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2. Cie diu higu hrn c uyﬂn e khi dimg thude

Bé xa thm tay tré em. Boc k§ hutmg din st dung trade khi ding.

Thubie nhy chi ding theo don thube

Théng bdo cho bie s§ the dyng khing mong mndn gap phai khi st dyng thudc

Khéng ding thude a8 bidn mau, hét han si dyng.

3. Thanh phan cnng thive thufic

Thanh pluﬂn durge chit:

Tetofovic dlsoprosdl FUaRiat. . v i cimresparsninnsnsnos i snssns e i samssirses s v v B THE
Thinh phin td dirge:

Avicel PHI01, Croscarmelos Natri, Povidon K30, Tinh bt ngd, Colleidal silicon dioxid, Natri
starch glycolat, Magnesi stearat, Vivacoat PA White (hypromellose (HPMC) 6, titanium dioxide,
polydextrose, tale, polyethylene glycal (PEG) 33500), mau Indigocanmin kake .. .......vie di | vidn
4. Dyng bito chié: Vién nén hao phim

5, M th dang bio chi

Vién nén bao phim mau xanh. Vién b 1 mit oo g6 300, mit mit nhin. Cunh va thinh vién lan
lan,

6, Chi dinh

Fidw arf nhidm HIV-1

Vign nén baa phim Alakavir duge chi dinh k& hop v cde thude khing retrovins khie dé dicu i
ngvi lom nhigm HIV-1.

) gt I, vige chimg minh lgi lch cia tenofavir disoproxil trong nhiém FITV-1 dya én leét qud
el mit nghién el & ahitng bénh nhin chum timg digu v, bao gom nhitng béak nhdn e @i lugng
virtis can (> 1LOOD ban soiml) vi cde nghién oime trong db tenofovie disoproxil duge thém vao
g php nen on dinh {chn :,.ré*u [a ligu phip két hip 3 1[':&{;”:] ¢ nhitng bénh nhin duge diéu trj h‘:‘ing
thudic khdng retroviras thit bai sém vi Mt vires hoc (< 10,000 bin sao/ml, vei phan lom bénh nhén
e = 3,000 hin saodml )

Vién nén bao phim Alakavir cling dige chi dinb € didu tf & thanh thidu nign bj nhidm HIV-1, v
s dé khing thude NRT1 hofic doe tinh ngin cin vige sir dung cie thide diu tay, tr 12 dén <18
tudi.

Vige lya chon Alakavie dé didu v nhidm HIV-1 & bénh nhiin d8 didu 1 khidng reirovirus nén dya
trén xét nghiém khing vi-rit vivhode tién sir didu tri cia bénh nhén.

Nhiém vidm pom 5

Vién nén bao phim Alakavir dwge chi dinh dé didu trj wiém gan B man tinh ¢ ngudi lkm vin:

= Bénh gan cén bi, ¢b biing chimg v& hoat déng nhin 1&n cha virus, mf‘rng dd ALT trong Itu:ﬁfl thanh
tang lién tue va hing chimg mb hoe cha viém gan hoat ding vivhodc xo hia

« Bing chimg vé virus viém gan B khéng lamivadine

« iénh gan mit bix

Vién nén bao phim Alakavir duge chi dinh digy i viém gan B man tinh & thanh thiéu nién tr 12
dEn < 18 mdi vdi:

e
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» Bérh gan eon b vi bing chimg vé hoat ddng mién dich, tie 13 virus dang hogt déng nhin 1én,
n;’.mg A48 ALT trong huyde thanh ting lién tye v biing chimg mé hoe vé tinh tegng vigm gan vashode
xr héva tir trung binh dién ning.

DG ol quyve

7, Litu dimg, eich diing

Didu tri nén duge bt diu bai mat bic 57 e6 kinh nghidm trong vige kicm soat nhigm HIV vivhodc
didy tri viém gan B man tinh.

Lidu ding

HIV-1 v viém gan B mgn toh

Newedt oo ver thenh thidu nidn tir 12 dén < 18 tudi vé nding = 35 kg

Ligu khuyén co 4 didu t| HIV hodic didu trj viém gan B miin tinh 13 300 mg tenofovir disoproxil
[urmarat (1 vién), mbi npéy 1 lin, udng cing voi bim in,

Bé diu tr nhigm HIV-1 va viém gan B man tinh & nguei lon hode thanh thitw nién khdng thich
horp v dgng hao chi rfin, ed thE sir dyng ede dang bio ché phit hop khdc

Quytj:t dinh diéu trj cho bénh nldn nhi (thanh thidu nién) nén dya rén vide xem xét efin thiin nhu
ciiu eiia timg bénh nhin vi tham khdo cée hudmg ddn diéu i nhi khoa hign wi bao gom gid 1 exa
théng tin mé hoe ban diu. Lo ich ein vige e chit virus Tau dai vdi ticp e dicu L phai dwoe efin
nhac véi npuy co didu ] kéo dii, bao pom sy xudl hign cta virus vidm gan B khang thude va
nhitng didu khang chic chiin lign quan dén the ddng liu dai coa dge tinh xumg v thin,

ALT huyét thanh nén diuge ting lién te trong it nhét 6 thang trude khi dity trj cho bénh shi mic
bénh gan cén b do viém gan B man tinh TheAg(t); va trong it nhit 12 thing & bénh nhin cé
HbeApi-).

Thii pian didu tri & bénh ahdn newdt Tén va thanh thidz mign b viém gon B mae v

Thiri gian didu tr] t&i tru viin chua dupe bidt 8. Vide ngimg didu e o6 thé duge cdn nhie nhir sau:

- O bénh nhin HbeAp(+) khing bj xo gan, nén ditu trj §t nhilt 12 thdng sau khi 1:.J'|L|J.réln dii hu;,ré[
thanh HBe (HbeAp(-), khing phat hién HBY DNA va b khang -HBe). Mong di ALT va HBV
DMNA trong huyét thanh nén duoe theo dii thudmg xuyén sau khi ngimg dicu tei dé phit hidgn bt ki
ti phat virus mudn ndo.

- (J phitng bésh nhin HbeAg(-) va khiing bi xo gan, nén didn wj it nhit cha dén khi chuyén dii
huyét thanh HBs hofie khi thiy thude mat tic dung. Vide ngimg didu tr cling e the dwoe xem xé
gau khi dat duge sirie ché virus dn dinh (e 14 trong it nhdit 3 nam) véi didu kign nong dd ALT v
HBV DNA trong huyét thanh dirge theo dai thuémg xuyén sau khi ngimg diéu ti dé phét hién b
k¥ tai phat virus mufin nda. Vi vide dtidy trf ldo dii hom 2 ndm, nén danh gid lgi thadmg xuyén di
xé¢ nhin rng viée ljép tue dhidu trj & chon vin phit hop véi bfnh nhan,

- {3 nhitng bénh nhin trwémg thanh mic bénh gan mét bi hede xo gan, khdng nén ngimg diéu tr,
Dine 26 nhi khoo

Tenofovir disoproxil c¢ling cd san i dang eom dé dicu trj nhidm HIV=1 v viém gan B man tinh
& bénh nhdn nhi tir 2 dén < 12 di v vién nén gian him lugng dé diéu i nhidm HIV-1 v vidm
gan B man tinh & hénh nhéin nhi tr 6 dén < 12 tudi (xem phﬁn 5.10. Vi long tham khdo Tém Bt
diic tinh san phitim &1 v& efim Tenofovir disoproxil 33 mgde v vidn nén tenolovir disoproxil 123
myg, 163 mg va 204 mg.

Tinh an todn vi hide qua cia tenofovir disoproxil & te em nhiém HIV-1 bode 1@ em bi viém pan B
man tinh dudi 2 bl chua duoe xbée dinh, Khang ¢b di lidu oo sdn,

(udn licn

- Néu binh nhin quén véng thude trong vong 12 gidr so véi thoi gian thuémg xuyén sir dung thi nén
whng céng stm cing tht eling véi thire in vi tifp tye lich uédng thude binkh thutmg, Néu dil quén qud
12 gitr va ghn dén gitr uéing thude lidu tiép theo thi khing nén dimg liéu 38 quén me ohi cn tidp we
lich uéng thude théng thirémg.
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- N biégnh nhin nén trong ving 1 pitr sau khi udng thude thi cdn ubng 1 vién khéc thay thé. Néu
bénh nhin seu khi une thube quéd 1 gid thi khing ciin phiti ufng lidu thay thé,

Nisdm dii tromg déie bigt

Npuli cao tudi: Khiing co dif ligu dé dira ra khoyén cdo vé lign cho bénh nhéin teén 65 woi

Suy thin: Tenofovir duge dao thai qua thin va nédng d6 tenofovir thng 1én & bénh nhén i logn
chire nfng thiin.

Mgl Iom: Co rdt it dit lidgu vk 8 an todn va higu qui ciia tenofovir disoproxil fumarat & bénh nhén
trémy thanh bi suy thin vira vi niing (4§ thanh thai creatinine < 50 ml/phiit) va dir lifu an foan o
dai elwra duge danh gid déi vai bénh nhin suy thin nhe (d6 thanh thii creatining 50- BOml/phat).
Do dé, chi nén sir dung tenofovir disoproxil fumarat & bénh nhén treéng thanh bi suy thin néu lgi
ich diéu ] vugt rdi hon nguy co Hém dn. Khuyén cdo sir dong tenofovir disoprosil 33 mgfg dang
hgt dé gidgm litu tenalivir disoproxil hiing ngdy cho bénh ohin regng thinh ob 36 thanh thii
creatinin < 50 mlphit, bao gom ci bénh nhin chay thiin nhin o, Vi Kng tham khdo Tom Ll dic
tink sin phim com tenofovir disoproxil 33 ma/p

Suy thin nhe (40 thanh thii creatinipe S0-80 mlphic): Dye vao di lidu han ché tir ce nghién ciu
lim sang, ding litu 1 vién/ngdy & bénh nhin suy thiin nhe,

Suy thin vira (46 thanh thdi creatinin 30-49 mlphit): Méu khang the ding Heu I.hﬁr.l hrny (i ety thé
sitr dyng vién nén bao phim Alakavir va kéo dai khodng cich gitia cde licu. C4 thé st dung 1 vién
Alakavir midi 48 gio dya tén md hinh di ligu duoe ddng hoe lidu duy rhiit & nhimg A tomg &m
tinh viri HI'V vi khéng nhiém HBV v cic mire d6 suy thin khde nhau, bao gﬁm ci bénh thin giai
doan cubi cin chay thiin nhén tpo, nhng chwa duge nghién e, drge e nhin trong cie nghién
ciru lam sang, Do dg, cin theo dai chit chd dép fmg 1im shng wi didu trj va chie nfing thin &
nhitng bénh nhin néy.

