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{EN BAO PHIM

QUIFSIN 200mg/245mg

Emitricitabin 200 mg + Tenofovir disoproxil 245 mg

D¢ xa sim tay tré em.
Boc ki hwdng din sir dung tricdie khi ding,

THANH PHAN

Think phdn hogt char: Emtricitabin 200 mg vi Tenofovir disoproxil fumarat 300 mg
wromg dwemg v Tenofovir disoproxil 245 mg.

Think phdn té dwoe: Lactose monobydrat, avicel PH 102 (cellulose vi tinh thé),
pregelatinized starch (tinh bt bién tinh}, croscarmellose natrd, magnesi stearat, b duge
bao phim opadry [ blue 32K205003 (bao gom Lactose monohydrat, HPMC
291 Whypromellose, titan dioxid, triscetin va FD&C blue#2/Indigo Carmine Aluminum
Lake)

DANG BAO CHE

Vién nén bao phim

M 1l dang bio ché: Vién nén thudn dii, mau xanh dbng nhit.

CHI B|NH

Thudc két hyp lidu ob dinh emtricitabin va tenofovir disoproxil fumarat duge chi djnh
trong ligu phap ket hop thuoe khing retrovirus cho ngwdi lom bj nhiém HIV-1.

Sy khing dinh lgi ich cua thube phii hop emtricitabin vi tenofovir disoproxil fumarat
trong diéu trj khing retrovirus dira chi yéu véo cc nghién ciru thye hign trén bénh nhin
chura timg dicu trj trude do.

CACH DUNG, LIEU DUNG

Nén bit diu ding thubdc theo chi dinh cia bic s§ ¢6 kinh nghiém trong diéu tri nhiém
HIV,

Liéu diimg:

Ngurdri lom: Lidu khuyén cao 18 mdt vién, uing ngiy mét lin, D€ 65 vu hda sy hip
thu cia tenofovir, nén uing vién két herp nity clng i thire &n. Thim chi mt lugng nho
thirc in ciing ldm ting sy hip thu cia tenofovir tir vién két hop.

Khi ciin phii ngimg diéu trj mt trong hai thinh phin cla vién két hgp hojc khi cin diéu
chinh licu, nén sit dung ciic ché phim o6 chim riéng timg thinh phin Emtricitabin va
tenofovir disoproxil fumarat.
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Tré em vi vj thanh nién: Tinh an todn va hi¢u qua cia vién két hop liéu cb dinh
emtricitabin va tenofovir disoproxil fumaral chus duge khing dinh & bénh nhan dudi 18
tudi, Do db, khdng nén ding vién két hop cho tré em vé thidu nién.

Neudi gid: Khing oo di dit ligu dé dum ra khuyén cdo vé lidu ding cho bénh nhan irén 65
tudi. Tuy nhién, khing cin thiét phai didu chinh lidu khuyén cao cho ngudi gid trir khi cb
bing chimg cia tinh trang suy thin.

Suy chirc nng thén: Céc thing s hﬁp thu cia emtricitabin vi tenofovir co the ting ding
ké khi thude emiricitabin/tenofovir disopronil fumarat dirge ding cho céc benh nhin bi
suy thin vim dén nghiém trong do emtricitabin and tenofovir dugc logi ba chi véu qua sy
hiti tidt o thin.

Dir ligu gidi hgn tr cfic nghifn ciru tng hd licu dung moi ngay mdt kin tenofovir
disoproxil fumaral vin eminciiabin & cac bénh nhiin bj suy thiin nhg (thanh thai creatinin
S0-80ml/phiir).

Ciin didy chinh khoang cach giim cic litu coa thudc emtricitabin/tenofovir disoproxil
fumarat, tuy nhién & tit ca bénh nhin bj suy thin vim phii (thanh thai creatinin gida 30
v 49ml/phaz).

Céc chi din vé diéu chinh khodng cach giln chc lidu cho nhém nay dudi diy duge dun
viio mi hinh cua dir ligu ding duge hpe don lidu & nhimg d6i wong khing bj nhiém HIV
viri e mire d suy thin khic nhau. Chura o6 dif ligu vé tinh an ton va higu qui & nhimg
bénh nhén thai logi creatinin gitta 30 v& 49mb/phit duge didu tri tenofovir disoproxil
fumarat véri emtricitabin sir dung sy diéu chinh khoang céch gilra ligu nay. Do 46, dip
(g lim sing véi vi¢e didu trj va chirc nng thin nén dupc gidm sit chit ché & nhimg
bénh nhin nay.

Bing 1. Didu chinh liéu theo do thanh thai creatinin

B thanh théi creatinin {ml/'phut) *
S0 - B0 30 - 49
Khoing cich giita lidu Mii 24 giir
khuyén cio (Khéng cin higu chinh Mai 48 gid
ligu)
* Sir dung thé trong IV tudmg (eav) da e wdc tink,

Khing nén ding vién két hop cho bénh nhin suy thin rit ndng (c6 46 thanh thai creatinin
< 30 ml/phiit) vis & nhing bénh nhin phai tham tich mau vi khing thé giam lieu vién két
hop cho phi hep vai véu ciu didu tr.

Suy gan: Duge dong hoc caa vién két hgp ciing nhy cia emtricitabin chua duge nghién
ciu & bénh nhin suy gan. Duge ddng hoe cua tenofovir di duge nghién ciru o nhimg
bénh nhin suy gan va khing thay can phai diéu chinh liéu cho nhimg bénh nhin nay.
Cich dimng:

Néu bénh nhin khd nudt, cé thé phin tin vién két hop trong khoang 100 ml nude, nunve
cam hofdc nuoe nho va udng ngay sau khi pha.

CHONG CHI DINH
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Qud min vii emtricitabin, tenofovir, tenofovir disoproxil furnarst hoge bat ¢ thanh phin
nao cia thude,

CANH BAO VA THAN TRONG KHI DUNG THUOC

Khéng nén ding vién két hgp dbng thid véi cic thude khac cb chim emtricitabin,
tenofovir disoproxil (dudi dang fumarat) hoje céc ddng ddng cytidin khac, nhu lamivudin
v zalcitabin.

