy tinh trang 1am sang
nghiém trong, hodc lam ndng hon céc tri¢u chimg. Thong thuong, nhitng phan Ung nay dugc
thdy trong vong vai tudn dau hodc vai thang dau diéu tri véi CART. Vi du lién quan 1a viém
vong mac cytomegalovirus, nhiém mycobacterial toan than vi/ hoic cuc bo va viém ph01
Pneumocystis jirovecii. Bét ky triéu chimg viém nao ciing nén duoc danh gia va diéu tri khi can
thiét.

Bénh ty mién (nhu bénh Grave) ciing di duoc bdo cdo xay ra trong tinh trang ti kich hoat mién
dich. Tuy nhién, thoi gian khoi phat dugc bao cdo da dang va nhitng bién ching nay cé thé xay
ra nhiéu thdng sau khi khoi dau diéu tri.

Hogi tir xwong

Mic dir ¢6 thé c6 nhiéu nguyén nhan khdc nhau (bao gdm sir dung corticosteroid, alcohol, trc
ché mién dich ning, chi s6 khdi co thé cao) nhung nhiing trudng hop hoai tir xuwong duge béo
cdo thuong gap ¢ bénh nhan bi HIV tién trién v/ hodc phoi nhiém kéo dai vdi CART. Nén
khuyén bénh nhan dén gap béc sy néu bj dau khép, ciing khép hodc khé van dong.

Nguwoi cao tudi

Chua c6 nghién ciru sir dung tenofovir disoproxil fumarat & bénh nhan trén 65 tudi. Nguoi cao
tudi thuong bi suy giam chirc nang than hon, vi vy nén than trong khi ding thudc & ngudi cao
tudi.

Cinh bao vé ta dwoc
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Thudc ¢6 chira lactose, bénh nhan mac bénh di truyén hiém gip khong dung nap galactose, thiéu
hut Lapp lactase hoac 16i loan hap thu glucose- galactose khong nén dung thudc nay.

Thudc ¢6 chira mau black PN, mau brilliant blue c6 thé giy di ung.

Str dung cho phu nir ¢é thai va cho con b:

Phu nir co thai

Thong tin tir phy nit mang thai cho thay tenofovir disoproxil fumarat khong c6 tic dung giy di
tat hodc ddc tinh cho thai nhi/ tré so sinh. Nghién ctru trén dong vat khong cho théy doc tinh trén
kha ning sinh san. C6 thé can nhic viéc str dung tenofovir disoproxil fumarat trong thai ki néu
can thiét.

Phu nit cho con bu

Tenofovir tiét qua sita me. Chua c6 day du thong tin vé anh hudng ciia tenofovir & tré so sinh.
Vi vay khong nén dung tenofovir khi dang cho con bu.

N6i chung, khong khuyén cdo phu nit nhidm HIV va HBV cho con bt dé trdnh 1ay nhiém cho
tré so sinh.

Khd nang sinh sdn

Thong tin trén 1dm sang vé anh hudng cua tenofovir disoproxil fumarat 1én kha ning sinh sian
con han ché. Nghién ctru trén dong vét khong thdy c6 tic dung c6 hai cta tenofovir disoproxil
fumarat 1é€n kha nang sinh san.

Anh huéng ciia thude trén kha niing 13i xe va vin hanh may méc:

Chua c6 nghién ctru cho thiy tic dung cta thudc anh huong dén kha ning lai xe va van hanh
mdy mée. Tuy nhién, bénh nhan can duoc thong bdo vé kha ning gy chong mat khi diéu tri
bang tenofovir disoproxil fumarat.

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG TAC
KHAC

Nghién ctru tuong tac thudc chi duoc thuc hién trén nguoi 16n.

Duya trén két qua thir nghiém in vitro va con duong thai trir di biét cta tenofovir, kha ning
tuong tic qua trung gian CYP450 c6 lién quan dén tenofovir véi cdc thude khac thap.

Phoi hop thuéc khong khuyén cdo

Khong nén diung chung tenofovir disoproxil fumarat véi cic thudc khidc cé chira tenofovir
disoproxil fumarat hodc tenofovir alafenamid.