Suy thiin niing (dd thanh thai ereatinin < 30 ml/phiit) vé bénh nhin chay thin nhin lao: Méu khong
thé ding ligu thip hon va khéng co plurong phap diéu trj thay thé ndo, sir dung vién nén bao phim
Alakavir va kéo déi khodng cach gitta cac lidu nhr sau:

+ Suy thin niing : C6 thé ding lidu 1 vign mSi 72-96 gier (lidu hai ln/tudn).

+ Bénh nhin chay thin nhén tao: Co thé ding lidn 1 vién/udn sau khi hodn thanh dgt chay thin
nhin tao®,

Nhing diéu chinh khodng cdch lidu ndy chira diuge xde nhiin trong eic nghifn eiru lim sdng. Cle
mé phing cho thiy ring khodng cach gifia cde lidu 300mg 1 khing 16 wu v b thé din dén tang
die tinh viv 6 thé dap (mg khong diy di. Do dé, cin theo doi chiit che ddp img lim sing voi dicu
ir va chire nang thiin.

+ Khing e6 khuyén nghj vé liés ding cho bénh nhiin khimg chay thin nhin fao cd 4§ thanh thai
croatinin < 10 ml/phit

Bénh nhi suy thin: Khing khuydn cho sir dunp tenofovir disopraxil & bénh nhiin nhi bi suy thin,
Suy gan: Khing vin diu chinh lifu & bénh nldin suy pan.

Méu ngimg ding Alakavir & bénh nhin vidm gan B man tinh eb hoic khing ddng nhiém HIY,
nhimg bénh nhin ndy chn e thoo dii chit ché dé tim hin g chimg vi che dot cip viém gan.

Ciich ding

Vién Alakavir nén ubng mit lin mai ngdy, uing eng vii thire in.

Cong thirc dang com cia cin tenofovir disoproxil fumarat cé the duge ding trén bénh nhén giap
khé khiin khi nudt vién nén bao phim. Tuy nhién, trong nhitng trodmg hep diic bide, cb thé dimng
vién nén bao phim Alakavir sau khi hoa tan vién thude trong it nhit 100 ml nude, nrde cam hoge
nirire nhio,

8. Ching chi dinh

Qua mén vai tenofovir disoproxil fumsaimat hoge bit ki thinh phﬁn t4 duoe ndo cia thude

0, Ciinh béo va thin trong khi ding thuic
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Céinh bdo ehunp _
Clin x¢t nghiém khdng thé 1TV cho tdt ¢d bénh nhéin nhiém HBY tnrde khi bt didu dicu Lr

tenobovir dissproxil fumarat,

Fidnm gan B: Bénh nhin phiii dwge thing béo ring tenofovir disoproxil fumarat chira duge chimg
minh 14 ngin ngim nguy oo ly wruyén HBY eho ngudi khie qua quan hé tinh due hofe nhidm miu.
Cée bién phap phing ngim thich hgp phii liép lue duge sit dung,

Sir dung ding thés v cée thude khic:

- Khémg nén dimg déng thid tenofovie disoproxil véi fumaral cie thube khie cb chira tenolovir
disoproxil hofic tenofovir alafenamide.

- Khéng nén ding dong thid vai adefovir dipivoxil,

- Khéng khuyén cdo ding dong thivi tenolovir disoproxil vi didanosine

Ligu phap didu tri 3 thude nuclgosides/nucleotides

D c6 bia cdo vé 1 1& cao thit byi trong difu tr va xuit hién khing thude & giai dogn diu & bégnh
nhiin HIV khi tenofovir disoproxil fumarat disge ket hop vai lamivadine vi ahacavir efing nh vii
lamivudine va didanosine vii clid do 1 Hnfogay.

Anh hudme dén than vi xwong & newdi tredmg thanh

Anh feeng dén thin

Tenofovir chii yéu ddo thai qua thim. Suy than, suy thin cip, ting creatinine, ha phosphatacmia vi
chec binh trén fng luon gln (bao gdm ¢ bdi chimg Fanconi) da duge bio edo khi sir dung tenofovie
disoproxil fumarsat trong thire himh lim sang.

Theo i chire ndng than

Khuyén cio phai tinh dd thanh thai creatinin & 6t ¢a bénh nhin tnede khi bie diu diéo tr b
tenofovie disoproxil fumarat vi phai theo dai chite ning thin (46 thanh thai creatinin vii phosphate
lm}'ét thanh) cling duge theo 461 sau 2-4 tudn didu tei, sau 3 thdng didu tej va mai 3-6 thang mit in
sau di & nhimg bénh nhin khing ¢o yéu 1 nguy co thin. O nhitng bénh nhin & nguy eo suy thin,
ciin theo dai chire nang (hiin thutmg xuyén ko,

Dimh gia chire nang thin

Néu phosphate huyét thank < 1,5 mp/d] (0,48 mmol/|} hofic d thanh thai creatinin gidm sudng <50
ml/phit & bt ki bénh nhin trudmg thinh ndo ding tenofovie disoproxil famarat, cin déanh gid 1y
chire néng thin frong vong | fudn, bao gém do plucose trong mdn, ndng 36 kali trong mdu va
glucose trong e, Chn ciin nhdc dide wj pidn doan béng tenofovir disoproxil fumarat & béah nhiin
nguén 16m e 46 thanh thii creatinin piam xudng <50 ml/phit hode giam photphat huyét thanh
xubng <1,0 mgtdl (0,32 mmol/l). Cing nén cin nhiic didu tri gisn donn hiing tenafovie disoproxil
fumarat trong iridmg hop suy gidm chie ndng thin lidn trién khi chue xde dinh duge nguyén nhin
nao lhac,

Sar dung ;'friﬂg théi cde thuic vé R nhidm e thdn

- Mén tranh st dung tenofovir disoproxil Tumarat ¥ 1 thude ghy dic cho thin (v du
aminoglycoside, amphotevicin B, fosearnet, ganciclovir, pentamidine, vancomycin, cidofovir hode
interleukin-2). Néu khing tednh diroe viée sir dyng déng thai vii cae thude piiy he thiin, ciin thee
ddi chire ndng thén hing tudin,

- Céc tmﬂng hop suy thén edp tinh sau khi bt diu ding thube ching viém lidu cao hodc nhieu legi

thubc chéng viem khéng steroid H'-:AIIJ} da r:im,n b eda & nhitng bénh nhin dwoc didu trj biing
tenolovir disoproxil va cd céc }'Lu 1 nguy oo rdi loan chire nfing thin, Néu tenofovir disoproxil
durgre diing d&ng ther véi NSALD, céin theo dai chire ndng thin day du.
- Meuy cor suy thin cao hon d8 dirpe béo céio & nhitng bénh nhén ding tenofovir disoproxil fumarat
két hop vii thube e ché protease ting cudmg ritanavir hofic cobicistat. CAn theo di chat chi chire
ndng thin & nhitng bénh nhin ndy, O ohitng bénh nlidn o yéu o ngoy co thin, cin dénh gid cin
than viée ding cEf“;-ng thén tenofovir disoproxil fumarat win thude ting cuvmg chit te ché protease,
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- Tenofovir disoproxil fumarat chua duge dénh gid lim sing & nhimg hénh nhitn ding cdc san
phidm thudc ciing dudmg thai iz qua thin, bao gom protein vin chuyén chiit vén -;hu:,-’l-n anion hif
cir & ngudd (hOAT) 1 va 3 ilﬂﬂl.- MEP 4 (vi dy; cidofovir). Che protein vin chuyén thin nay cé thé
chin trich nhidm cho bdi titt dng din va mat phin giop d4o thii tenofovie v cidafovir trong thin,

Do di, due ding hoc cla cie sin phim thudic nivy, diroc tiét e bin chng mdt con duwémg thin bao
gom cde protein van chuyén hUAT | v 3 hojie MRP 4, c6 thé thay doi néu chimg duge sir dung
d:l}ng thévi. Trir khi cén thiét, khimg khu;.rén cho st dung déng thivi cae thude ¢ cimg duimg thai i
qua thin, nhumg néu khing thé twnh khdi vide sit dung déng the, cin then déi chire nding Uin
g tudn

Sy thdn

Dt 1w an todn tén thin cta lenofovir disoproxil fumarat chi dirge nghidn elu & mic 4 vt bhan
ché & bénh nhin ngwdi lom bj suy gidm ehife ning thin (d& thanh thai creatinin < 0 ml/phar).

Bénk nhdn newoi lon oo d5 thanh thal creatinin < 50 mlipheit, bao pgim ca hinh nhdin chay thin
afin tao:

Co et Tt dir lidu v& tinh an toan va hicu qud cia tenofovir disoproxil fumarst & bgnh nhédn suy gun
chire nding thin. Do dé, chi nén st dung tenofovir disoproxil néu loi feh tém niing cia vige ditu tri
I hom ede npuy eo tiém dn, O bénh nhin suy thin ndng (43 thanh thid ereatinin < 30 ml/phit) v
& nhimg bénh nhin ein chyy thin nhin wo, khiog khug.léu cao s dyng tenofovir disoproxil
fumarat. Méu khong ¢6 phwong phip dicu tr tay thé, phai diéu chinh khodng thin gian ding e
wik theo dii chill chE chire ning thin,

Anh hnreng irén xireny

Ce bit thudmg vé xuromg nhir nhuyén xuong e6 the bidu hign nhue dau xrong dai ding hode ning
lion vi khbng thudmg xuyén gap phin piy gy vming o6 thé lign quan dén hénh dng thin gin do
tlenofovir disoproxil Tomarst ghy

Gidm mit dé xwong (BMIY) di dwge quan sat thily vii tenofovir disoproxil treng cie thir nghigm
lam sang ngdu nhién ob A chimy kéo dii dén 144 win & bénh nhin nhiém HIV hede HRV), Céc
BMD giam ndy thuimg dwoc cdi thidgn san khi ngimg didu i,

Treng chc nghidn cing khic, sy gidm rd rét nhit cia BMD duge thiiy & nhimg bénh nhin duge didu
trj biing tenofovir disoproxil fumarat nhr mét phin caa phie dd i chira chét 1fin ting cudmg (e
ché protease. Mhin chung, %6t dén cac bit thidmg vé suomg lign quan d&n tenofovir disoproxil
fuméarat vi nhitng han ché et dir ligu dai han vé tée dong cia tenofovir disoproxil fumarat dol v
sire khie xwong va nguy co ply xuong, edn xem xét cic phic db didu trj thay thé che bénh nhin
lafing xuong hode o tidn sir plly xuromg.