Ligu phip két hgp 3 nucleosid: DA c6 béo cao vé ty 1§ thit byi coo trong didu trj Khing
virus vii xudt hign ching khing thube vao giai doan sém khi tenofovir disoproxil fumarat
duge ket hop vii lamivudin vi abacavir ciing nhu voi lamivudin vi didanosin trong phiic
40 ngiy mét lin. Lamivudin vii emtricitabin c6 ciu tric et gidng nhau va hai chit nay
cling cd sy giong nhau vé duge ddng hoe va duge lye hge. Do 6, ¢b thé xudt hién nhimg
viin dé gidng nhou khi ding vién két hop ding thivi vii mét thude tromg 1y nueleosid thi
ba.

Nhitng bénh nhin dang diéu tr bing vién két hop hodc bit ki thude khing retrovirus nia
khic van co the mic nhiém tring co hi va cac bién chimg khic cua nhigm HIV. Vi viiy
nhimg bénh nhin nay phai duge theo dbi chit ché bdi cdc bdc 5§ ¢d kinh nghiém trong
dicu trj bénh nhin bj bénh o lign quan 161 HIV,

Bénh nhin phai dwge khuyén ring, cac ligu phép khing retrovirus, ké ca vién két hop
ndy, khéing ngén ngl.m durgre nguy co ly truydn HIV cho ngudd khdc qua tiép xic tinh dyc
hogc truyén mau. Cin phai tiép we dp dyng cac bién phap phing ngira thich hop.,

Vién ké hgp co chira lactose monohydrate. Vi vlly, nhimg bénh nhin bj céc vin dé di
truyén hiém gp nhur bit dung nap galactose, thidu men Lapp-lactase, hode kém hip thu
gluco-galactose khéng nén ding thudc niy.

Suy thin: emiricitabin vi tenofovir duge thai trir chi yéu qua thin bing cich loe @ cdu
thitn két hep vl bai tiét chi dong qua dng thin. Céc thing sb hip thu cia emtricitabin va
tenofovir e6 the ting dang ké & nhimg bénh nhin bj suy thin mic d) tir trung binh dén
ning. Do dé. cin phai didu chinh khoang cich gilra céc lin wng thudc dbi véi nhimg
bénh nhin cd 4§ thanh thei creatinin tir 30 dén 49 ml/phit. Tinh an toén va hidu qua cia
tenofovir vii emiricitabin & nhimg bénh nhéin bj suy thiin con chua duge xéc lip, Cin phai
gifm sit ciin thin cac ddu higu nhidm ddc, nhu sy suy gidm cia chire niing thin, v& cic
hién ddi cua nong 4§ virus, d8i voi cac bénh nhan bj suy thin tir trde, khi bt ddu ding
vién két hop, vi kéo dii khoang cach gilra céc lin wing thube. Khing nén ding vién két
hep liéu cd dinh emtricitabin v tenofovir disoproxil fumarat cho nhimg bénh nhin oo dd
thanh thii creatinine < 30mlphit hofic nhimg bénh nhiin cin phai thim tch mau, vi
khiing thé giam liéw vién két hop cho phi hop vii yéu cdu didu tri.

Néu phosphat huyét thanh < 1,5 mg/dl (0,48 mmol/l) hodic 6 thanh thai creatinin bi giam
xudng < 50 mlphiit, chire nling thin cin duge danh gid lpi trong vong | tuin, bao gbm ca
do ning 6 glucose maw. kali mdu vi glucose mede tidy, va khodng cich gilta cdc lan
diing thude cin dwge dicu chinh, Cling nén cdn nhic ngimg didu trj voi nhimg bénh nhin
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ol 4G thanh thii creatinin < 50 ml/phit hode phosphat huyét thanh giam xudng < 1,0
mp'dl (0,32mmol1).

Nén trnh ding vién két hop khi dang ding hodc mdi diing trunde do khang o mot thude
gdy dic thin.,

Nén trinh ding vién két hop vivi céc bénh nhin 38 didu trf khing retrovirus tide dé ma
nhidm HIV-1 co mang dt bién K63R. Trong mit nghién ciru lim sing c6 ddi chimg kéo
diti 144 tuin so sinh tenolovir disoproxil fumarat viéi stavudine trong cong thire két hop
viri lamivudine v efavirenz trén cdc bénh nhin ding thudc khing retrovirus lin diu,
ngLdi ta lhﬁ} co sy giam nhg mit &§ xwong & xuomg hing vi cdt song trong ca hai nhom
diéu tri. O tulin 144, sy giam mft O xuong & ot sdng vi bin dbi cic chi sb sinh hoc cin
xuomg so v lie biit diu nghién cin & nhdm diéu trf bng tenofovir disoproxil fumarat
lom hom diing ké so viri nhim kia. O nhom nay, sy giam mat a0 xwong & hdng ciing Iém
hom ding k& so vi nhom kia cho tdi tudn thir 9%6. Tuy nhién, sau 144 twidn didu tri, khong
cd nguy co giy xuong ting hodc ddu hidu lim sing vé bt thuémg xuomg. Nén tham vin
hic 57 néu nghi ngér co bit thikmg xiwong,

Bénh nhin nhidm dn’!mg thii HIV va virus viém gan B hojc viém gan C: Bénh nhin bj
viém gan B hodc C man tinh, khi diéu trj biing phac a6 khing Retrovirus phdi hop s& co
nguy oo cao bi bién chimg nfing & gan v cd the tr vong,

Citc béc § liim sang nén tham khao tai liéu hudmg din diéu trj HIV hién tal dé co bi¢n
phap dicy trj 10t nhat cho bénh nhin ddng thiv nhidm ca HIV va HBV.,

DG an twhn vi higu qua cie thude két hop lieu co djnh emiricitabin vi tenofovir
disoproxil fumarat chua duge nghién el trong didu trf nhidm HBY man tinh. Trong
nghién eiru dugre lige hoe cho thily emtricitabin va tenofovir khi sir dung riéng @ hay két
hop déu cd kha ning khing virus HBV. Vs kinh nghiém kim sing con han ché cho |hi1r
emtricitabin va tenofovir disoproxil fumarat cd hogt djng kiang HBY khi duoc sir dyng
trong phac do ki hop khang retrovirus dé kiém sodt nhigm HIV.

Bic phit viém gan di xay ra sau khi ngimg dicu trj emiricitabin hojic 1enofovir disoproxil
fumarat.