Khong nén dung chung tenofovir disoproxil fumarat véi adefovir dipivoxil.

Didanosin

Khong khuyén céo diing chung tenofovir disoproxil fumarat va didanosin.

Cdc thudc thdi trir qua thin

Vi tenofovir thai trir chil yéu qua than, diing chung tenofovir disoproxil fumarat voi cdc thudc c6
thé lam giam chirc ning than hodc canh tranh thai trir cht dong ¢ 6ng than thong qua protein véan
chuyén hOAT 1, hOAT 3 hoic MRP 4 (nhu cidofovir) ¢6 thé lam ting nong do huyét thanh cta
tenofovir v/ hodc thube ding chung.

Nén tranh str dung tenofovir disoproxil fumarat chung hodc gan véi cic thudc gy doc than. Mot
s6 vi du nhu aminoglycosid, amphotericin B, foscarnet, ganciclovir, pentamidin, vancomycin,
cidofovir hodc interleukin-2.

Vi tacrolimus c6 thé anh hudng dén chirc ning than, nén theo ddi chit ché chic ning than khi
dung chung tenofovir disoproxil fumarat va tacrolimus.

Cadc twong tac khac

Tuong tac giita tenofovir disoproxil fumarat va cdc thubc khac dugc liét ké trong bang sau
(trong d6 1: Tang, |: Giam, <: Khong thay ddi, b.i.d.: 2 1an/ ngay, q.d.: 1 1an/ ngay).

Thudc (phan theo nhém

dwoc Iy, don vi lidu 1a mg) Anh hwong lén nong d¢ thuoc | Khuyén cao khi dung chung

THUOC CHONG NHIEM TRUNG

Thubc khang retrovirus
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Thuoc e che protease

Atazanavir
AUC: | 25% Khong khuyén cdo hi¢u chinh
Atazanavir/ Ritonavir Crnax: | 28% liéu. Su tang AUC tenofovir
(300 q.d/ 100 q.d/ 300 Cin: | 26% c6 thé lam tang cac Féc dung
d) e e Tenofovir khong mong muén lién quan
4-¢ AUC: 1 37% dén tenofovir. Nén theo doi
Ciax: T 34% chdt ch€ chirc nang than.
Chin: T 29%

Lopinavir/ Ritonavir
(400 b.1.d./100 b.1.d./300

Lopinavir/ Ritonavir
Khong c¢6 anh huong dang ké
trén thong ) dugc dong hoc cua
Lopinavir/ Ritonavir.

Khong khuyén cdo hiéu chinh
lieu. Su tang AUC tenofovir
c6 thé lam ting céac tac dung

d) Tenofovir khong mong muén li€n quan
4-¢ AUC: 1 32% dén tenofovir. Nén theo doi
Cmax: « chat ch€ churc nang than.
Chin: T 51%
Darunavir

Darunavir/ Ritonavir
(300/100 b.i.d./300 q.d.)

Khong c6 anh huéng dang ké
trén thong so6 dugc dong hoc cua
Darunavir/ Ritonavir.

z;e{}lgo%} zzrz(y dén tenofovir. Nén theo doi
Coit .T 379 ’ chat ché churc nang théan.
min-. 0

Khong khuyén cdo hiéu chinh
lidu. Su ting AUC tenofovir
c6 thé lam ting cac tic dung
khong mong muén lién quan

Thuoc tre ché enzym phién

ma ngugc nucleotid

Duing chung tenofovir disoproxil
fumarat va didanosin lam tang
AUC toan than cua didanosin 40
- 60% va c6 thé lam ting nguy
co tac dung khéng mong mudn
lién quan dén didanosin. Pi c6
bdo cdo hiém gip viém tuy va
nhiém toan lactic, d6i khi to
vong. Dung chung tenofovir
disoproxil fumarat va didanosin