Néu nghi ngé hodie phit hién bit thitmg vé xwomg thi edn tham khio ¥ kién thich hop,

Ak huwang dén thin vii seemg o ¢ em

Chura chiic chin vé suf lién quan dén tée dong Mu dii clds d8e tinh xwong vd thin. Hon nilka, khing
thé xdc dinh dﬁ}' it khi niing dao nguee etn dbe tinh thin. Do 46, mde phuvong phap tigp cin da
nggdnh dirge khuyén nghi dé cin nhiic diy di trén co sér timg twdmg hop ey the vé cdn bing loi ich /
i ro ciia difu tr, quyét dinh theo d@i thich hop rong qud trinh didu i (bao gdm e quyél dinh
ngimg didu i) vd xem xét s ein thigt phai bo sung,

Anh lnrdng dén than

Cdie phén ing cb hai cho thiin trén &ng thin gén 43 dugre bdo edo & bEnh nhin nhi nhifm HIV-1 tir 2
din < 12 tudi trong nghién et lim shng (G5-118-104-0352.

Theo dfi chire néing thin

Ciin dénh pid chiic ndng thin (43 thanh thai creatinin vi phosphat huyét thanh) e khi digu ) va
theo dii trong qua trinh didu trj nhwr & npudi 16m.

thdmh mia chire ndng thin
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Nén phosphate huyét thanh < 3,0 mg/dl (0,96 mmal/T) & bl ky bénh nhin nhi nao dnngl diing
tenofovir disoproxil fumarat, ciin dinh gid lai chic ndng thin tong vong 1 twin, bao gém do
glucose trong méw, kali frong mau va néng 06 glucose nude tiéi. Néu nghi ngé hogie phdt hign bét
thudmg thin thi cfin tham khao ¥ kién hae s chuyén khon thin dé xem xél vige ngung diéu tri
tenofovir disoproxil fumarat, Ciing nén clin nhie didu tr gidn dogn biing tenofovir disoproxil trong
i hop suy pidim chife niing thin tién trién khi chua xae djnh dupe nguyén nhan nao khie,

D dimg thod cde thude v newy co nhifm dic thin

Cae khuyén nghi tromg te cling dp dung nhir & ngudi Iém (xem & trén),

Sy thdn

Khong khuyén cdo sir dung tenolovir disoproxil fumarat & bénh nhén nhi bj suy. Khing nén bit diu
didu tri bng tenofovir disoproxil fumarat & bénh nldn nhi bj suy thin va nén npimg & bénh nhin
nhi phit wién suy thin trong ligu phap diéu o bing tenofovir disoproxil fumart

Anh haréme frén cirang

Tenofovir disoproxil fumarat cé thé 1am gigm BMD. Anh hwdng cda nhitng thay d6i lién quan dén
tenofovir disoproxil trong BRI dfi vii stre khoe xuomg 18 ddi va nguy co gly xeong trong rong
lai 13 khiing chic chin

Méw phit hién hode nghi ngdr bit thutmg vé xuemg & bénh nhin nhi, cdn tham khéo ¥ kign hie < ndi
tiét vivhodie bac &7 chuyén khoa thin.

Bénh gan

D¥iw lidu wé an todn va hidu qud vt han ché & bénh nhin ghép gan,

O rfit ft div 1i¢u v tinh an twoén va higu qua cin tenofovir disoproxil fumarat & nhiing bénh nhiin
nhiém HBY miic bénh gan mit bi vt nhitng ngudi co difm Child-Pugh-Turcotte (CP]) > 9, Nhimg
bénh nhin niy ¢b thé cd nguy eor eao bi cde phin dng ed hai nghiém trong & gan hode thin. Do dé,
céin theo di chiit chE cic thong s6 gan mdt va thin & nhém bénh nhin nay,

i dont edp crig vigm gan

Ring phit khi didu trj; Cc dot cdp tor phat trong viém gan B man tinh trong disi phi bidn va due
diic rumg béd sy gin ting thodng qua cia ALT huyét thanh. Sau khi biit i didu 1 khang vi-rit,
ALT huyét thanh ca thé tang & mit sb bénh nhfin. O nhimg bénh nhin bj binh gan b, sy gia ing
ALT hu:,rE'-t thanh niy thrdmg khéng di kém véi thng ning 46 bilirubin huyét thanh hofe gan il
bis. Bénh nhin xo gan ed thé ¢d nguy co gan méit bl cao hom sau dot edp vigm gan, do dé cin duge
theo doi chiit chi trong qué trinh diéu tri.

Bing phat san khi ngimg digu tri: Dot cip cha viém gan ciing d duge bdo cio ¢ nhitng bénh nhin
il npimg digu tr] vigm gan B, Cac dat cdp sau dide tr thadmg 1ién quan dén sy gia ting DNA HBY
vt da sé 14 vy han ché, Tuy nhién, cde dgt ciip nghiém wong, bao phm ci tir vong d& duge bdo cio,
Cfin theo dii chite ning gan rén ¢ theo déi lm sédng vl xé nghi¢m trong it nhdt & thing sau khi
ngirng difu i vigm gan B, Néu thich hop, oo the tigp e didu IT| vigm gan B, O nhimg bénh nhin
bi bénh gan tién widn hodc xo gan, khing khuyén cio ngimg diéu trj vi dot cip cie vigm gan s
didu tri o6 the din dén gan mét b,

Buing phat viém gan dic bigt nghigm trong va d6i khi gdy i vorg & nhimg bénh nhin by binh gan
midt b,

Déng ahidm viém gan C hode 1 Khong e dit lidu v& hidn qué cia tenofovir @ bénh nhin déng
nhitm vi-riit vifm gan C hade T,

ﬂf‘fng nliém HIV-1 vat vidur gon B: Do nguy co phat trién khing virus TV, tenofovir disoproxil
fumarat chi nén chrge sir dung nhur | phﬁn cuai phiic dd két hop khdng retrovirus O banh nhian ding
nhigm HIV/HBEY, Bénh nhin bi réi loan chire nang gan trede da, ban il;f‘:nm vidm gan man linh dang
hopt ddng, ci gia ting thn sudt bt thuomg chife ndng gan trong lidu phip khing retrovires et hgp
(CART) ¢lin drge gidm sat, Néy o6 bing chimg v bénh gan xdu di & nhimg bénh nhin nay, phai
xem xét ngimg hode nglmg digu te). Tuy nhién, cin luw v ring sy gia ting ALT co thé 1a mit |:|]1=1"m
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ctie qui trinh thanh thai HREV trong qué trinh difu tr bing lenofovir, xem & wén Cde der edp enia
viEm sam.

S dung voi mbt s thuie kKhdng vierit vi-rit viem gan C

Sir dung ding thin tenofovir disoproxil vii ledipasvir/sofoshuvir, sofosbuvir/velpatasvir hofic
sofosbuvir'velpatasvir/voxilaprevir &8 dupe chitmg minh 18 lém ting ning 4% tenofovir trong huyét
temg,, dite bigt 14 khi dupe s dyng clng voi phic di M1V 6 ehira tenofovir disoproxil fumarate v
thubc tang cuimg duoe ddne hoe (ritonayir hofic cobicistat). Tinh an twén coa tenofovir disoproxil
fumarat khi ding clng ledipasvirfsolosbuvir, solosbuvir/velpatasvir holle
solosbuvin'velpatasvirvexilaprevir vi mat chit ting cuémg duge ddng hpe viin chua duge tiét 1dp.
(Cfn xem xé1 cde npuy co va lod ich tiém dn lién quan dén vide st dyng ddng this
ledipasvirfsaloshuvir, solosbuvir/velpatasvir hode solosbuvin'velpatasviy/voxilaprevie vis tenofovir
disoproxil duwge dimg két hop voi thude (o ché profease HIV tdng cuimg (vl dy: atazanavir hodc
darunavir), diic bigt 14 & nhimg bénh nhdin cé nguy o rdi loan chire ning thin can. Bénh nhin ding
ledipasvirfzolosbuyir, solosbuvir/velpatasvir hoje solosbuvin'velpatasvivivoxilaprevie dong thin whi
tenofovir disoproxil vi thube e ché protease HIV wing cutmg cin dige theo dai cae phéin img o
hati lidn quan dén tenofovir disoproxil Rumarat,

Cfin niing vi cic thimg g6 trao i ehit

Syrogia @ng ciin nfng vi mlmg dd lipid, glucose rong miu co thié xay ra bong qué trinh dién Irj
khing relrovinis, Nhitg thay d8i ndy ¢ thié mdt plidin lidn quan dén vife kiém soat bénh it va 16i
sbng. P6i v 1Ang lipid miu, treng mdt si trieimg hop oo biing chimg vé higu qua dido tri, tong khi
4 vivi ting cén khing oo biing chimg lign quan i ré voi bt ky phuong phap difu t ey thé nae,
Bé theo déi lipid mau vé glucose, nén tham khao cic hudng dan didu trj HIV 88 duge thié lp. R
loan lipid méu edin durgre guian 19 thich hop trén lim sing

Ri Ingn chire niing ty thé sau khi ﬁfp xiie viri thuic trong (6 cung

Ciie chift weong Wy nueleotide 6 thé anh hiémg dén ehire ning ty thé & mét mire db khic nhau, didu
ndv iy et nhdt vii stavadin, didanosin va gidovuding DA ed bho cio vé ol loan chire ndng ty the &
ird so sinh &m ok vé HIV tidp xie véi ehe chil wong G nueleosid reeng tr cung vadhofic sau
sinh; chil yéu lién quan dén didu trj bing phéc do6 o chira ddovadine, Cie phin dng et hai chink
duror bdo cao 14 r6i loan huyét hee (thitu mau, gidm bach cdu trung tinh) vit vi loan chuyén hia
(tang lactatemia, tdng md méu). Nhimg v6i loan ndy thuimg 13 tam thoi. RED loan thin kinh khivi
phit mudn duge bdo cdo 14 hidm pap (@ng trong lee, co @iy, banh vi bit tadmg) div chum xic
dinh i thodng qua hay vinh vién, Nhimg biéy hidn néy cin duge xem xé1 doi véi bat ky teé nao tiep
wiie viri ede chit twong G nucleotide frong fir cing md ob bidu hifn lim sing niing khing i nguyén
nhén, die bift 14 cae widu chimg v& thin kinh, Mhimg biéu hién niy khing anh huimg dén cac
khuyen nghj hién tgi v& vide st dyng lidge phap khing retrovirus O phy nit mang thai 82 npan npia
liy nhifm HIV,

Hiji chirmg thi kich hogt micn dich

i uhifng bénh nhin nhiém HIV bj suy gidm mién dich ning i thiv diem thre hiégn CART, phan
fng viem v ede mam bEnh co i com sot lgi o theé iy ra eic tinh trang 1im sang nghigm trong,
ho#c lam teim trong thém cae trigu chimg. Théng thudmg, nhing phin tmg nay d& duge quan =it
thiy trong vii tudn hode thane diu tién ke tr ki bt din CART, Cae vi dy liégn quan 13 vigm ving
mae do eytomegalovirus, nhiém trimg mycobacteria todn thin vivhoge khu trl, vl viém r.lht'":i o
Sreimocystiy firovecil.

Bt ky trigu chimg vidm nao elng ciin duge danh gl v diéu tri khi cin thiét.