Bénh nhiin nhigm déng thin HIV va HBV phai dugc gidm sét chit ché ca vé lim sing v
xé nghiém trong thir gian it nhat vai thing sou khi ngimg didu trj bing thude két hop.
Bénh gan: Tinh an todn va hiu qua cia vién k& hop lidu cd dinh emtricitabin va
tenofovir disoproxil fumarat chira duge xic dinh & nhimg bénh nhin o6 che rdi logn njng
@ gan. Duge ding hoe cia thude két hgp v cia emtricitabin chira dugc nghién ciru &
nhing b¢nh nhan bj suy gan. Duge ding hoe cin tenofovir d& duge nghién el & bénh
nhin suy gan vi khing thiy cin thiét phai didu chinh lifu cho nhimg bénh nhin nay. Dys
trém vife emtricitabin chi chuyén hoa phin nho & gan va dwémg thai mr chu véu li qua
thiin, duémg nhu khing cén phai didu chinh lidu cho nhitmg bénh nhén suy gan,

Nhimg bénh nhin co rdi loan chirc niing gan iir trude bao gom ci viém gan man tinh thé
hogt ddng o6 tin sudt cao hon bj cdc bt thutmg chire ndng gan khi didu tri biing thube
khiing retrovirus két hop vit nén duge gidm sit theo thye hinh tidu chuin. Néu cé cic
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bing chimg 4 bénh gan ndng 1&n & nhitng bénh nhin ndy, nén cin nhic didu trj nght
quiing hofic ngimg vide dicu trj.

Nhigm acid Isctic: D gp cac tuimg hop nhiém acid lactic, thuimg kém theo gan nhiém
md, khi sir dyng cée chdr wromg 1y nueleoside. Céc diu hifu sém (dng lactal méu tridu
chimg) bao gom cic trigu chimg tiéu hoa nhe (budn ndn, ndn va dau byng), mél moi
khing dfic hidu, &n kém ngon, gibm ciin, cac trigu chimg hd hap (tho chim va'holic siu)
hodic cde triéu chimg thin kinh (ké ca véu vin dong). Nhidm acid lactic o 1y 1€ tir vong
cao v thuimg kém theo vidm tuy, suy gan hodic suy thin. Nhiém acid lactic thuimg xudt
hién sau mdt vai hofic nhidu thang diéu trj. Nén ngimg diéu trj bing cdc chit wromg 1w
nucleoside khi oo cic diu hidu tang lactat méu va nhidm acid lactic/chuyén hoa, phi dai
gan tién trién, hodic men gan ting nhanh,

Cién thiin trong khi ding céc chilt twomg 1 nucleoside cho bt kv bénh nhin nao (diic bié
l4 phy nit béo phi) bj phi dai gan, viém gan hodic cb cée yéu 16 nguy co bi bénh gan di
hiét vir gan nhidm mi (ké ca mit sb thude nhit dinh va cbn), Cac bénh nhin déng thivi
nhiém viém gan C vi dwoc didu tri biing alpha interferon va ribavirin co thé co nguy co
dac bidt.

Ciin theo ddi chiit ché cae bénh nhén cb MEUY CEr can,

Logn dudmg md: Phac do diéu trj phoi hep thude ching retrovirus thudmg gy ra thi phin
b md trong oo thé (logn dudmg mix) & bénh nhin nhiém HIV. Hju quéa lau dai cus nhimg
bién chimg nity hién viin chua rii. Hidu bi#t vé co ché chuyén hod hién vin chua diy di.
Cé gig thuyét cho ring c6 mdi lién quan gifta tich m& ndi tang vai chiit irc ché men
Protesse (Pls) vih teo md md v chét e ché men sao chép nguge nucleoside (NRTIs).
Nguy co cao cia logn dudng md cb lign quan i nhitng véu 1 ¢o tinh chit ci nhén ahu
wdi cao, v nhimg yéu 16 lién quan i thubc nhu thed gian didu rj thude khing
Retrovirus kéo dii vi lién quan i nhitng rdi logn chuydn hod. Kham lam sang nén bao
gom ci viéc dinh gib chc trigu chimg thyc thé coa i phin bé md. Nén ciin nhic lim xé
nghiém Lipid huyét thanh va Glucose miu. Rdi logn Lipid cling nén duge didu 1 min
cach phis hpp theo lim sang. Tenofovir o6 lién quan vé clu triic vii cac thude twong tyr
nucleoside do d6 thé khang loai tir nguy co logn dudmg md. Tuy nhién, dir ligu tir nghién
cir lim sang 144 wan trén céc bénh nhin didu trj khing retrovirus lin ddu chi ra ring
nguy co cia logn dudng m v tenofovir disoproxil fumarst 14 thip hon so vii stavudine
khi dimyg ket hop vai lamivudine va efavirenz.

Rii logn chirc ndng tv thé: Cic chit twromg W nucheoside va nucleotide d3 duge chimg
minh in vitro vii in vivo li gy huy hogi ty thé & nhiéu mirc d6 khéc nhau, Da cé nhimg
bao cdo vé rii logn chire ndng ty thé & wé nhd HIV dm tinh nhumg da bj phai nhidm voi
céc chit twong ty nucleoside tir trong tir cung va sau khi sinh . Cic tic dyng bt lgi chinh
durge bdo cdo Ja cac roi loan huyét hoe (thiéu mau, giam bach chu trung tinh), cie rbi logn
chuyeén hod (thng Jactat mdu, ting lipid méu). Nhimg 1dc dung cd hgi nay thuomg 1a nhit
thivi. D ¢d bao cdo mdt s rdi logn than kinh khii phit mudn (tng truomg lie, co gidr,
roi logn hanh vi). Hién viin chun xdc dinh duge lidu cdc rdi loan thin kinh la tam thai hay
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vinh vidn. Bit cir tré ndo di c6 phoi nhidm vai cie chiit wong tr nucleoside va nucleotide
tir trong i cung. ngay ci voi tré HIV dm tinh, déu phai duge theo déi vé mt lim sing va
xé1 nghiém vil nén thim do diy di vé kha niing rbi logn chirc ning ty thé trong trnrimg
hop ¢o cac triéu chimg lign quan, Nhifmg phdt hién nay khing anh heomg dén cic khuyén
cdo hign nay ve sir dyng diéu trj khang Retrovirus & phy nir mang thai 38 phong ngir My
truyén HIV theo chicu doc.