Didanosin lidu 400 mg/ ngay glly giam dang Khong khuyén cdo phoi hop
ké s6 lugng té bao CD4, c6 thé
do phan tng ndi bao lam ting
phosphoryl héa didanosin. Giam
liéu didanosin xuéng 250 mg khi
dung chung tenofovir disoproxil
fumarat lam tang ti 1¢ that bai
ctia diéu tri khdng virus trong
mot sd két hop thir nghiém diéu
tri HIV-1.
e AUC: « Khéng. nép dﬁqg chung
Adefovir dipivoxil i tenofovir disoproxil fumarat
Cinax: <> N C g .
va adefovir dipivoxil
) Khong c6 tuong tac duoc
Entecavir éUC: dong hoc dang ké khi ding
e chung tenofovir disoproxil
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| fumarat va entecavir

Thudc khang virus viém gan C

Ledipasvir
AUC: 1 96%
Cinax: T 68%
Chin: T 118%

Sofosbuvir Tang nong do huyét twong ctia
AUC: < tenofovir khi dung chung
Crax: <> tenofovir disoproxil fumarat,
GS-331007 ledipasvir/  sofosbuvir  va
AUC: < atazanavir/ ritonavir c6 thé
Crax: <> lam tang tac dung khong
Ledipasvir/ Sofosbuvir + Chin: T 42% mong muén lién quan dén
(90 mg/ 400 mg q.d.) Atazanavir tenofovir disoproxil fumarat,
Atazanavir/ Ritonavir + AUC: & bao gém bénh than. An toan
(300 mg q.d./ 100 mg q.d.) | Cmax: <> cua tenofovir  disoproxil
Emtricitabin/ Tenofovir | Cmin: T 63% fumarat khi dung chung véi
disoproxil fumarat Ritonavir ledipasvir/ sofosbuvir va chat
(200 mg/ 300 mg q.d.) AUC: & tang cuong dugc dong hoc
Crnax: <> (nhu ritonavir hodc cobicistat)
Cunin: T 45% chua duoc thiét 1ap.
Emtricitabin Nén than trong khi ding phdi
AUC: & hop nay va theo ddi chiic ndng
Crnax: < than thudng xuyén, néu khong
Crin: <> ¢6 phdi hop thay thé khac.
Tenofovir
AUC: <
Cmax: T 47%
Chin: T 47%
Tang nong d6 huyét twong ciia
Ledipasvir,  Darunavir,  GS- tenofovir - khi ding chung

331007, Emtricitabin:
AUC: &

tenofovir disoproxil fumarat,
ledipasvir/  sofosbuvir  va
darunavir/ ritonavir c6 thé lam

Chnax: <>
‘ ‘ . Coo s tang tac dung khong mong
Ledipasvir/ Sofosbuvir + S0 foisbuvir mudn lién quan dén tenofovir
(90 mg/ 400 mg q.d.) AUC: | 27% disoproxil fumarat, bao goém
Darunavir/ Ritonavir + C - 1 37% bénh than. An toan cua
(800 mg q.d./ 100 mg q.d.) R;Z;Lavir tenofovir disoproxil fumarat
Emtricitabin/ Tenofovir AUC: & khi dung chung voi ledipasvir/
disoproxil fumarat C .'(_) sofosbuvir va chat taing cuong
(200 mg/ 300 mg q.d.) Cm_a".' + 48% dugc dong hoc (nhu ritonavir
T;n;(; fovir h}?e}c lAcobicistat) chua duoc

} o thiet 1ap.
éUC TT 654(3’ /f) Nén than trong khi ding phdi
Cmf“_' £ 59% hop nay va theo ddi chirc nang
i than thuong xuyén, néu khong
¢6 phdi hop thay thé khic.

Ledipasvir/ Sofosbuvir + Ledipasvir Khong khuyen cdo hiéu chinh
(90 mg/ 400 mg q.d.) AUC: « lidu. Tang ndéng d6 huyét
Efavirenz/ Emtricitabin/ | Cpax: <> tuong cua tenofovir khi dung
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Tenofovir
fumarat
(600 mg/ 200 mg/ 300 mg

q.d.)

disoproxil

Chin: «
Sofosbuvir
AUC: | 27%
Cmax: | 37%
GS-331007,
Emtricitabin:
AUC: &
Cmax: ©
Chin: <>
Tenofovir
AUC: 1 98%
Cmax: T 79%
Cmin: T 163%