Cée rhi loan te midn dich {chiing han nhu bénh Graves va viém gan ty mién) ciing di duge bio cio
li xdy ra khi t4i kich hogt mién djch: tuy nhidn, théd gian khoi phdt duoe bio cdo cd the khic nhau
v nhitng bién ¢6 ndy <6 the xay ra nhiéu thang sau khi bit dau didu trj.

Hoai tir xwong
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Miic di cdn nguyvén do nhiéuy )réu 0 (bao gim s dyng corticosternid, Llﬁng FUIRL, SUY Eiam micn
dich niing, nguti cé chi 56 khii co thé cao), ehic trudmg hop hoai ty xuong 48 dups bdo cdo, die
biét J4 & nhimg bénh nhin mée bénh HIV tién trién vivhede phoi nhiém Ko dai wii CART, Bénb
nhiin nén duoe tir vin v 1€ néu bj dau khdp, cimg khép hode kho o déng.

MNpgwivi coo tunihi

Tenofovir disoproxil Tumarat chua dirge nghién ciu & bEnh nlidn trén 65 wéi. Béah nhin cao ki
cH nhiéu kha nfing bi suy gidgm chirc ndng thin; Do do, cin thin trong khi digy trj tenofovi
disaproxil cho bénh nhin cao twdi,

Canh bio @ duge Nati:

Thude nay co chim dudi 1 mmol (23 me) natri trong mdi vién , vé co ban dwge xem nhir “khing
ehim natri’

10, Sir dyng cho phy nir eo thai v cho con b

Thixt kI mang tha

Mét lgmg 16m dit ligu v phy nit mang thai (hon 1,000 leét quid mang thai) cha thiy khng oo dj tit
hode dde tnh thal nhifso sinh lién quan dén 1enolovir disoproxil fumarat. Cée nghién cinu trén ding
viit khing cho thiy déc tinh sinh sin. C6 thé cin nhic sit dung Alakavir trong thed k mang thai
néu cfin thide,

Trong cde i lifu, vige tiep %0 vl tenofovir disoproxil trong ba thing thir ba cin thai Iy di duge
chimg minh 14 1dm gidm ngey co ldy tuyén HBY tir mg sang con néu ding tenofovir disoproxil
cho ngzuivi me, bén canh globulin mifn dich viém gan B va viic-xin viém gan B d tré sorsinh.

Trong ba thir nehiém lim sng oo dbi chime, tdng cong 327 phu ni mang thai bi nhidm HBY man
tinh duoe ding tenofovir disoproxil (245 mg) | Fn/ngdy tir tudn thir 28 dén tudn 32 cba thai ki che
dén 1 dén 2 thang sau sinh: me va iré sosinh duge theo déi i 12 thang sau khi sinh, Khéng cd div
lifu an twan ndeo xudt hién tir nhimg dir lidu niy.

Thai ki cho con bi

Néi chung, néu tré so sinh digre quin 1y iy di dé phong ngia viém gan B khi sinb, nguiri me bi
viém gan B ¢6 thé cho con bi,

Tenofovir bai tiét qua stta me & mire do it thip va vie té so sinh tép xde qua stia me duge coi 1
khing ddng ké. Mac da dir liéu dai han con han ché, nlumg khing e phén tmg e hai ndo dwge bio
edie & tré b me v edc ba me nhidm HBV sir dyng tenofovir disoproxil cb théé cho con b,

Dé trinh liy truyeén HIV cho w so sinh, phy ot nhiém HIV khing nén cho tré bt me.

Kl ndng gink san

Dit lidu lm sing lign quan dén tde dung eda tenofovir disoproxil d&i véri kha nang sinh sdn con han
ehd, Che nghién ciu 1rén ddng vit khong chi ra the hgi coa tenofovir disoproxil fumarate di v
khd néng sinh sin.

11. Anh hurdng ciia thuiec 1én khi nang lhi xe vh vin hiinh miy mébe

Chua cd nghidn cim ndo duge thye hién veé anl hudrmgg 180 kbd sing 141 xe va viin hanh may moe.
Tuy nhién, bénh nhin edn duge thong bio ding chong mit d duee bdo cdo treng qua trinh digu tr)
hitng tenofovir disoproxil fumearat.

12, Twong the, twong ky cia thube

Trong tie thude:

Cée nghién et tiromg tic chi dwge thye hign & ngudn lom,

Dhga irén két qua clia cac nghién el in-vitro va nhimg hidu bift vé con dudmg dao thii tenofovir,
kha nfing ndng lwong e qua trung glan CYP450 lign quan dén tenofovir vord cae san phim thude
khdc 14 thip.

S elving .:i':ing thdd héng dpe .Hnr_;re{n khich

Alakavir khing nén ding ddng thii vai cae thude khie e ehim tenofovir disnproxil fomarat hoge
tenofovir alafenamide,
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Tenofovir disoproxil fumarate khing nén ding dimg thii v adefovir dipivoxil.

Didanosin

Khéng khiyén cio dimg dbng thoi tenofovir disoproxil fumarat va didanosin,

Cée thube thid trir qua thin

Vi tenofovir chit yéu duge dio thai bai thin, nén vide sir dung ddng thad tenofovir disoproxil véi
cdc thude lam gidm chie nang thin hogie canh tranh dé tiét dng chi ddng thng qua cde prolein
vén chuvén hOAT 1, hOAT 3 hofic MRP 4 (vi du: cidofovir) ¢b thé lim ting ning do enofovir
{rong huyét thanh vivhode che thude dutre ding ding thei.

Mén tridnh sir dung tenofovir disoproxil khi sir dyng ding thin hode ghn diy st dung thubie giy doc
cho thin, Mot s vi du bao pom, nhung khing gidi hen, aminoglycoside, amphotericin B,
foscamet, ganciclovir, pentamidine, vancomycin, eidofovir hofic interleukin-2.

Tacrolimus o thé anh hutmg dén chire néng thdn, nén theo dii chit ch khi ding ddng thi vii
tenolovir disoproxil fumral,

Cae hwomyg fae khde

Turrng e gilta tenofovir diseproxil vi cde sén phiim thubie khic duge liét ké wong Dang | dud
dily (thing duge bido thi 1a " 1 °, giam 1 " | ", khiing thay ddi 18 ™ "+, hai lin mbi ngay 12"
b.id." , va mt lin méi ngéy 1 " q.d." ).

Biang 1: Tweng tic gitva tenofovir disoproxil va cie thuie khie

San phim thube thea ving didu tr [Anh ﬁﬁfﬁ'ng dén [Khuyén cde lign quan dén viée ding

{liu tinh biing mg) ning 4%  thube |ddng thoi voi 300 mg tenofovir
Thay dii phin tiim disoproxil Tumarat
trung binh trong
AUC, Chinsy Cionia

THUOC CHONG NHIEM TRUNG

Thuie khing retrovirus

Chiit 1re ché protease

AlgzenavirRitonavir/ Alazanavir; Khing nén didqu chinh lidu Sy gia

(300 g.d / 100g.d) AUC: | 25% ting pheri nhim tenofovir co thé lam
Chran: | 28% tang che e dung phy lién quan dén
Crnit; | 26% tenafovir, bao gém réi logn thin.
Tenolovir: (Cin theo dai chiit cheé chire nang thin
ALTC: T 37%
Cuas: T 38%

Crni: T29%

Lopinavir / Ritonmir /
{400 b.i.d. 100 hoid.)

[ .;:;pinu'.rir.n’rlmnauir:
Khong dnh luwdng
ding k& dén ciéc

Khing nén didu chinh lidu, Sy gia
ting phoi nhigm tenofovir co thé lm
thng céc tie dyng phy lién gquan dén

thing st PK |tenofovir, bao gﬁm rdii loan thin.
lopinavirmtonavir, Cn theo dBi chit ché chie ning
Tenofovir; {thiin.
ALUC: T 32%
Cj.'lm: =
Crnta T 51%

Darnmavir/Ritonavir! (3000100 b.id)  [Darunavie: Khong nén diéu chinh lidu, Sy ga

[Chéng anh hwong
ding ké dén cac

ling phei nhidm tenofovie eb thé lam
ting céc the dyung phy lién quan dén
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thing =0 darunavic
f ritonavir PE.
Tenofovir:

tcnnf';ﬁvil', hao gﬁm rﬂllnafh:,m
Cin theo doi chat che chirc néng
thin,

tenofovir

disoproxil Vit
didanosine din dén
ting 40-60% phoi
nhiém toén thin

ALIC: T22%
Crwin: T 37% B
NRTIs - -
Didanosin Sir dung dimg thin |Khdng khuyén cae ding d_ﬁnE thixi

tenofovir disopraxil va didanosime.

Tang phoi nhim toin thin v
didunosin ¢b thé lim ting cic phan
{mg c6 hai lign quan dén didanosin,
Higm khi, viém gy vi nhiém toan

vilri didanosin. lactic, 461 khi gy to vong, d8 duge
béo cdo. Dung dong théi tenofovir
disoproxil v didanosine véi lidu 400
mp mbi ngay co lign quan dén vige
pidm dang ké sb lromp & bao CD4,
ct thé 1a do twong the ndi bio lam
tang didanosine phosphoryl héa (tire
4 hoat déng). Giam liéu 250 mg
didanosing ding dong thii vé lidu
phap tenolovir disoproxil ebd lién
quan dén cde bdo cdo vé 1y 1& thit bai
dicu irj trang mit gy kit lrp ¢t thy
nghiém 0 didu te nhiém HIV-1,
Adelovir dipivoxil ALIC: w Tenofowvir dizoproxil khiing nén dimg
Cuax: € déng thiri voi adefovir dipivoxil
Entecavir ALIC: « Khing cé womg tic dige ding hoe
Catay: ++ co ¥ nghia lim sing khi tenofovir
disoproxil dupe ding dong thid voi
enlecavir,
Thuie khing virus viém gan €
Ledipasvir / Sofaabuvir (20 mg / 400 [Ledipasvir: Tiing nding 44 tenofovir trong huyet
{mig g.d) + ALIC: 1 96% trong do dong déng thdi lenolovir
AtazanavioRitonavir (300 me [Cawe T 68% disoproxil, ledipasvir/solosbuvir v
{g.d 100 mg g.d) + Creiz T 118% atazanavicritonavir o thé lam tang
Emtricitabine/Tenofovir  disoproxal [Sofosbuvir: ecdc phin fmg e6 hai lién guan dén
(200 me/245 mg q.d.)" AUC: tenofovir disoproxil, bao pdm i
Chime: + loan thin. Tinh an toin coa lenofovir
Ma GS-331007%:  [disoproxil  khi st dung  woi
AUC: ledipasvir/sofosbuvie v thube 1ang
Chgmer cidng  duge  ding hoe (v dp:
Crhae: T 42% ritonavir hofc cobicistaly chua dugc
Atazanavir; xhe dinh,
ALIC: +s Cin thin trong khi sir dyng kit hop
Chm: ++ vii viéc theo ddi thin thudmg xuyén,
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Craas: T 63%
Ritonavir;
ALC: —
Clig?
Crai: T 45%
Emincitabine:
ALTC: e
Ei‘lur:: L3