Hgi chimg phuc hdi mién dich: Bénh nhén nhiém HIV bj suy gigm mién dich ndng tai
thiri diém sir dung phic dd phii hgp thude chdng Retrovirus (CART), phin img viém
khing tri¢u chimg hodic cdc nhiém triing co hii 58 ¢o the xust hién vi gay nén tinh trang
i siing tebm trong hode lam céc wigu chimg bj nding lén, Cic phan tmg nhr trén thurimg
xuiit hign trong vii tudn hodc vii thiang ddu tién tir khi bt ddu liéu phap chéng Retrovirus
phai hop. Cée biéu hign lién quan 1a viém ving mac do Cytomegalovirus retinitis, nhiém
ndm khi trii hodic todn thé vi viém phii do Pneumocystis carinii. Bat ki trigu chimg viém
néo cling nén duge danh gid va didu trj ngay khi ciin thit,

Sir dyng ddng thiri tenofovir disoproxil fumarat v didanosine ldm ting 40 — 60% phoi
nhilm toan thin coa didanosine din dén ting nguy co gdp cic phan tmg ngogi ¥ lién quan
1 didanosine, Pa o6 bao cdo vé cic truimg hgp higm gp viém twy vb nhidm acid lactic
cd ca mit s ca tir vong.

Vige sir dung ddng thiri tenafovir disoproxil fumarat v didanosin vii ligu legng 400 mg
moi ngdy 43 lam giam déng ké mdt lugng 1€ bao CD4, c6 thé 1h nhir mit wong tée ndi
biio ldm ting didanosin duge phosphoryl hod (hogt déng), Ligu gidm 250 mg didanosine
durre dilng déng thivi vai ligu phap tenofovir disoproxil fumarat kém theo cic hao cio vé
ty 1§ cao cua sy thiit bai virus hoc trong nhidu sy phii hep duge thir nghigm.

SU DUNG THUGC CHO PHU NI €O THAI VA CHO CON BU

Thai Ky mang thai: Mt nghién cin e trung binh (tir 300-1000 thai phy) cho thily khing
e dj dang hodc nhi¢m dc thai nhi lién quan dén emiricitabin va tenofovir disoproxil.
Cic nghién ciru trén dgng vt khéng cho thiy tde hai tryc 1iép hodic gign tidgp coa
emtricitabin hofic tenofovir disoproxil fumarat vé khia cgnh thai nghén, Vi viiy, vige sir
dyng emtricitabin va wenofovir disoproxil ¢ thé duge xem xét trong thai ky néu cin thiét,
Theri ki cho con bii: Emtricitabin va tenofovir duge bai tiét qua siva me, Khong co thing
tin diy di vé dnh huimg cia Emtricitabin vé tenofovir trén tré so sinh, do d6 phy it
nhigm HIV duge khuyén ring khong nén nudi con bing sita cia minh trong bt k¥ truimg
hop niso dé tranh liy truyén HIV cho con.

Khd ning sinh sdm: Khéng co dir ligu trén ngudi vé dnh huwomg cin emiricitabin vi
tenofovir trén kha ning sinh san. Dt lidu nghién ciru trén ddng viit cho thiv emtricitabin
vis tenofovir khing gy hai dén kha niing sinh sin,

ANH HUONG CUA THUOC LEN KHA NANG LAl XE VA VAN HANH MAY
MOC

Khing cd nghién ciru ndo vé anh huémg cia vién két hop lidu cb dinh Emtricitabin va
tenofovir disoproxil fumarat.
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Tuy nhién, bénh nhin cdn duge thong béo ring di co bdo cdo vé tinh trgng chong mit
trong qua trinh diéy trj biing Emtricitabin eling nhir bﬁng tenofovir disoproxil fumarat, do
di nén thin trong khi Ki xe vi viin himh may moc.

TUONG TAC CUA THUOC

Duge ding hoc o trgng thii on dinh cia Emtricitabin vi tenofovir khéng bj anh hudmg
khi Emtricitabin vi tenofovir disoproxil fumarat dupc ding két hep voi ahau so voi khi
diing riéng timg thude,

Ciic nghién cire twomg e duge dong hoe trén lim sing va in vitro d8 cho thily it cé kha
ning xdy ra cac fuong the ob trung gian & CYP450 lién quan 16i Emtricitabin va
tenofovir disoproxil fumarat viri cde thude khac.

Cite tirerng tie lign quan dén Emtricitabin:

Trén in vitro, Emtricitabin khang irc ché sy chuyén héa 6 trung gian 1a bt ki dong dang
CYP450 nito sau dity con nguiri: 1A2, 246, 286, 2C19, 2D6 vi 3A4. Emtricitabin khéng
e ché enzyme cia qud trinh glucuronid héa, Khéng o6 tromg tée ding ké nio vé lam
ging khi Emiricitabin duge ding cOng lic v indinavir, zidovudine, stavodine hofc
fameiclovir,

Emtricitabin dioc bai tiét chi yéu biing cich lge & clu thin va bai tié chic ddng & dng
thin. Ngogi rir famciclovir vi tenofovir disoproxil fumarat, hiéu lye cos vife ding két
hyrp Emtricitabin véi cic thude duge bai tiét qua thin, hofic cic thude duge biét 1h ¢b dnh
hurémg 165 chire nfing thn, con chus duge ddnh gid, Vide ding két hop véi che thude ciing
duge bii tiét chi ding & dng thin o thé dlin 167 Eng ndng d0 cin cd Emiricitabin vi
thube két hgp do sir cgnh tranh duimg théi trir niy.

Khing co kinh nghigm 1im sing vé viéc sir dung két hop Emtricitabin vii cc chét ddng
ding cytidin. Do d6. khing nén ding két hop Emtricitabin véi lamivudin hofic zalcitabin
d¢ dicu trj nhiém HIV.

