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Rx: _ﬁiu& niy chi ditng theo dom thude
N CTaES WIACID
Dé xa afmm_pn-!'m
Pype kff hundng din sir dung triede khi dimg

1. THANH PHAN CONG THUC THUOC

M#i vién nén bao phim chim :

Thinh phdn dge chdr: Efavirenz 600 mg, Emtricitabin 200 mg v Tenofovir disoproxil (dudi
dang Tenofovir disoproxil fumarat 300 mg) 245 mg.

Théirh phin té dirge: Cellulose vi tinh thé PH 101, hydroxypropyl cellulose, natri croscarmellose,
natri laurylsulfat, magnesi stearat, hypromellose (15cp), PEG 6000, tale, titan dioxid, oxid sit d&
(E172).

2. DANG BAO CHE

Vién nén bao phim

MG td: Vién nén hao phim hinh thudn dai, mau hing, thinh va canh vién lanh 13,

3. CHI BINH

WIACID duge chi dinh d& didu trj nhifm virus HIV-1 & nguéni truomg thinh tir 18 twdi try 1én v
sy irc ché virus voi ndng 4§ RNA HIV-1 < 50 bin sac virus/ml trong ligu phiip khing HIV
(Antiretroviral - ARV) kiét hop kéo dii hon ba thing, Bénh nhén phii chura timg thit bai didu i &
bitky ligu phip ARV ndo tnudc dd vi khing o6 e ching virus c6 dot bién giy khing thubc déi
v bat ky thinh phin nio trong WIACID trude khi biit d3u phac ¢4 didu trf bing thube ARV diu
tién.

Vige chimg minh Igi ich cla WIACID chil yéu dya trén dit liéu 48 tuiin tir mit nghién cin 14m
sing trong do bénh nhin ding &n djnh liéu phip khing retrovirus két hop dbi thinh WIACID, Hign
ti khéng 6 dir lidu ob sin tir cée nghién ciu lim sang vai WIACID & nhimg bénh nhdn chira
timg didu tri hofic & nhitng bénh nhin duwge didu trf trude 45 tir liu,

Khéng cb dir lifu co sin vé két hop ciia WIACID va céc thube ARV khic.

4. CACH DUNG, LIEU DUNG

Lidu d

Ngaedi lim

Lidu khuyén cdo cia WIACID 14 ubng | vién x 1 Hin/ngay,

Néu bénh nhin bo 13 mt lidu WIACID trong vong 12 giér ké tir khi dimg, bénh nhin nén ding
WIACID cdng st céng tht vi tifp e dimg thudc bink thutmg. Néu bénh nhin bd 16 mat lidy
WIACID > 12 gils vi ghn dén gitr ding lidu tiép theo, bénh nhin khéng nén ding liu d8 quén vi
chi cin tifp tuc ding thude thong thirimg.

Néu bénh nhin ndn trong vong 1 giir sau khi ung WIACID, nén uéing thém mot vien nla. Néu
bénh nhin ndn > | gid sau khi udng WIACID, khing cln phai ding liku khie.

Nén uéng WIACID khi d6i v thire in o6 thé lim ting phai nhim efavirenz va c6 thé din dén su
gia tAng thn sult ca cde phan img bt lpi. B cai thién khi ning dung nap véi efavirenz lign quan
dén cée tie dyng khdng mong mudn déi voi b thin kinh, nén ding thude trirde khi di ngd.
Ngudi ta dy dodn ring phoi nhidm tenofovir (AUC) 58 thip hon khodng 30% sau khi ding
WIACID khi déi so véi don thanh phin tenofovir disoproxil khi diing ciing véi thire n. Khing o
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iy f;i:ilﬂl:ﬂ*hh lam sng vé gidm phoi nhilm duge djng hoe. O nhimg bénh nhiin bj nhifm virus, sy
“. % lignquan lam sing ndy ¢6 thé bj hgn ché.

" Khi ngimg difu tr, mdt trong e thanh phin cis WIACID vn duge chi dinh hoge khi cn didu
chinh lidy, e6 thé sir dyng ché phim don thanh phin cla efavirenz, emtricitabin va tenofovir
disoproxil.

Néu ngimg diéu trj voi WIACID, nén cn nhic dén théi gian ban thii dai cia efuvirenz vii thiri
gian bin thii ndi bao déi cia emtricitabin v tenofovir. Do sy thay 88i céc thong 50 nily gilta cée
bénh nhiin vé tinh trang khing thude, nén tham khio hudmg din dicu tr HIV, xem xét 1y do ngimg
thude.

Diéu chinh liéu: Néu WIACID duye ding cing véi rifampicin cho bénh nhin ning tir 50 kg trd
lén, o6 thé cin nhiic sir dyng thém 200 mg/ngiy (téng cong 800 mg) cla efavirenz.

D01 twomg dlc bigt

Miech can fudi

Thin trong khi diing WIACID cho bénh nhin cao tubi.