Lo pil
Tenofovir:
ALIC; «»
Caas: T47%%
Craic T 47%

 Indu khéng c6 céc lya chon thay thé

ki

Ledipasvir / Safosbuvir (90 mg / 400
mg q.d) +

Darunavir / Ritonavir (800 mg gq.d /
100 mg g.d )+
Emtricitabine/Tenofovir
(200 mg/245 mg g.d.)'

disoproxil

Ledipaswir:
ALC: —
Cufass «+
iz +
Solosbuvir:
ALC: |27
Citast | 37%
Ma GS-331007%
ALC; —
Ciduzz =+
Corin: ++
Diarunavie:
ALC: +—
R
Cppa 4+
Ritonavir:
AUC; +—»
Cadus: ++
Cran: T 48%
Emtricitabine:
AUC: «
Crtms: +*
Crtuia; +*
Tenolovir:
AUC: 1 504
Crine: T 64%
Cria: T 59%

Ledipagvir / Soloshovir (90 mg ¢ 400
mige q.d) +

Efavirenz ! Emtricitabine / Tenofovir
disoproxil (600 mg / 200 mg ( 245
mg q.d

Lecipasvir;
AUC: | 34%
Chame: | 34%
Cphae: | 34%
Sofoshuvir:
AL s

Y

wong do dimg déng thid tenofovie
disoprexil, ledipasvir‘sofosbusic i
darunaviyionavic co the lam HAng
chic phin (mg cb hal lién quan dén
tenofovir disoproxil, bao pém cé ro
logn thiin. Tinh an todn coa enolovir
disoproxil  khi s dung  vai
ledipasvinsalosbuvir va thude 1T
cufrne  duge dong hoo (v duc
ritonavir hofic cobicistat) chua duge
whe dinh.

Cin thin trong khi s dung két hop
voi vige theo dii thian thwimg xuyén,
néu khidng o cac lpa chon thay thé
khac

Khing nén difu chinh libu, S gia
tng tidp xic voi tenofovir oo the lam
tng cde phin (ng bt loi lign U
dén tenofovir disoproxil, bao g_:ém il
roi loan thin. Cén then dai chit che

chite néing thin.
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ALIC: «=
Cppan

C s 4+

i fvirenz:
ALIC: «»
g
Crnig: +
Emtricitabine:
ALIC: «
otz
s ++
Tenolovir:
ATIC: T 98%
Citaxt T 79%
Cppinz T 163%

ME GS-331007%

Ledipasvir / Sofosbuvir (90 mg / 400
mg g.d) +
Emtricitabine/RilpivirinTenofovir
disoproxil (200 mg/25 mgf245 mg
q.d.)

(Ledipasvir / Sofasbuvir (90 mg / 400
mg, q.d) +

Dolutegravie (50 mg q.d) +
Emtricitabine/Tenofovir

(200 me245 mg q.d.}

dizoproxil

Ledipasvir:
ALC: +
Cidags =
Chhi: ++
Sofosbuvir:
ALIC;
Clhm: =t

AUCE =
L“!.'lag: —*
E'Fh'll: s
Emtricitabine:
AUC; +»
Catous
LB
Rilpivirine:
AUC; —
Chrtig:
CHH’H: A=
Tenolovir:
ALUC: T 40%
Erﬂlll:: +—+
Criiar T 91%
:‘-!nf:mhuvir:
ALIC:
Tai da: =
ME GS-331007
AT -

I'di da: «»

[man;

Ledipasvir:

M GS-331007":

Khing nén di¢u chinh Lidu, Sy pia
ting ticp xie voi tenofovir ca thé Tam
ting cic phan (mg bat loi lign quan
dén tenofovir disoproxil, bao gdm cd
roi logn thin. Chn theo d&i chit ché
ichire nang thin,

Khdng nén diéu chinh lidu Su gia
Ifng liép xiic viri tenofovir co thé lam
ding cée phan (mg bat loi Bén quan
dén tenofovir disoproxil, bac pom cd
Iri Togn thim.

Cin theo d&i chiit ché chic ning

thin.
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AUC: +

Téi da;
Cmin: «—
Dolutegravir
AUC; v

T0i da; +»
Cmin: «+
Emtricitabine:
ALC, —

Tii da; «
Cmin: «—+
Tenofovir
AUC: T 65%
Cmax: T 61%
Cmin: T 113%

Sofosbuvir / Velpatasvir (400 mg /

10 mg q.d) +

AtgzanavirRitonavir (300  mp
q.d/100 mg q.4) +
Emtricitabine/Tenofovir  disoproxil
(200 mg/245 mg q.d.)

Sofoshuvir ( Velpatasvir (400 mg /
100 mg q.d) +
Darunavir / Ritonavir (800 mg qd /
100 mg q.d y+

Emtricitabine/Tenofovir  disoproxil

Satoshuvir:
ALIC: v
Tai da: «

M3 GS-331D07%

ALIC:

Thi da: +»
Cmin: T 42%
Velpatasvir:
AUC; T 1424
Cmax: T 55%
Cimin: T 301%
Alnzanavir:
ALIC:

Tii da: +»
Cmin: T 39%
Ritonavir:
AUC: e

Tai da: «—
Cmin: T 29%
Emtricitabine:
ALC; «»

Téi da; +»
Cmin: =
Tenofovir:
AUC: —
Cmax: T 55%
Cmin: T 39%

Sofosbuwar:
ALTC; | 28%
Crmax: | 38%
M3 GS-3131007
AUC: »

THng IFH-FE -dﬁ tenofovir trong hu_-,.-él
womg do dimg déng hivi lenofovir
disoproxil, sofoshuvir/velpatasvir vi
atazanavie/titonavir cb thé lm tEng
cdc phin (mg cb hgi lién guan dén
tenofovir disoproxil, bao gdm ¢d ri
loan thin. Tinh an todn cda lenolovir
dung  wvin
sofasbuvir/velpatasvir va thude lang
g dige d0ng hoe (v due
ritonavir hofic cobicistat) chuwa duge
thigt 1p.

Cin thin trong khi s dung k1 hop
vai vige theo dii thin thidmg xuyén

disoproxil  khi si

;F:Emg nﬂﬁg_dﬁ_'l'esmmu]:' trong huydt
tuemg do ding dfmj;'_ thii 1enofovir
disoprexil, solosbuvir‘velpatasvir v
darunavirritonavir co the laim tEng
chc phin (mg b hai lién quen dén
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1

[(200 mg/245 mg q.d.)

. Téu dar =

Conin: e
Welpatasvir:
AUC: «
Cmax: | 24%
Cmin: «—
Dartmavie:
AUC:

Thi da; =
Cming +
Ritonayir;
ALIC: «

Tii da: «
Cmin: +—+
Emtricitabine:
ALIC:

Thi da; <
Cmin: +»
Tenofovir:
ALUC: T 39%
Cmax: | 35%
Cmin: T 52%

tenolovir di;u-pmx“. bao phm ca i
loan thin, Tinh an todn cia enofovir
disoproxil  khi s dung vl
sofoshuvirvelpatasvir vi thidc ifing
cubng  duge  déng  hoe (v dw:
ritonavir hofic cobieistat) chua droe
thict lip.

Cién thin trong khi sir dung két hop
wii vige theo dbi thian thidmg xuyén

Safosbuvir / Velpatasvir (400 mg /

1({) mg q.d) +

Lopinavir/Ritonavir (800 mg/200 mg
q.cl.) +

Emtricitabine/Tenofovir  disoproxil
(200 mg/245mg o.d)

Soloshuvir:
AUC: | 29%
Crnace: | 41%
M G8-331007":
ALIC: +2

Téi da: e
Cmin; +
Velpatasvir:
AUC: +
Cmax: | 30%
Cmin: T 63%
Lopinavir:
ALIC: +=

Téi da:
Cmin: +
Ritonavir:
ALC; +»

Toi da:
Cmin; —
Emiricitahine:
ALC: «»

Téi da: «
Cmin: +
Tenofovir:
ALIC: s

Cmax: T 42%

Ting ning di Tenofovir trong hu}fét
tuong do ding déng théi tenofovie
disoproxil, sofoshuvir/velpatasvir va
lopinavirfritonavir oo thé 1 ting
che phin tmg cb bhai lién quan dén
tenofovir disoproxil, bao gom cd rbi
loan thiin. Tinh an todn cia tenofowvir
disoproxil  khi  sr dysg i
sofoshuvir/velpatasvir vy thude dng
cwiomg  dwgs  ddng hoe (v dp
fitonavir hode cobicistat) chnra durge
thiét fip.

Chin thin trong khi st dyng két hop
vl vige theo dii thiin thudng xuvén
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=

Cmin:

Sofosbuvir / Velpatasvir (400 mg /
100 mg ¢.d) 4

Raltegravir (400 mg b.i.d) +
Emtricitabine/ Tenofovir — disoproxil
({200 mg/245 mg q.d.)

Sofosbuvir:
AUC: —
Tai dag «

AL

"Téi da:
Cmin; «»
Velpatasvir:
AU s

161 da:
Cmin: «
Raltegravir:
AT+

Tai da: +»
Cmin: | 21%
Emtriciabine:
AUC;

_1llil1 da:
Cmin:
l'enotovir:
ALIC: T 40%
Cmax: T 46%
Cmin: T 70%

WA GS-331007%;

-E‘.nﬁng nén didu chinh lidu, sy gia

ting phoi nhidm cia tenofovir o thi
lam thng ebe phan dmg bat lei lidn
quan dén Tenolovir disoproxil, beo
lebm i vl logn thin,

Cén theo d6i chit ehi ehive nfing thin

Sofosbuvir / Velpatasvie (400 mg /
100 mg q.d) +

Efavirenz / Emtricitabine / Tenofovir
disoproxil (600 mg / 200 mg / 245
mg q.d

Sofoshuvir:
ALIC:
Cmax: T 38%

ALIC: «»

Tiii da; —
Cmin: «
Velpatasvir:
ALIC: | 53%
Cmax: | 47%
Cmin: | 57%
Efavirenz:
ALIC: +»

Téi da; =
Cmin;
Emtricitabine;
AUC; =

Thi da; +
Cmin: «—+
Tenafovir:
AUC: T /1%
Cmax: T 77%

Cmin: T 121%

M GS-331007%:

Dung déng tadri
sofosbuvir/velpatlasvir va  efavirenz
dy kién st lim gidm néng 49
velpatasvir trong JLU}'rf:E twromg. Khing
khuyén cio  dong tlﬁng thin
sofosbuvir/velpatasvir viri phie db ed
chira efavirenz,
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Sofosbuvir / Velpatasvir (400 mg / [Sofosbuvir:
100 mg q.d) + AUC:
Emtricilabine/Rilpiviring/ lenofovir |16 da: «

disoproxil (200 mp/25 mg/245 mg |ME GS8-331007%

gl AUC: v+

Toi da; ++
{Cmin: +»
Velpatasvar:
AUL:: —r

Tai da: +
(Ciins ++
Emiricitabing:
ALC; «»

Téi da; o+
Cmin:
Rilpivirine;
AUC:

Tai da;
Cmin:
Tenodover:
ALC: T 40%
Cmax: T 44%
!Em.in: T B4%

Khing nén diu chinh ligu Sy gia
g tiép xite v tenofovir ¢d thé lam
ting che phan fmg bt lgi lién quan
dén Tenofovir disoproxil, bao gdm ca
ridi logn thiin.