Ciie twomg the én quan tii tenofovir:

Viéc phdi hgp lamivudin, indinavir, efavirenz, nelfinavir hode saquinavir (cd bo sung
ritonavir) i tenofovir disoproxil fumarst khong gy ra bit k¥ twong téc ndo vé lim
sing. Khi tenofovir disoproxil fumarat duge phii hgp voi lopinavic/ritonavir, khong cd
bién ddi nao vé duge ding hoe cila lopinavir va ritonavir, AUC cta tenofovir thng lén
khodng 30% khi tenofovir disoproxil fumarat dugc phéi hgp v lopinavie/ritonavir,

Khi ding didanosin dudi dang vién nang lan trong rudl 2 gio trude khi dung tenofovir
disoproxil fumarat hode cing mit lic, AUC cua didanosine ting twong img trung binh i
48% vir 60%, Mirc ting trung binh gid 1rj AUC cia didanosin 14 44% khi dang vién nén
cé chit dém | gid trude khi ding tenofovir. Trong cd hai truimg hop cic chi sé duoe
djng hoe cla Tenofovir duge ding kém theo mdt bita @in nhe 12 khiing thay d6i. Khong
nén ding phdi hyp tenofovir disoproxil fumarat vai didanosin,

Khi wenofovir disoproxil fumarat dugc ding phii hop vdi atanazavir, ndng dd stanazavir
giam {mire giam twomg tmg cia AUC vis Cmin lh 25% va 0% so vai atanazavir 400 mg).
Kh: dung thém ritonavir voi atanazavir. anh heomg tidu cue cda tenofovir lén Cmin cila
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atanazavir 33 giam di rd rét, trong khi mie giam cia AUC viln gitr nguyén (mire giam
tremg tmg ci AUC va Cmin [a 25% va 26% so vdi atanazavir/ritonavir 300/100mg).
Tenofovir duge bii tiét qua thin bng ca hai cach loc o ciu thiin vis bai tié chi dong qua
con dwimg vén chuyén anion hitu co | & nguii (hOAT1). Ding phii hop tenofovir
disoproxil fumaral vii cée thube khac ciing duge bai tié chib dong qua hé thimg viin
chuyén anion hitu e (vi dy nhu cidofovir) et thé lam ting ndng dd ciin tenofovir hojic
etia thubc phéi hap.
Tenofovir disoproxil fumarat chua duge dinh gid & nhimg bénh nhin dang ding chc
thudc gdy d@c thin (ching hgn nhu céc aminoglycoside, amphotericin B, foscarnet,
ganciclovir, pentamidine, vancomycin, cidofovir hofic interleukin-2). Trinh sir dyng
Tenofovir disoproxil fumarat khi dang ding hofic mai ngimg ding céc thube giy dic
thiin. Néu biit bude phai két hop Tenofovir disoproxil famarat viri cae thude gy die thin,
nén kiém tra chirc ning thin hang tuln,
Vige phoi hop tenofovir disoproxil fumarat voi methadon, ribavirin, adefovir dipivoxil
hojic ¢ thude trinh thai norgestimate/ethiny] oestradiol khong gy ra bél ki twong téc
duge ding hpe nio.
TUONG KY
Do khing o6 cic nghién ciru vé tinh womg ky cia thube, khing trdn in thude nay véi
edc thude khac
TAC DUNG KHONG MONG MUON CUA THUOC
Trong mét nghién ciru md lam sing ngfiu nhién trén nhimg bénh nhin khing retrovirus
naive {((5-01-934), bénh nhin ding Emiricitabin, tenofovir disoproxil fumarat va
efavirenz wong 144 wdn (ding nhu cong thirc ké hgp thude nén Emiricitabin/tenofovir
disoproxil fumarat, cfng thém efavirenz tir tudn 96). DI lidu vé tinh an todn cia
Emincitabin va tenofovir disoproxil fumarat phi hop viai thi nghiém wrude diy voi céc
tac nhin nay khn mt trong ching duge ding voi cac tac nhin khing retrovirus khde, Cée
phin img ¢ hpi duge bio céo thuimg xuyén ohit xem nhu c6 thé hay gin nbir ¢b lién
quan vii Emtricitabin vivhode tenofovir disoproxil fumarat 1d budn ndn (12%) vi tiéu
chay (7%).
Nhimg phan img ngogi ¥ nghi ngd o6 lién quan o7 viée dicu trj (it nhat 1 oo theé lién
quan) bing chc thanh phin coa vién két hop tir thir nghiém 1am sing va trong theo ddi
héu méi duge ligt ké dudi diy theo hé thing céc co quan ong co thé va uin sudt gip
phii. Tan sult duge xdc dinh Ja rit hay gip (= 1/10), hay gip (= 11100, < 1/10), khing
hay gdp (= 11000, < 1/100), hiém gip (= 1/10.000, < 1/1000) hoge rit hiém glp (<
1/10.000) bao gdm ca nhimg bio cdo riéng lé.
Eij'f.' a1 “:1' ' r . I
Hay giip: gigm bach ciu trung tinh
Cac roi fogn @ hé mién dich:
Hay glp: phin img di img

| P ] ‘l'l X 1 x
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Rét hay gdp: ha phosphat mau

Hay glp: thng trighveenid miau, ting dutmg mau.

Hiém giip: nhigm acid lactic

Nhi€m acid lactic thwimg kém theo gan nhiém ma, 43 dupe bdo cdo trong qud trinh sir

dyng cic thl.a‘fu. lm.rng t1,r nuclenside.

Cdc roi li

Thum'lg ghp: gitc mo bit thuimg, mét ngo

Cae roii logn hé thin kink;

Rist hay géip: chong min, dau diu

e rii loan b he hap, ngiee, va trung thar:

Rit hiém ggp: kho tha

e roii loan ¢ da diy rudt;

Rat hay glip: tiéu chay, budn ndn, nin

Hay gap: diy hoi, kho tidu, dou byng, lipase huyét thanh thng, amylase ting bao gbm

amylase cOa tuyén tyy.

Hiém ghp: viém iy

:r a2y : - B

Hay glp: ting bilirubin miu, thng transaminase

Rét hiém gap: viém gan

Cac ol logn & da v mo dinii da.

:uygi.p; ndi ban, ngira, ban dét-sin, may day, ban rdp, ban mi, vi bién mau da (ting shc
i

Rﬁl hay gﬁp tlmg creatine I:lnlse

Cade roi | i vt

Hiem gip: suy thin (cip vi minj bénh |y ddu dng thin bao gbm hii chimg Fanconi,

pmlr,m nigu, l,ilng r.mul.u‘nn:

Care i

Hay giip: dau. suy nhuge

Ngoii ra, thidu miu 1 hay gdp vi bién mau da (@ng shc 156) 1a rdt hay glp khi ding
Emtricitabin ¢ho bénh nhén nhi.

Cac ghi chép vé phan img ngogi ¥ & bénh nhin bj nhidm ddng théd HIV/HBY hodc
HIV/HCYV efing wong ty nhir bénh nhin chi nhiém HIV. Tuy nhién, dbi vai nhdm bénh
nhén nay, sy tAng AST vi ALT xuéit hién thuimg xuyén hon so vai nhom bénh nhén
nhiem HIV néi chung.