Efavirenz,

chung cé thé lam ting tac
dung khong mong mudn lién
quan dén tenofovir disoproxil
fumarat, bao gé)m bénh than.
Nén theo doi chat ché chirc
nang than

Ledipasvir/ Sofosbuvir

Ledipasvir,  Sofosbuvir,  GS-
331007, Emtricitabin, Rilpivirin:

Khong can di€u chinh liéu. Su

(90 mg/ 400 mg q.d.) + AUC: < tang AUC cuia tenofovir c6 thé
Emtricitabin/  Rilpivirin/ | Cpax: <> lam tang nguy co bi céc tic
Tenofovir disoproxil | Cuin: <> dung khong mong muén bao
fumarat Tenofovir: gom roi loan chirc nang than.
(200 mg/ 25 mg/ 300 mg | AUC: 1 40% Nén theo doi chdt ché chuc
q.d.) Crax: <> nang than.
Cuin: 1 91%
Sofosbuvir:
AUC: &
Cinax: <>
GS-331007
. . . AUC: < Khong can diéu chinh lidu. Su
Ledipasvir/ Sofosbuvir (90 | Cmax: <> < , . R
} tang AUC cua tenofovir c6 thé
mg/400 mg q.d.) + Chin: <> NN s
) : : .| lam tang nguy co bi cédc tic
Dolutegravir (50 mg q.d.) + | Ledipasvir, Dolutegravir, June khone mone mudn bao
Emtricitabin/ Tenofovir | Emtricitabin: 3 mg 5 loe%n chl’rgc; nine than
disoproxil fumarat (200 | AUC: & £0 an chut nang thah.
i Nén theo doi chat ché chirc
mg/300 mg q.d.) Crnax: <> < A
nang than.
Chin: <
Tenofovir:
AUC: 1 65%

Conax: 1 61%
Cmin: T 115%

Sofosbuvir/ Velpatasvir
(400 mg/ 100 mg q.d.) +
Atazanavir/ Ritonavir

(300 mg g.d./ 100 mg q.d.)
+

Emtricitabin/ Tenofovir
disoproxil fumarat

(200 mg/ 300 mg q.d.)

Sofosbuvir:
AUC: &
Crnax: <>
GS-331007:
AUC: &
Chax: <
Chin: T42%
Velpatasvir:
AUC: 1 142%
Ciax: T 55%
Chin: T 301%
Atazanavir:

AUC: <

Tang nong do trong huyét
tuong cua tenofovir khi sur
dung dbng thoi tenofovir
disoproxil fumarat,
sofosbuvir/  velpatasvir  va
atazanavir/ ritonavir c6 thé
tang céac tac dung khong mong
mudn lién quan dén tenofovir
disoproxil fumarat bao goém
r6i loan chirc nang than. Tinh
an toan cua tenofovir
disoproxil fumarat khi su
dung chung véi sofosbuvir/
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Cinax: <
Conin: 1 39%
Ritonavir:
AUC: &
Ciax: <>

Cmin: T 29%

Emtricitabin:

AUC: &
Cmax: <
Chin: <
Tenofovir:
AUC: &
Cmax: T 55%
Cmin: T 39%

velpatasvir va cdc chat ting
cuong dugc dong hoc (nhu
ritonavir hodc cobicistat) chua
dugc thiét lap.

Néu khong c6 liéu phap thay
thé, viéc két hop phai than
trong va theo doi thuong
xuyén chtrc nang than.

Sofosbuvir/ Velpatasvir
(400 mg/ 100 mg q.d.) +
Darunavir/ Ritonavir

(800 mg q.d./100 mg q.d.)
+

Emtricitabin/ Tenofovir
disoproxil fumarat

(200 mg/ 300 mg q.d.)