{tin theo dai chiit ch chire niing thin

Sofosbuvir / Velpatasvir [ [Sofosbuwvirs
Voxilaprevie (400 mg / 100 mg /100 [ATIC: <

mg + 100 mg q.d® + Cmaox: | 30%
Darunavir (800 mg q.d) + Cmin: N/ A
Ritonavie {100 mg q.d) + Gi8-3310072:
Emtricitabine/Tenofovir  disoproxil [AUC; <
(200 mg/245 mg q.d.) T da; ++
ICmin: N/ A
Velpatagvir:
AUC:

Téi da: ++
{Cmin: <
Yoxilaprevir:
ALC: T 143%
Cma:T 72%
Cmin; | 300%
Darumavir;
ALIC: +—

Toi da: w
Cmin; | 3%
Ritonavir:
ALTC: T45%
Cmax: | 6l
Comin: «—
Emtricitabine:

Ting nfing 46 tenofovir trong huyét
tweng do dimg dting thivi Tenofovir
disoproxil,
sofosbuvir‘velpalasvin'voxila  previr
va darunavirritonavir cd thé 1am ng
cho phin img ¢b hai lién guan dén
tenofovir disoproxil, bao gbm cd rbi
loan thin.

Tinh an todn cia tenofovir disoproxil
khi 8IT dyng v
{sofosbuvirvelpatlasvin'voxila  previr
va thudc ting cudmg duge ddng hoc
(vl du: ritonavir hode cobicisat) viin
chra durcee thide 1p.

lE.::Em thin tepng khi air dung két hop
wii vidc theo divi thin thudmg xuyén
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ALIC: +

Thi da:
Cmin: «—
Tenofovir:
AUC: T 39%
Umax: T 48%
Cmin: T47%
Sofosbuvir (400 mg q.4) + Sofosbuvir: Khong cén didu chinh lidu,
Efavirenz ! Emtricitabine / Tenofovir (AUC:
diseproxil (600 mg / 200 mg [ 245 [Cuec | 19%
mg q.d Mi GS-331007%:
ALTC:

Chiax: | 23%
Efavirenz:
AUC: =

o

Cleigs ++
Emtricitabine:
AL e

Chtax:

Crtisg:
Tenofowir:
ALIC; o=

Creme: T 25%
Clehig; &

' Dir lidu duree tao ra tir vige ding tli.’l-ng theri wiri ledipasvir / sofosbuvir, Sir d.il.ng r:a?l]ﬁhmlg]_h
cho két qua tuong by,

2 Chét chuyén héa twdn hodn chi yéu clia sofosbuvir,

3 Nphitn e duge thye hign voi voxilaprevir bb sung 100 mg dé dat duoe mire phoi nhiém
voxilaprevir du kién & bénh nhin nhifm HCV.

Céie nghién edn dwge thyee hign vii eie san phim thude khie

Khiing ob twong tae duge ding hoe of ¥ nghia lam sang khi tenofovir disoproxil fumarate durge
dimg dong thii vl emiricitabine, lamivudine, indinavir, efavirenz, nelfinavir, saquinavir (ting
cimy ritonavir), methadone, ribavirin, rdfampicin, tacrolimus, hofc thudic tréinh thai ndi tid 18
norgestimate/ethiny! cestradiol,

Tenofovir disoproxil fumarat nén duge ding ctng véi thine fn, vi thire dn ldm ting sinh kha dung
ciia tenofovir

Toeong ky :

Do khong ¢6 che nghin ciru vé tinh Wong ky cia thude, khng trén an thude niy v cde thibe
khde

13. Tie dung khiing mong muiin

Tém tit héh s an toan

HIV-1 vt viém gan B: (3 nhilng bénh nhin ding tenofovir disoproxil fumarat, cée bién e higm gip
nhi suy thiin, suy thin va bénh dng thin gin (bao gdm i hoi chitng Fanconi) ddi khi din 4én bét
thimg xuomg (1t khi gop phitn gy gay xwong) di duge béo cao, Theo dai chire nfing thin dige
khuyén cdo cho bénh nhin ding Alakavir,

HIV-1: Khodng 1/3 56 bénh nhiin cb thé bj phin img bét 1gi sau khi diéu tri biing tenofovir
disoproxil fumarate két hop vii ede thube khang retrovirus khae, NMhimg phin img nay thubmg 12
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chc bién ¢b dudng tigu hoa nhe dién trung binh. Khedang 1% bénh nhén trrdmg thinh dugc diéu trj
biing tenotovir disoprexil ngimg didu tr do efe bién b dwémg tidu hisa,

Vidm gan B: Khodng 1/4 sd binh nhin e thé gip cic phan tmg c6 hai sau khi didu e biing
tennfovir disoproxil fumarat, hiu hét trong s6 do 1& nhe. Trong cde thir nghiém lim sang teén bénh
nhin nhigm HBV, plin img eb hai thudmg xuyén nhét dii véi tenofovie disoproxil 1 budin nén
(5,4%).

Dot cip cia viem gan di duoe bo edo & nhitng bénh nhin dang diéu t ciing nhu & nhimg bénh
nhdin 4% ngimg digu trj viém pan B,

Tam tit cie phin wng co hai

Dranh gid cdc phan (mg cb hal dbi véi tenofovir disoproxil dua trén div [iEu an todn tir eac nghién
eir i sdng v qua wink sau khi Lo hanh thude, TAt ed cie phan tng e6 hai duge trinh bay trong
Béng 2.

Nghrién ciru ldm sing HIV-1: Danh gia céc phan (ng cd hai o dir ligu nghién ¢ lim sang H1Y-1
dyra trén kinh nghiém trong hai nghién edu & 653 bénh nhin o kinh nghigm didy e durge didn by
biing tenofovir disoproxil (n — 443) hodie gii dirge (n = 210) két hop voi ete thude khing retrovirus
khic trong 24 tiin va cling trong mdt nghién cim cd d6i chimg mi déi, tong 46 600 bénh nhein
chua ditu b dioe dido te] bing tenofovir disoproxil 245 mp (n = 299 hote stavadine (n = 301) kit
hop v&i lamivudine v efavirene tong 144 fuin,

Nirhidn cteis idm simg vigm gem 8: Dénh gia cae phan (og 6 hai or dir ligu nghién coru Fim sang
HRV chii yéu dura trén kinh nghiém trong hei nghién cinecd ddi chimg ma dbi, tong d6 641 bink
nhin trudmg thinh bj viém gan B man tinh v bénh gan bi dogee didu i bing tenofovir disoproxil
245 mg/ngiy (n = 426) hode adefovir dipivexil 10 mg/ngay (n = 213) trong 448 wdin, Cac phan mg
et hai duroe quan sat thiy khi didu te tiép e rong 384 tadn phi hop vdi b soan todn cda
tenofovic disoproxil. Sau khi gigm ban diu khoang -4.9 ml / phiit (s dyung phiremg trinh Cockerofi-
Gault) hode -3,9 ml 7 phit / 1,73 m” (s dypng phuong trinh ditu chinh ehé db an udng trong bénh
thin [MDRD]) san 4 tudn déu didu tr, 3 1& suy gidm ehirc ndng thiin sau dwimg co sd hing ndm
direre béo cfio & bénh rhin dupe dicu b bang tenofavir disnproxil 14 -1,41 ml f philt mdi nim (sir
dyng phuong trinh Cockerolt-Clault) va =0,74 ml / phae/ 1,73 m® moi ndm (s dyng phueng teinh
MDRD).

Rénh nhétn bi bénl gein médr bit: S soran toan eon tenofovir disaproxil & béah nhin bj bénh gan
miit bit durpe ddnh gia trong m{t nghién ciu cé dii chimg mi 481 (GS-118-174-0108) trong dd bénh
nhin trudmg thanh duge diy trj biing tenofovir disoproxil (n = 45) hofic emtricitubine kit hrp i
tenofovir disoproxil (n= 45) hofic emecavir (n = 22) vong 48 tudn.

U nhom didu tr tenofovir disoproxil, 7% bénh nhiin neimg didu tri do the dung phy: 9% bénh nhin
0 due xde nhin tng creatinin huyét thanh 14 = 0,5 mpfdl hode phesphate huyét thanh duge xéc
nhiin k4 <2 mg/dl cho dén widn thir 48; Khéng ed sir khde bidt of ¥ nghia 1hﬁng ké piira cac nhanh
lt hyp o chir tenofovir vi nhdnh entecavir. Sau 168 tudn, 16% (7/45) nham tenofovir disoproxil,
494 (2/45) nhom emtricitabine két hop tenofovir disoproxil va 14% (3/22) nhém entecavir bi suy
giam khé nang dung nap. 13% (6/45) coa nhém tennfovir disoproxil, 13% (6/45) ciia nhdm
emiricitabine két hop véi tenofovir disoproxil, vi 9% (2722) ciia nhém entecavir di dwge xde nhiin
Lang ¢reatinin hu}-él thanh = 0.5 mg/dl hofic phosphate byt thanh duge xbe nhiin la < 2 mg/dl,

G wdin thir 168, wong nhim bénh nhin bi bénh gan mdt ba, i 1& o vong 13 13% (6/43) & nhom
enafovir disoproxil, 11% (5445} & nhom emtricilahine kit hop tenalovir disoproxil va 14% (3/22)
& nhém entecavir, Ty 1€ ung thar bitu md 1 bio gan B 1R% (R/E5) & nhédm tenofovir disoproxil, 7
{3/45) & nhom emtricitabine két hop tenofovir disoproxil v 9% (2/22) & nhdm entecavir,

Ciic 451 tuong e6 ditm CPT co béin cao b nguy co phit ridn cae tic dung phu nghigm trong cao
hom,
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Béndy mhdin bi vigm gan B mon tinh Mdee lamivedine: Khéing co phan img 6 hai mai néo ddi veri
tenofovir disoproxil duge xde dinh tir mdt nghién cire ngiu nhién, mi 461 (GS-LIS-174-0121) trong
dis 280 bénh nbdn khdng lamivodin dirge dicdu trj bing tenofovir diseproxil (n = 141) hojfic
emitricitabine/tenofovir disoproxil (n = 139) trong 240 tudin,