Lidu phiip khing retrovirus kit hgp thudomg kém theo cic bt thuimg chuyén héa nhir ting
triglycerid mau, ting cholesterol mau, d¢ khang insulin, tng dwimg méu va tng lactat
mili.
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Ligu phap khing retrovirus két hop ciing kém theo & phin b6 m& twrén co thé (logn
dulmg md) & bénh nhin HIV bao gﬂm it mﬁ ngogl vi va md dudi da mit, ting md
bung vi ndi tang, phi dgi nguc va tich mi ving co limg (budu triu).

Nhiimg bénh nhin nhiém bj suy giam mién dich nng & thiri diém bt déu liéu phip khing
retrovirus keét hop (CART), cb thé xay ra phan img viém vii su xim nhidm khing cd
tri¢u chimg hodic co hid sat 1gi,

Nhimg trrimg hop hogi wr xuong 3@ duge béo cao, dic bigt o nhimg bénh nhiin ¢6 nhimg
nhiin t6 nguy co di duge nhin biét tdng quit. béah HIV cdp tién hodic ditu tri lu dai véi
lidu phip khing retrovirus két hgp (CART). Thn 8 cia tnrimg hop nay van chua duge
higt.

Thing bdo ngay cho bic 57 hode dwge 57 nhimg phin ing o6 hgi gip phdi khi sir dung
thudc hode bdo cdo cdc phin img cd hi cia thuie vé Trung tim Théng tin thude va
Theo ddi phin iing cd hai ciia thudc.

QUA LIEU VA CACH XU TRi

Néu xiy ra qua lidu, bénh nhan phai duge gigm sat chiit che vé cac diu higu ngd dc vé
durgre dp dyng ce bign phip hd trg tidu chudn khi cén thiét, Tai 30% ligu Emricitabin vik
khoang 108 liéu tenofovir oo thé logi bo bling cach thim tich mau. Hidn can chua bid
cdr thé logi bo Emtricitabin hode tenofovir biing thim phiin philc mac hay khéng.

PAC TINH DUQC LUC HOC

Mi ATC: JOSARO3

Nhém duge I: Thude trj ky sinh tring, ching nhiém khuin, khing virus.khing ndm

Cor che tic dyng vi hidu Iye duge lye hoe: Emtricitabin 1h m{t ddng ding nucleosid thuge
nhém cytidin. Trong co the, Tenofovir disoproxil fumarat duge chuvén thanh tenofovir,
mit dong ding nucleosid monophosphat (nucleotid) cia adenosine monophosphat. Ca
Emtricitabin vi tenofovir déu o hogt tinh dc higu ddi véi viras giy suy giam mién djch
¢ ngudin (HIV-1 va HIV-2) v virus viem gan B. Emiricitabin va tenofovir durge
phosphoryl hia béri cde enzyme trong t¢ bdo d¢ tpo thinh Emtricitabin iriphosphat v
tenofovir diphosphat. twong (mg. Céc nghién ciru in vitro chi ra ring ci Emiricitabin vi
tenofovir déu 6 thé bj phosphoryl hia boin todn khi ding két hop voi nhau trong 1 bio,
Emtricitsbin triphosphat v tenofovir diphosphat (e ché canh tranh men sao chép nguge
HIV-1, lam két thic chudi DNA,

Ca Emtricitabin triphosphat vii tenofovir diphosphat déu 1a chit (e ché yéu di v
polymernsse DNA caa ding vit ¢b vi va khing cd dédu higu dic tinh d6i vii ty thé cd in
vitro v im vive,

Hoqt tinh khéng virus in vitre: Hogt tinh higp dl:".!ll'l,u khing virus d duge thiv dbi vdi vién
két hyp Emiricitabin va tenofovir in viere, D3 thay oo higu lye cng hoje hiép dﬁng Imng
céc nghién ciru phbi hop thude vii cdc thube e ché protesse v vii céc thudc irc ché
men sao chep nguge HIV nucleoside v non-nucleoside,

Khing thudc: Tinh khing thube di duge quan sit thiy in virro vi trén mixt s bénh nhin
nhiém HIV-1 do cb sy xudt hién ddt bidn MI184V/ vii Emtricitabin vi K65R voi

A

oY

/258,
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tenofovir. Khing xéc dinh duge nguyén nhin nao khic ghy khing Emiricitabin va
tenofovir. Cac virus khing Emtricitabin co mang dit bién M 184V cling 8¢ khang chio
vii lamivudin, nhumg vin duy i 39 nhay cém véi didanosin, stvuding tenofovir,
zalcitabin v zidovudin, B{1 bién K65R ciing co the dugc chon lpc vii abacavir,
didanogin hofic zalcitabin vi lam gigm nhgy cim véi cic thude nhu lamivudin,
Emitricitabin va tenofovir. Trinh ding tenofovir disoproxil fumarst cho nhitng bénh nhiin
nhiém ching HIV-1 c6 mang dit bién K65R.
Nhimg bénh nhan bj nhiém HIV-1 c6 ba djt bién lién quan dén cic ddng déng thymidin
(TAMs) hodc nhi¢u hon bao gbm 4t bidn hojic M41L holic L210W trén men sao chép
nguge the hién giam nhay cam voi tenofovie disoproxil fumarat.
Kinh nghiém lim sang: Trong m{t nghién ciru lim sang ngiu nhién ma(GS-01-914),
nhitg bénh nhin nhifm HIV-1 khing retrovirus-naive ding hogc ché d§ mbi ngay mit
lin Emtricitabin, tenofovir disoproxil fumarat vi efavirenz (n=255) hodc mdt sy két hgp
¢b dinh lamivudine vi zidovudin {Combivir) duge ding hai lin mdi nghy va efavirenz
mdi nghy mit ldn (n=254). Nhifng bénh nhin trong nhom Emtricitabin va tenofovir
disoproxil fumarat dugie cho ding thuic nén Emtricitabin/tenofovir disoproxil fumarat vi
efavirenz tir tuin 96 dén tuin 144. Tai duimg chufin céc nhom nglu nhién c6 HIV-1 RNA
huyét tomg trung gian twong dong (5.02 va 5.00 logl0 ban sao/ml) va lugng CD4 (233
vt 241 € bio/mm3). Diém cudi hidu quit so cp cia nghign ciru niy 1 dat duge va duy
tri n&ng di HIV-1 RNA < 400 bin sso'ml trén 48 wan, Hifu qua thir cap phin tich wén
144 tudin bao gom 1y 1§ bénh nhiin cé ndng df HIV-1 RNA < 400 holic < 50 bén sao/ml,
vih thay A tir durdmg chudn & lugng 1€ bio CD4.
Dir ligu vé diém cudi sor clip 48 tudin cho thiy riing sy két hop coa Emtricitabin, tenofovir
disoproxil fumarat v efavirenz ¢6 tic dung khing virus cao hem khi so sdnh véni s ki
hop cd dinh cis lamivedin vi zidovudin (Combivir) véi efavirenz nhu durgre trinh bay o
Bang 1. Dir ligw vé diém cudi thir cip 144 win ciing dwpe trinh bay o Bing |.
Bangl: Dir ligu vé higu qua 48 va 144 wdn e nghién aim GS-01-934 wong de
Emiricitabin, tenafovir disoproxil fumarat va efavirens dwge dimg cho cde bénh nhin
nbidm HIV-1 khdng retrovirus-nave,