Sofosbuvir:
AUC: [28%
Ciax: | 38%
GS-331007:
AUC: &
Cmax: <
Chin: ©
Velpatasvir:
AUC: &
Cmax: | 24%
Chin: ©
Darunavir:
AUC: &
Cmax: «
Chin: ©
Ritonavir:
AUC: &
Cmax: «

Chin: <>

Emtricitabin:

AUC: «
Cmax: <>
Chin: ©
Tenofovir:
AUC: 1 39%
Ciax: T 55%
Chin: 7 52%

Tang nong do trong huyét
tuong cua tenofovir khi swr
dung ddng thoi sofosbuvir/
velpatasvir ~ va  darunavir/
ritonavir ¢6 thé ting cac tac
dung khong mong mudn lién
quan dén tenofovir disoproxil
fumarat bao gdm rdi loan
chic nang than. Tinh an toan
cua  tenofovir  disoproxil
fumarat khi st dung chung
véi sofosbuvir/ velpatasvir va
cic chat tang cudng duoc
dong hoc (nhu ritonavir hodc
cobicistat) chwa duoc thiét
lap.

Néu khéng c6 liéu phéap thay
thé, viéc két hop phai than
trong va theo doi thuong
xuyén churc nang than.

Sofosbuvir/ Velpatasvir
(400 mg/ 100 mg q.d.) +
Lopinavir/ Ritonavir

(800 mg/ 200 mg q.d.) +
Emtricitabin/ Tenofovir
disoproxil fumarat

(200 mg/ 300 mg q.d.)

Sofosbuvir:
AUC: | 29%
Ciax: | 41%
GS-331007:
AUC: &
Cinax: <>
Chin: ©
Velpatasvir:
AUC: &
Crax: | 30%

Tang nong do trong huyét
tuong cua tenofovir khi sur
dung ddng thoi sofosbuvir/
velpatasvir ~ va  lopinavir/
ritonavir c¢6 thé ting cac tac
dung khong mong mudn lién
quan dén tenofovir disoproxil
fumarat bao gdom r6i loan
chtic nang than. Tinh an toan
cua  tenofovir  disoproxil
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Chin: T 63%
Lopinavir:
AUC: &
Cax: ©
Chin: >
Ritonavir:
AUC: &
Cmax: ©
Chin: <>
Emtricitabin:
AUC: &
Cmax: ©
Chin: >
Tenofovir:
AUC: &
Cmax: 1 42%

Chin: <>

fumarat khi st dung chung
vO1 sofosbuvir/ velpatasvir va
cic chat ting cuong duoc
dong hoc (nhu ritonavir hodc
cobicistat) chuwa duoc thiét
lap.

Viéc két hop phdi than trong
va theo doi thuong xuyén
churc nang than.

Sofosbuvir/ Velpatasvir
(400 mg/ 100 mg q.d.) +
Raltegravir (400 mg b.i.d)
+

Emtricitabin/ Tenofovir
disoproxil fumarat

(200 mg/ 300 mg q.d.)

Sofosbuvir,

Velpatasvir, :

AUC: &
Cmax: <
Chin: ©
Raltegravir:
AUC: &
Cmax: <
Cmin: l, 21%
Emtricitabin:
AUC: &
Cmax: «
Chin: ©
Tenofovir:
AUC: 1 40%
Cmax: T 46%
Chin: 1 70%

GS-331007,

Khong can diéu chinh liu. Sy
taing AUC cua tenofovir c6 thé
lam ting nguy co bi cic tic
dung khéng mong mubn bao
g6m 1di loan chirc ning than.
Nén theo doi chat ché chirc
nang than.

Sofosbuvir/ Velpatasvir
(400 mg/ 100 mg q.d.) +
Efavirenz/  Emtricitabin/
Tenofovir disoproxil
fumarat

(600 mg/ 200 mg/ 300 mg

q.d.)