Cie phan wmg ot hgl b mai quan hé nghi ngd (it nhét e thé) wéi didu trj duge 133t ke dwdi diy theo
nhdm vit thin sudt co quan hé co thé. Trong mii nhém tin 56, cde hi¢u dng khing mong mubin duge
trinh by theo thit tir gidm mic & nghigm trong. Tan s duge dinh nghia 14 ot phé bidn (> 1/10),
phi hidn (= 1/100 dén < 1/10), khing phé bién (> 111,000 dén < 1/100) hoge bidm (= 1/10.000 dén
< 1/1.000),
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Béng 2: Tém tht biing cic phin fng o6 hyi lién quan dén tenofovir diseproxil famarat diga
trén nghién cim Em sing va qud trinh lou haonh lhuﬂ_ﬂ

Tin sufit Phin img bit loi

Réi fogn frao doi chif vir dink duimg:

Rt phé bidn: |ha phosphatacmia’ ]

Hiém: |I||:| kali mén'

Hidm: InhiEm toan lactic

Réi togm i thin kinh:

Rét phis hién: Chéng mit

| Thurerng: Prau diu

Rébi logn 1w hie: -

Rét phé bién: Tiéu chiy, non, budn non

Thurdmg: Bau byung, ehudng bung, diy hei

Him: o Viem tuy

Rt fogm gn i

Thudmg: Ting ransaminase n ]

Hiém: Gan nhi¢m md, viém gan ~ |

Ri foan da v md dudi da: o

Tt phrf.': hién: Fhiat han

Him: Phit mgch |

Réi logn co xuromg khdp vé md lién kée:

Thirdrng: Gidm mit d6 khodng xuwong’

Hiém: Tiéu co vin', yéu co'

Hidm: T'-]h_u:.féﬂ }u'.umn;{.l':iéu hién nhir dan xweng v khing
thiremg xuyén gop phiin gy giy xuemg) | bénh co!

Réli Jagn thiin wir it nigu:

Hiém: Iing creatinin, bénh dng thiin gﬂn[ﬂm gom ¢d hii
chimg Fanconi)

Hitim: Suy thin cdp, suy thin, hogi tr ong thin cap, viém thin
{han gﬂm viém thin ki :ﬁp tinhje, ddi thio nht do thin

Rdi fogn chung va dién kign dia diém s dyng: - :

Rét phis hién: Suy nhwoe

Thirirng: R MEL moi .

Phim drmg bat lgi miy c6 the xiy ra do hiu qué cia binh 1y éng than gin. No khéng duge coi 1 ed
lién guan nhéin qua vai tenolfovie disoproxil khi khiing b6 tinh trang nay.

2 Phim (g bit i nay dugre xae djnh théng qua gidm sat sau khi dim thude m thi trimg nlimg
khéing duge quan sat thiy trong cae thir nghiém lm stng nphu nhién cb ddi chimg hofic chrong
trinh tiép clin mé& dng lenofovir disoproxil, Logi tn suat duge woe tinh tir tinh todn thong ké dira
trétn tﬁng st hénh nhéin li:".-p i vin tenafovie disopeoxil trong cée thir nghiém lim sing ngfu nhién
co dbi chimg va chuong trinh [ilf-p ciin mdr efing (n = 7.3 19),
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¥ Tiin st ctim phin img bl ki ndy dwge e Unh dya (eén diF Ligu an todn thu due tr cde nghién
i [im sfng khde nhao véi TDF & bénh nhin nhiém HBY.

Thilng bio ngay cho bie 57 hojic duge si khi giip che tie dung khing mong muin nhw trén
khi sir dung thufie hofic bio cio cie phin dng cé hai cia thube v Trung tim Thing tin thuie
vi Theo dii phin img cd hai cia thude (ADR) Quic Gia. Dia chi: 13 - 15 Lé Thinh Ting -
Hodn Kiém - T Nji. Ditn thoai: 024.3.9335.618; Fax: 024.3.9335642; Rmail:
di.pveenteriagmail.com

14, Omid Tidn vi edeh xir tri

Triéu chimg: Méu xay ra quéd lidu, binh nhin phii dwge theo dai dée tinh, va dp dung didu tr hd o
triéa chimg khi cin thiél.

Xir tri: Tenofovir co thé duge loai bo bing thim tdch méu: d& thanh thai chay thin nhin tao trung
binh et tenofovir 1 134 mi/phit. Ngwi ta khéng biét ligu tenafovir ¢b thé durge loai bé bing thim
phén phiic mac hay kKhing..

15, Diie tinh dwge lye hge

Nhém doc 1: Thude khing retrovirus

Mi ATC: JOSAFQT

Cor ché tic dung va tic dung duge lwe hoc

Tenofovir disoproxil fumarat 13 mudi fumarat eda tién chit tenofovir disoproxil. Tenofovir
disoproxil dugce hiip thu va chuyén hon thinh hoat eldit tenofovir, mdt chit twong ty nucleoside
monophosphate (nucleotide). Tenolovir sau di dupe chuyén thanh chit chuyén héa ob hoat tinh,
tenofovir diphosphate, chdt lét thie chudi bit bude, nhir cée enzyme 1 bao dwoe bidu hidn ciu
thanh. Tenofovir diphosphate cé thai gian bin hiy ndi bio 1& 10 gitr & trgng thai hoat hoa vi 50 gid
& trang thdi nghl trong € bio don nhin mdu ngoai vi (PBMC). Tenofavir diphasphate ine ché men
sao chép npwge HIV-1 va HBV polymerase bing céach canh tranh lign két trpe tiép vii chét nén
deoxyribonucleotide ty nhién va sau khi két hyp vae DMA, bang cdch chim dit chudi DNA.
Tenofovir diphosphate 13 chéit fe ché yéu cie polymerase té bio a, [ va y. O nong 48 1én 6 300
umaldl, tenofovir cling cho ﬂﬁy khing cb tde dyng 1&n qua trinh ting hep DNA ty thé hode shn
xudt axit lactic trong cde thir nghiém fn vitro,

[3i¥ ligu lign quan dén HIV

Hout tinh bhdng vi-rie HIV in-vitro: Ming ¢ tenofovir céin thiét d& e chié 50% (ECS0) i chiing
HIV- s hoang d3 trong phong thi nghigm 1 1-6 p mol/l trong céc ding té b bach huyé v 1,1
mal/l chéing lai ede phin lp HIV-1 phin nhim B nguyén phat trong PBMC, Tenofovir eling ef tic
dung ching lai cde phin nhém HIV-1 A, C, D, E, F, G va O va chong lai HIV s trong cde 1€ bio
bach cu dom nhin/dai thire bio nguyén phit. Tenofovir the hign hogt tinh in vitro ching lai HIV-2,
viri ECS0 18 4,9 pmol/] mong 1€ bio MT-4,

Khdng thute: Cde ching HIV-1 c6 40 nhay cam gidgm vai tenofovie v dot bién K65R & enzyme
phién ma ngwge 38 duge chon loe in vitro va & mt st bénh, Nén trdnh sir dung tenofovir disoproxil
& nhimg bénh nhin d8 tmg ding thude kKhdng vi-ril vii cae chiing mang diit bidn K65R. Ngoai ra,
sir thay thé K70E trong enzyme sao chép ngwoe HIV-1 di duoe chon loe bai tlenofovir va lim gidm
tinh nhay cdm vdi tenofovir & mire 43 thip, Cie nghién ciru Jam sing & nhitg hénh nhéin 43 timg
didu i 48 ddnh gid hoat thnh uhﬂ_';.ng HIV cda tenoliovir disoproxil fumarat 300mg dti wori cic chimg
HIV-1 c6 khi ning khing thube ic ché nucleoside. K&t qua chi ra ring nhitng bénh nhin ed HIV
Bidu hidn 3 d6t bién litn quan dén tong ty thymidine (TAM) teér 120 bao gdm ddt bién phign mi
nguoe M41L hodic L210W cho thiy gigm dép img vai lidu phip tenofovir disoproxil fumarat 300
mg.

v liéw lidén quan dén haat tinh khine vieuns HRY
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HBV in vitro: Hoat tinh khing virus HBY in vitro cha tenofovie ehong loi HBY duge dinh gid teén
dimg té baa HepG2 2.2.15, Gid tr BCS0 coa tenofovir néiim trong khodng tiv 0,14 dén 1,5 pmolf],
viti gid tri CCS0 (ndng db doc t& bao 50%) > 100 p mol/,

Khine thudie: Khong xéc dinh duwoe dit bién HBY liéa quan dén khang tenofovir disoproxil. Trong
che thir nghigm dia trén 8 bdo, cde ching HBY bidu hién dat hign oV 1710, etLIRON va
rh2041/W lign quan ddn khd ning khang lamivudine vi telbivadine cho thiy 4§ nhay chm voi
tenofovir ndm trong khodng tir 0,7 dén 3.4 lin so vdi ching r nhign. Cée chimg HBY bigu hign cde
dit hidn AL180M, vtT184G, rtS202G/, rtM204V va dM250V lién quan dén khi niang khing
entecavir cho mﬁ}r 46 nhay cam vl tenofovir gap tir 0,6 dén 6,9 Fin so vl chimg ty nhidn. Cée
chiing HBV bidu hign dit bifn khing thude lidgn quan dén adefovir tA 181V wi rIN236T cho thiy
d& nhay eim vii tenofovir gip tr 2,9 dén 10 ln so véi ehing te nhién, CAc virus ehira d hikn
tATSTT vin nhay cam v tenofovir voi gid e BCS0 ghp 1,5 ln g0 véi ching tr nhidn.,

16, Diic tinh dwge ding hoc

Tenafovir disoproxil 14 mét tién chilt ester hbva tan trong nude, duge chuyén hoa nhanh ching trong
cor thé thank tenofovir va formaldehyde, Tenofovir duoe chuyén 480 nfi bio thanh tenolovie
monophosphate vi thanh phiin hoat chit, lenofovir diphosphate,

Hiip thu:

Sau khi bénk nhiin nhidm HIV uéng tenofovir disoproxil, senofovir disoproxil duge hiip thu nhanh
chéing v chuyén thanh tenofovir, Ding nhicu lieu enofovir disoproxil trong bita &n cho bénh nhin
whifm HIV din dén gid tf rung binh (%CV) tenofovir Cmax, AUC v Cmin 18 326 (36,6%) ng/ml,
3.324 (41,2%) ng' giddm] v twong (g 18 64,4 (39,4%) ng/ml, Néng 46 tenofovir t6i da dwge gquan
sat thity trong huyét thanh tong vong mot gitr sau khi ding thude e doi vi trong ving hai gitr khi
diing cimg v&i thire fin. Sinh khi dung dudng udng cla tenofovir tir tenofovir disoproxil & bénh
nhéin nhin &n 1i khodng 25%. Dimg tenofovir disoproxil edng vii bita dn nhitu chit béo 8 lim
ting sinh kha dung dutmg udng, lim tang AUC cia tenofovir khodng 40% vi Cmax khodng 4%,
Sau lidu tenofovir disoproxil diu tén & bénh nhin di &n, Cmax trung binh trong huyét thanh dao
dfng tir 213 dén 375 ng/ml. Tuy nhidn, ding tenofovir disoproxil visi bita fn nhe khéng eé anh
huémg déng ké dén derge ddng hopc coa tenofovir.