GS-01-934 i GS-01-934
Biéu trj trong 4% tuin Pitw trj trong 144 (udn
Emitricitabin + Lamivudin + Emiricitabin + Lamivodin +
tenofovir Zidovudin + tenofovir Zidovudin +
disoproxil Efaviren: disogronil F faviren:
fumarat + Fumarat +
Efavirenz efovirenz
HIV-l RNA < 1
‘:: e | B4% (206/244) T3 (177/243) T1% (161227 LE%a 133,220
(TLOVR)

p-value 0.002** 0.004%

12l Ex3° |8
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% sai  khic| 11% (4% 1o 13% (4% 10

(95%C1) 19%) 22%)

HIV-1 RNA = e
50 ban sao'ml | S0% (194/244) | 70%(171/243) | 64% (14602270 | S56% (130:231)
(TLOVR)

p-value 0.02 % D.OEI**

% sai khiée | % i-1% to

(95%CT) i s 17%).

Thimy i :nmp.'

bink tr duimg |

chudn cua luong #1090 +158 312 +271

e bdo CD4

(18 bio/mm3 |

P r::' 0,089

b sl khac &1 (4 to T4

(95%CT) 32 (9 10 55) | '

* Bénh nhin dang duge diéu i bing Emtricitzbin, tenofovir disoproxil fumamt v4 efavirenz |
duge cho dimg thubc nén Emiricitabin/tenofovir disoproxil fumaral cing voi favirenz tir tudn 96
dén 144

* Giia trj p dya vio Cochran-Maniel-Haenszel Test phin ting cho duimg chulin cia legng 1§ biso
Ch4.

TLOVR = Time to Loss of Virologic Response

a: Van Elteren Text

Trong mot nghién ciru lim sing nghu nhién riéng biét (MOZ-418), 190 nguo lom khing
retrovirus naive ciing duge didu tri mdi nghy mdt lin véi Emtricitabin v tenofovir
disoproxil fumarat két hop vai lopinavirritonavir duge dimg mit hay hai lin mdi ngay,
Trong 48 wan, 70% va 64% bénh nhin d& cho thiy HIV-1 RNA < 50 bin sao/ml vii ché
d9 ding riéng bigt mt vit hai lin mdi ngay 48 vii lopinavir/ritonavir. Bién dfi tnmg
binh Iugng 1€ bao CD4 tir dwimg chuan 13 < 185 1é bio/mm3 va + 196 té bao/mm3 vii ché
di riéng bigt ding mdt vi hai ln mdi ngay lopinavirritonavir,

Kinh nghiém lim sing giéi han & nhitg bénh nhin ahidm ddng thii HIV va HBV ggi ¥
ring vige dicu urj voi Emtricitabin hodc tenofovir disoproxil fumarat trong ligu phip két
hop khing retrovirus d¢ kiém soat sy nhidm HIV ciling lam gidm HBV DNA (gidm 3
log10 hogde gidm 4 dén 5 log10 riéng bidt),

BAC TINH DUGC BONG HOC

Hip thu

Tuomg duomg sinh hoe cla vién nén bao phim két hyp lidw cb djnh Emtricitabin vé
tenofovir disoproxil fumarat so vioi mit vién nang cimg Emitricitabin 200mg va mit vién
bao phim tenofovir disoproxil fumarat 245mg 48 duge xac lip sau khi cho ngudi tinh
nguvén khoe manh ding liéu duy nhiit e doi. Sau khi cho ngudi tinh nguvén khiae manh
uting vién ket bgp lidu i dinh Emtricitabin vi tenofovir disoproxil fumarat, Emiricitabin

< /5
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-
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vii tenofovir disoproxil fumarat duge hip thu nhanh chéng va tenofovir disoproxil
fumarat disge chuyén thanh tenofovie. Nong 30 Emtricitabin va tenofovir t8i da dat dupe
trong huyét thanh tir 0,5 wi 3 gio sau khi wong trong tinh trgng d6i. Udng vién kit hpp
liéu cb dinh Emtricitabin va tenofovir disoproxil fumarat véi thire &n 1am chiim thén gian
dé dat dupe ndng 4 1Hi da cia tenofovir khoang 45 phit va lam ting AUC v Cmax cts
tenofovir twong img khoang 35% vi 15%, khi ding kém vdi bita An nhe holic nhiéu béo,
so virt ubng thude lic doi. DE i wu hoe sy hip thu tenofovir, ngudi ta khuyén ring nén
wing vién két hop vai thire in.

Phiin b

Sau khi truyen finh mgch, thé tich phin bd cua Emtricitabin va tenofovir twong img la
khoang 1.4 kg v 800 mlkg. Sau khi udng Emtricitabin hofie tenofovir disoproxil
fumarat, Emtricitabin vii tenofovir duge phin b ring rii trén khip co the. Trén in vitro,
tv 1¢ Emtricitabin gin két vl protein h.uyét tuomg ngudi < 4% v dbe ljp voi nﬁng dd
trong khoang 0,02 dén 200ug/ml. Trén in vitro, ty 1 tenofovir gin két vai protein huyét
wromg hode huyét thanh twromg (mg 18 dudi 0,7 v 7,2%. trong khoang nong dd tenofovir
tir 0,01 — 25 pg/ml.