Sofosbuvir:
AUC: &
Cax: T 38%
GS-331007:
AUC: &
Crnax: <>
Chin: ©
Velpatasvir:
AUC: | 53%
Cax: | 47%
Chin: | 57%

Efavirenz, Emtricitabin:

AUC: &
Cinax: <>
Chin: ©
Tenofovir:
AUC: 1 81%

Str dung dong thoi sofosbuvir/
velpatasvir va efavirenz c6 thé
lam giam ndng d6 trong huyét
tuong cua velpatasvir. Khong
khuyén cdo str dung dong thoi
sofosbuvir/ velpatasvir voi
efavirenz trong phac d6.
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Cmax: T 77%

Cuin: 7 121%
Sofosbuvir/ Velpatasvir Sofosbuvir, GS-331007, Khong can diéu chinh liéu. Sy
(400 mg/ 100 mg q.d.) + Velpatasvir, Emtricitabin, tang AUC ciia tenofovir c6 thé
Emtricitabin/  Rilpivirin/ | Rilpivirin: lam tdng nguy co bi cic tdc
Tenofovir disoproxil | AUC: < dung khoéng mong mudn bao
fumarat Crax: <> gdm rdi loan chirc nang than.
(200 mg/ 25 mg/ 300 mg | Cpyin: < Nén theo ddoi chdt ché chuc
q.d.) Tenofovir: ndng than.

AUC: 1 40%

Crnax: T 44%

Chin: 1 84%
Sofosbuvir + Sofosbuvir Khong can phai hiéu chinh
(400 mg q.d.) AUC: & lidu
Efavirenz/  Emtricitabin/ | Cmax: | 19%
Tenofovir disoproxil | GS-331007
fumarat AUC: <
(600 mg/ 200 mg/ 300 mg | Cmax: | 23%
q.d.) Efavirenz

AUC: <

Cnax: <

Chin: <

Emtricitabin

AUC: <

Cnax: <

Chin: <

Tenofovir

AUC: &

Cmax: T 25%

Ciin: &

Nghién ciru thuc hién trén nhiing thuéc khdc

Khéng ¢ tuong tac duge dong hoc dang ké khi diing chung tenofovir disoproxil fumarat véi
emtricitabin, lamivudin, indinavir, efavirenz, nelfinavir, saquinavir (ting cuong tic dung
ritonavir), methadon, ribavirin, rifampicin, tacrolimus hodac thudc trénh thai hormon
norgestimat/ ethinyl estradiol.

Tenofovir disoproxil fumarat can duoc ding véi thirc dn, vi thire dn lam tang sinh kha dung cta
tenofovir.

8. TAC DUNG KHONG MONG MUON

Tém tit tic dung khong mong mudn

HIV-1 va viém gan B

O bénh nhan ding tenofovir disoproxil fumarat, nhitng bién chtrng hiém gip cua suy than, suy
giam chirc nang than va bénh ong lugn gan & than (bao gdm hoi chimg Fanconi) dugc bdo cdo
d6i khi c6 thé dan dén bat thuong vé xuong (khong thuong dong gop vao tinh trang gay xuong).
Khuyén cdo theo ddi chirc ning than ¢ bénh nhan dung thudc.

HIV-1

Khoang 1/3 bénh nhan dugc du doan s¢ gdp nhimg phan ng khong mong mudn sau khi ding
tenofovir disoproxil fumarat phdi hop véi cac thude khéng retrovirus khic. Nhitng phan ing nay
thuong xay ra & duong tiéu héa, mic dd nhe dén vira. Khoang 1% bénh nhan nguoi 16n ding
tenofovir disoproxil fumarat phai ngimg diéu tri do bién chung trén dudng tiéu héa.

Khong khuyén cdo sir dung chung tenofovir disoproxil fumarat va didanosin vi c¢6 thé gay ting
nguy co tic dung khong mong mudn. Pa cd bao cao hiém gip viém tuy va nhidm toan lactic, doi
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khi tir vong.

Viem gan B

Khoang 1/4 bénh nhan duoc du doan s& gip nhiing phan tng khong mong mudn sau khi dung
tenofovir disoproxil fumarat, thuong la nhe. Trong thur nghiém 1am sang ¢ bénh nhan nhiém
HBV, phan rng khong mong mu6n thuong xay ra nhét 1 budn nén (5,4%).

Khoi phat viém gan cép tinh dd dugc bdo cdo ¢ bénh nhan dang diéu tri cling nhu da ngimg didu
tri viém gan B.

Céc tac dung khong mong mudn phén theo tin suét va hé co quan

Rat thirong gép, ADR > 1/10

Chuyén héa va dinh dudng: Ha phosphat huyét.

Than kinh: Chéng mit.