Phiin bi:

Sau khi tiém tinh mach, thé tich phin bd & tang thai on dinh cus tenofovie dirge wie tinh 14
khodng 800 mlkg. Sau khi ubng tenofovir disoproxil, tenofovir duoe phén bé té hile hét che mé
viri ndng dé cao nhit xdy ra & thin, gan va ruit (nghién e tién 1Gm sang). Sy ghn ket protein in
vitto cia tenofovir véi protein huyét twong heje huyé thanh lin lege it hon 0.7 va 7.2% trong
khuang n.E.ng d tenofovir tir 0,01 dén 25 pgiml,

Ciic nghlén ciru in vitro 4 xée dinh ding cé tenofovir disoproxil v tenofovir déu khiing phii la co
chilt ciin enzym CYP450. Hem nika, & ndng d cao hon ding ké (khodng 300 Hin) so v&i niing 46
quan sdt duge tén co thé, tenofovir khing e chié chuyén haa thube in vitr qua trang gian b bit
ki dang ding phin CYP450 chinh ndo & ngwdi lén guan dén chuyén héa sinh hoc thube (CYP3AM,
CYP2D6, CYP2CY, CYP2E! hode CYPLAL). /2). Tenofovir disoproxil & ndng d6 100 pmaol/]
khéng ¢o the dyung 16n bit ki dang dng phin CYP450 ndo, ngoai trir CYP1AL2, rong db quan st
I.hé.:.r cO Sy RIAm chuyeén hoa nhd (6%) nhime co ¥ nphia thong k& cia co chit CYPALZ. Dia tién
nhitng dit lidu ndy, khd ¢b khi niing xdy ra céc twong tic cd ¥ nghia lam sdng hén quan dén
tenofovir disoproxil va cac thude dwge chuyén héa boi CYP450,

Tenofovir chil véu duge dbo thai quat than bing cé qu{n trinh lge vé hé théng viin chuyén eha ddng
L l‘.lmg thiin vdai khodng 70-80%% lidu dimg durgre bai tidt dwdhi dang khing dii qua mxde tiéu san khi
titm tinh mach. PG thanh thai thng cone duge wée tinh 1 khodng 230 mifgitdkg (khoding 300
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mlmlult‘l P thanh thii & thin duge wée tinh 12 h;hmmg 160 ml."i.,iﬂ'."kg (khodng 210 mi/phit), cao
hem téhe d8 loc elu thin, Pidu ndy cho thiy sy bai Gé tich cwe & dng thin ld m{t phin quan trong
tromg qud trinh thai trir tenofovir. Sau Khi udng, tin gisn ban biy cubi cing cia tenofovir 1a
khoang 12 dén 18 gis. Céc nghién cim 38 thiét p con dudmg bai it tenofovir chil ddng & Ong
thin dé che chét wiin c:hu}rén anion hifu oo & ngedd (hOAT) 1 va 3 di vio 18 han éng lurom Hﬁn wi
chity vao mude tiéu bivi protein da khdng thube 4 (MRP 4).
Tinh wuyvén tinh/khfing tuvén tinh:
Dirge ddng hoe eia tenofovir khing phy thude vio lidu tenofovir dizoproxil trong khofng lien 75
dén 600 mg va khing bi Anh hudng b vigc dimg lidu lp lai & bt ki mie ligu ndo,
Tudi;
Cde nghidn efm dwge 30ng hoe chua duegre thare hidn & ngudi cao tudi (trén 65 tm"'ui}.
Cii Linh:
[ ligu han ché v duoc ding ho cla tenofovir & phy nit che thiy khing ef dnh luréng Iém vé g
tinh.
Tré cm
Nhigm HIV-1; Duge dng hoe & trang thii in dinh cia tenolovir dwge danh gia & 8 bgnh nhin v
thiinh nign nhifm HIV-1 (uir 12 dén < 18 woi) co trong lwgng cor thé = 35 ke, Gia trj trung binh (&
SD) Cmax va AUCtau lin lugrt 14 0,38 4+ 013 p o g/ml vd 3,39 & 1,22 p g h'iml, Mire phon nhiém
tenofovir dat dirge & nhimg bénh nhin vi thanh nién ding licu wong tenofovir disoproxil 245 mg
hing ngiy tuong tu nhu mie phod nhidm dat duge & ngui 1o dimg liéy enofovie disoproxil 243
mg mit ldn mdi ngdy.

Vigm gen B mdn tinh: Mire phoi nhiém tenofovir & trang thdi én dinh @ béoh nhan vi thanh nién
nhicm HBY (12 dén < 18 twdi) dimg lido ubng tenofovir disoproxil 245 me hang nghy tromg tee nhr
mive phei nhidm dat duge & ngudd 1én ding lidu tenofovir disoproxil 245 mg mét lin mdi ngdy .
Mo phid nhifm tenofovir & bénh nhi nhifm HBY tir 2 dén <12 wéi nhin litw udng hing ngay
tenofovir disoproxil 6,5 mg/ke thé trong (vién hodc hat) cho dén licu 161 da 245 mg cling fuong e
nhu miee phei nhifm dat dge & bénh nhin HIV- 1 bénh nhi bi nhiém binh tr 2 dén <12 midi duee
dimg lida tenofovir disoproxil mot ln méi ngiy 6,5 meky cho dén lidu wenofovir ti da disoproxil
245 mp.

Cée nghign el duge Adng hoe chura duge thie hign vai vién nén tenofovir disoproxil 245 mg & fré
em dirri 12 tubi hode bi suy thin.
Suy thin: Cac thing sb duee déng hoe cla tenofovir duge xde dinh sau khi ding mijt lida duy nhét
tenofovir disoproxil 245 mg cho 40 bénh nhin tridmg thinh khing nhiém HIV, khing nhidm HBY
wiri cdc mire d§ suy thin khic nhau duge xdc dinh theo df thanh thai ereatinine ban di (CeCl)
{chire ndng thin binh thudmg). khi Crll > 80 mUphid; nhe véi Crll = 50-79 ml/phit; vima vl Cril
= 30-49 ml/phit; va niing véi CrCl = 10-29 mlfphit), So viv nhiing bénh nhan co chirc ndng thin
binh thidme, ndng 48 tenofovir trung binh (3CV) ting tr 2,185 (12%) ng- gicdm| & nhimg doi
twgng cd CrCl = B0 ml/phit 1én twomg img 14 3.064 (30%) ng- gid/ml, 6009 (42%) ng- b'ml v
15985 (45%) ng: himl & bénh nhén suy thin nhe, trung binh va ndng. Khuyén edo vé liéu & bénh
nhén suy thin, véi khodng céch Lidu tang 1én, duge cho 14 58 din dén ndag d dinh wong huyét
trong cao hon va nbng dd Cmin thip hon & bénh nhdn suy thin so voi bioh nhin ¢é chie nfing
thiin binh thudng, ¥ nghia 13m sang coa didu ndy vin chira duge bide
O nhimg bénh nhin mic bénh thiin giai dogn cudi (ESRDY (CeCl = 10 ml/phic) cin chay thiin nhin
tao, giifa cdc lén lpc mauw, néng 8 wenofovir ting dang k& trong 48 gio, dgt Cmax tung binh 13
1.032 ng/ml va AUCO-48h trung binh 13 42_ 857 ng* gitvml.

Khuyén cio nén didu chinh khodng cach gitm cée lidu ding tenolovir disoproxil 245 mg & béah
nhiin rwdmg thanh ob 40 thanh thai creatinin < 30 mifphit hoge O nhifng bEah nhiin d3 miic bidnh
ESRD v eiin loe médu
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Dirge ding hoe oia tenofovir & nhitng bénh nhiin khéng chay thin nhin tgo b do thanh thai
creatinin < 10 mlfphit vii & nhiing bénh nhin mic ESRD dupe didu 15 biing tham phan phie mge
hode efic hinh thite loe miu khac chra dwge nghién e,

Drge déng hge eta tenofovir & bénh nhi suy thiin chra duge nghin ci, Khdng b dix i A& dra
i I:hn}-'én nphi vit [ién [rroimg

Suy gan

Mt lidgu duy nhit 245 mg tenofovir disoproxil dd duge dimg cho bénh nhin trudmg thanh Khong
nhifm HIV, khing nhifm HBVY vél cée mite db suy gan khde nhau duoe xéde dinh theo phan logi
Child-Pugh-Turcotte (CPT). Dge déng hoc cia tenofovir khdng bi thay dbi déng ké & nhimg dbi
twgmg bj suy gan, cho thiy khing cin didu chinh lifu & nhimg ddi twong nay. Gid trj trung binh
(%CV) tenofovir Cmax v ALICH-a0 liin Tt 18 223 (34.8%) np'mi va 2.050 (50.8%) ngs Wml &
npuisi hinh thuimg so véi 289 (46,09%) ng/ml va 2310 (43,5%) ng: him! & dbi tuong suy pan vir
phai v 305 (24,8%) ng/ml va 2.740 (44,0%) ng - h'ml & nhitng ngudi bj suy gan néng.

Durre dng hoc ndi béo:

Trong edc t& bao don nhiin mén ngoai vi clia con ngudd (PEMC) khdng ting sinh, thén gian ban hay
ciin tenofovir diphosphate dige tim thity 18 khoang S0 git, trong khi thii gian ban hiy & PEMC
e kich thich béi phytohaemagglutinin 14 khodng 10 gidr,

17, Oy cich dong ghi

Hisp 3 vi x 10 vign, vi nhém-nhim kém theo to lnemg dén sir dyng

18. Picu kién bio qudan, han ding, tiéa chuiin ehit lwong thude

Bao quin: Noi kho, dudi 20°C,

Han diing: 24 thing ké tir ngay sin xuat

Tiéu chudn: TCCS

19, Tién, dia chi cia ew 5 sin suat thuiic

Sin xudt tai

CONG TY CO PHAN DUGC PHAM PHARBACO THAT BINH

CONG TY CO PHAN DUGC PHAM PHARBACO THAI BINH

L CNO1 ~ Cum cdng nghifp An Ninh, X4 Tién Hai, Tinh Hung Yén

Buoe nhin chuyin gino cing nghé tir:

CONG TY CO PHAN DIUFGC PHAM TRUNG UJONG 1 - PHARBACO

&6 160 ph Tén Dire Thing, phuting O Che Din, thinh phd T Noi.