Chuyén héa

Hiéu biét vé qui trinh chuyén hod cin emtricitabin con han ché, Chuvén dang sinh hoc
cia emtricitabin bao gom qué trinh oxy hod nhdm Thiol tgo thimh déng phan kip thé 3°-
sulphoxide (khodng 9% lifu) vh lién két véi Glucuronic acid dé tpo thanh 2°-0-
glucuronid (khoing 4% lidu). Céc nghién ciu in vitro dii khing dinh ring cit Tenofovir
disoproxil fumarst 1n Tenofovir déu khing i co chit cia h§ enzym CYP450. Trong qud
trinh chuvin dang sinh hoc, ci Emtricitabin va Tenofovir déu khéng c ché qud trinh
chuyén hoé cic thudc trung gian qua bat kv dong dang nao cia CYP450 ngudi, Dong
thii Emtricitshin ciing khing e ché Uridine §'-diphosphoglucuronyl wransferase, Ia %
enzyme cua qui trinh Glucuronid hod. &
Thii trir

Emtricitabin duge thai trir chi véu qua thign, 86% trong nude tidu, qua phin (khodng
14%), 13% lidu Emtricitabin trong nude tiéu 1a ba chiit chuyén hod. D9 thanh thai coa
Emtricitabin trung binh la 307ml/phat. Sau khi ubng, thin gian bin thai cia Emtricitabin
khodng 10 gio. Tenofovir duge thii tnr chi yéu qua thin bing ca con duimg lpc & cdu
thiin vi qua bé théng viin chuyén chi ddng & dng thin, khodng 70-80% liéu truyeén tinh
mgch duge bai tiét qua nude tidy dudi deng khing dbi, DG thanh thai eia Tenofovir trung
binh I& 307ml/phit. B3 thanh thai cia thin wdc tinh 1 khodng 210 mb/phit, tée &6 thanh
thdi cda Tenofovir cao hom nhidu so véi the 8 loc & clu thiin, Didu ndy chi ra ring bii
tiét chi dong qua Ong thiin dong vai trd quan trong trong qué trinh tha mir Tenofovir,
Thin gian ban this cia Tenofovir sau kha 1:ufm|; I khoding 12 - 18 gids.

Tudi tde, widi tinkh v ching e Duge ddng hoc cis Eminicitabin va Tenofovir i nhu
nhau o nam, nir, Noi chung, duge ddng hpe cia Emtricitabin & iré so sinh, tre nho va
thiéu nién (tudi tir 4 thing i 18 wdi) 14 twomg dwomg vai & nguii Iom. Cie nghién cir
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duge ding hoc cla tenofovir chua duge thyre hién & tré em va thidu nién (dundi 18 wbi).
Cac nghién ciru duge dong hoe chia duge thye hién vii Emtricitabin hofic tenofovir &
g gid (trén 65 tudi).

Sty then: Duge dong hoc cda Emiricitabin va Tenofovir disoproxil fumarat & dang bao
ché riéng r& hay dgng vién két hop lieu b djnh chus dirge nghién ciru trén bénh nhin sy
thiin. Céc chi %6 duge ding hoc duge xic dinh sau khi cho bénh nhin khing nhidm HIV
e che mire 39 suy thin khic nhau uing mét lidu dom Emtricitabin 200myg hofic Tenofovir
disoproxil 245mg. Mirc d suy thin duge xic dinh dira viio 3§ thanh thai creatinine ban
diu (CrCl) (chirc nang thin li binh thwimg néu chi s CrCl > S0mlphit; suy thin nhe
néu CrCl = 50-79 mliphit; trung binh néu CrCl = 30-49 ml/phit va nding néu CrCl = 10-
29 ml/phit).

Ngurin ta khuyén ring nén ditu chinh khoang cach gitra céc lin wing vién thude ké hop
lidu cb dinh Emtricitabin va tenofovir disoproxil fumarst & nhimg bénh nhin co df thanh
thili creatinine tir 30 dén 49 mi/phit. Vién nén Tenofovir vi Emiricitabin khong thich hgp
vl nhimg bénh nhin o6 & thanh thai creatinine CrC’l < 30 ml/phit hofic nhimg bénh
nhiin cin thilm tach méu,

Suy gan: Duge djng hoe coa thude két hop lidu ob dinh Emtricitabin vi Tenofovir
disoproxil fumarast chua duge nghién ciru trén bén nhin suy gan. Tuy nhién, hiu nhu
khing cén diéu chinh lidu cho bénh nhin suy gan.

Duge ding hoe cia Emtricitabin chun duge nghién ciru trén bénh nhan khing nhiém
HBV nhung cé ton thuong gan & nhitng mic 6 khide nhaw. Nhin chung, duge djng hix
cia Emiricitabin & bénh nhin nhitm HBV cing twong o nhu & nguei kKhod magnh va bgnh
nhiin nhiém HIV,

Liéu dom tenofovir disoproxil 245 mg dupe ding cho céc bénh nhin khing nhiém HIV
b cde mire 4§ suy gan khde nhau duge xéc dinh theo cach phin logi Child-Pugh-Turcotte
(CPT). Duge ding hoc cia tenofovir thye chat khéng bj anh huomg o cac doi wong b
suy gan, didu ndy gol ¥ ring khing cin diu chinh litu & céc bénh nhin nay, Cic gia iri
trung binh nﬂng dd tenofovir (*CV) Cmax va AUCO-=c tiromyg dmg la 223 (34,8%) ng/mil
va 2050 {50,8%) ng*gio/ml & nhimg bénh nhiin chirc ning gan binh thwdmg, so vii 289
(46,0%) ng/ml va 2310 (43,5%) ng*giovml & nhimg bénh nhin suy gan mic 46 trung
binh vi 305 (24.8%) ng/ml va 2740 (44,0%) ng*gid'ml & nhimg b{nh nhin sy gan njng.
QUY CACH PONG GOI

Hip 3 vi x 10 vién,

PIEL KIEN BAO QUAN

Béo quan noi khid mat, nhigt df dudi 30°C, tranh dnh séng.

HAN DUNG: 24 thing ké tir ngiy sin xuit,

TIEU CHUAN CHAT LUQNG CUA THUOC: TCCS.

SAN XUAT BO:

ILKO llag San. ve Tie. AS.

3. Organize Sanayi Bolgesi Kuddusi Cad. 23.50k. No:1 Selcuklu / Konya, Thi Nhi Ki
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