Tiéu hoéa: Tiéu chay, ndn, budn non.

Da va m6 dudi da: Phét ban.

Toan than va duong st dung: Suy nhuoc.

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

Than kinh: Nhtre dau.

Tiéu hoa: Pau bung, ddy bung, day hoi.

Gan - mat: Tang transaminase.

Toan than va duong st dung: Mét moi.

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

Chuyén héa va dinh dudng: Ha kali huyét.

Tiéu héa: Viém tuy.

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

Than va tiét niéu: Tang creatinin, bénh 6ng luwon gﬁn o than (bao gém hoi chirng Fanconi).

Hiém gdp, 1/10.000 < ADR <1/1.000

Chuyén héa va dinh dudng: Nhiém toan lactic.

Gan - mat: Gan nhiém m&, viém gan.

Da va m6 dudi da: Phu mach.

Co xuong va mo lién két: Nhuyén xuong (biéu hién 13 dau xuwong va thuong khéng déng gop
vao tinh trang gay xuong), dau co.

Than va tiét niéu: Suy than cap, suy than, hoai tr 6ng than cdp, viém than (bao gém viém than
k¢), dai thao nhat.

Thubc c6 thé gady ra cdc tac dung khong mong muon khdc, khuyén bénh nhén théng bdo cdc tac
dung khong mong muon gdp phdi khi ding thuéc.

Poi twong dic biét

Tré em

HIV-1

Tac dung khéng mong mudn & tré em dung tenofovir disoproxil fumarat twong tu nhu & nguoi
16n.

Di thiy sy giam BMD & tré em nhiém HIV. Tré em dung tenofovir disoproxil fumarat giam
nhiéu hon nhom chimg va tré em chuyén tir thudc khac sang tenofovir disoproxil fumarat giam
nhiéu hon tré duy tri phac dd c¢6 chira stavudin hoic zidovudin.

Trong mot nghién ctru ¢ tré em phoi nhiém véi tenofovir disoproxil fumarat, viéc phai ngung
thudc chi yéu do bénh dng luon gan C6 7 bénh nhén c6 do loc cau than biéu kién (GFR) trong
khoang 70 - 90 mL/ phiit/ 1,73 m?, trong sd d6 ¢ 2 bénh nhan bi giam GFR biéu kién déng ké
va cai thién sau khi ngirng thudc.

Viéem gan B

Tac dung khéng mong mudn & tré em dung tenofovir disoproxil fumarat trong tu nhu & ngudi
16n.

Di thay sy giam BMD & tré em nhiém HBV. Tré em dung tenofovir disoproxil fumarat giam
nhiéu hon nhém ching

Nguwoi cao tudi
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Chua c6 nghién ctru sir dung tenofovir disoproxil fumarat & bénh nhan trén 65 tudi. Ngudi cao
tudi thuong dé bi suy giam chirc ning than hon, vi vay nén than trong khi dung thubc & nguoi
cao tudi.

Bénh nhén suy thin

Vi tenofovir disoproxil fumarat c6 thé giy doc than, nén theo ddi chit ché chirc ning than &
ngudi 16n bi suy than ding tenofovir va khong khuyén cdo ding tenofovir & tré em bi suy thén.

9. QUA LIEU VA CACH XU TRI

Triéu ching qua liéu khi diing lidu cao chua co ghi nhan. Néu qué lidu xay ra, bénh nhan cén
duoc theo doi ddu hiéu ngo doc, can thiét nén st dung cdc bién phap diéu trj nang do co ban.
Tenofovir duoc loai trir hiéu qua bang thim phan mau voi hé s6 tach khoang 54%. Vi liéu don
300 mg, c6 khoang 10% liéu ding tenofovir disoproxil fumarat dugc loai trir trong mét ky tham
phan méu kéo dai 4 gio.

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khong diing qu lidu chi dinh.

11. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
San xudat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Cong nghiép My Phudc 1, Phudng Théi Hoa, Thi xd Bén Cét, Tinh
Binh Duong, Vi¢t Nam.

Tel: 0274.3567.687 Fax: 0274.3567.688

22/22 TOA335CBB