Sy thein

WIACID khéng duge khuyén cio cho bénh nhin suy thin trung binh hodic ndng (49 thanh thai
creatinin < $0 mi/phit). Bénh nhin suy thin trung binh hofic ning cin diéu chinh khodng cach
gitt lidu emtricitabin va tenofovir disoproxil khi khang thé dat duge vai vién thube két hop,

Suy gan

Dirge ddng hoe cia WIACID chim duge nghién clu & bénh nhiin suy gan. Bénh nhiin mic bénh
gan nhg (Child-Pugh-Tureotte (CPT), logi A) ed thé duge didu tri voi lidu khuyén cdo binh thwimg
ciin WIACID, Bénh nhin clin dige theo d6i cln thin cic phin (mg bat Igi, dic bidt 1 cdc trifu
chimg li&n quan d&n hé thin kinh cia efavirenz

Méu ngimg sit dyng WIACID & nhimg bénh nhin ddng nhifm HIV va HBY, nhimg bénh nhin
nity clin duge theo dai chit chE dé tim biing chimg vé tinh trgng viém gan niing hon.

Trd em

Sy an todn va higu qui cia WIACID & tré em dudi 18 tubi chua duge thiée lp.

Ciich ding

Udng nguyén viégn WIACID v&i mrde, | 1an | ngdy.

5. CHONG CHi DJNH

Qud min cdm vii cac hogt chit hode v bit ki thanh phin ti duye nio cia thude.

Suy gan ngng (CPT, loai C).

Phéi hop voi terfenadin, astemizol, cisaprid, midazolam, triazolam, pimozid, bepridil, hojc ergot
alkaloids (vi dy, ergotamin, dihydroergotamin, ergonovin vi methylergonovin). Canh tranh vii
evtochrom P430 (CYP) A4 ciia efavirenz ob thé diin dén dc ché chuyen hoa vi tpo ra kha niing
gly ra céc phim img bit lgi nghiém trong va/hodc de doa dén tinh mgng (vi dy, rdi logn ahip tim,
an thiin hofic irc ché hd hdp kéo dai).

Phéi hgp v elbasvir/grazoprevir lim gidm dang ké nbng 44 elbasvir vi grazoprevir trong huyét
turomg. Tdc dyng niy 1a do cim img CYP3A4 hofic P-gp do efavirenz vi cd thé lam mit tic dyng
didu tri cha elbasvir/grazoprevir.

Phdi hgp voi voriconazol. Efavirenz lam gidm ding ké ndng d§ voriconazol trong khi voriconazol
ciing lim thng ding ké nbng 46 efavirenz trong huyét twomg. Vi WIACID 14 mdt sin phim két
hgp lidu b djnh, nén khéng thé thay ddi lidu efavirenz.
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h? h-p'p\rﬁl chic ché philm thio duge ¢b chira St. John's wort (Hyperfcum perforatum) do nguy
I‘l;.‘_ J}_-\__ giim ning 4 trong huyét tromg va gidm e dyng lim séng cia efavirenz.

U575 981 bénh nhin o

- Tién sir gia dinh tir vong 4§t ngdt hodic kéo dai khodng QTc bim sinh, hodc visi bit ki tinh trang
Em sing ndo khde ldm kéo dii khoang QTe.

- Tidn stk rdi logn nhip tim ¢ tridu chimg hofic vdi nhip tim chdm dys trén lim sing hodc suy tim
sung huydt kém theo gidm phin sufit tdng mau thit trii,

- Réi loan nghiém trong cia cln biing dién giki, vi dy nhu hg kall méu hodic ha magnesi miu,
Phéi hop vii e thudc duge biét 18 kéo dii khodng QTe (gdy loan nhip tim).

Nhimg logi thude nay bao gim:

- Thue chéng logn nhip nhém LA va 111,

- Thude an thin, thude chdng trdm cam,

- Mt 58 logi khing sinh thudic cdc nhim sau: macrolid, fluoroquinolon, thufc chéng nim imidazol
vl triazol,

- Mt 50 thudc khing histamin khdng an thin (terfenadin, astemizal),

- Cisaprid,

- Flecainid,

- Thudc chéng st rét,

- Methadon,

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Phidi hgp véi cde thude khde

WIACID khdng nén ding ddng théi vii cic thue khde 6 chim céc hoat chit mromg tr,
emtricitabin hodc tenofovir disoproxil. WIACID khdng nén diing ddng thivi véi cde sin phim cé
chira efavirenz trir khi cdn didu chinh liu, vi dy nhu véi rifampicin. Do sy wong dbng voi
emtricitabin, WIACID khing nén ding ding théi véi cde chit twomg wr cytidin khée, nhu
lamivudin. WIACID khing nén ding déng thr véri adefovir dipivoxil hodie vai céc thube e chira
tenofovir alafenamid.

Khéing nén ding dong théi WIACID va didanosin vi phoi nhim v didanosin ting ding ké sau
khi diing chung véi tenofovir disoproxil, co thé lam ting nguy oo phin img bt lgi lidn quan dén
didancsin, hiém khi xay ra viém tuy va nhidm acid lactic, co trutmg hop gdy tir vong,

Vige phii hop didu tri véi WIACID vi sofosbuvir/velpatasvir hodic sofosbuvinvelpatasvir/
voxilaprevir khng duye khuyén cdo vi nng ¢ velpatasvir vi voxilaprevir trong huvét tuomg
gidm sau khi udng ciing véi efavirenz, lam gidm tde dyng cau ligu phip phdi hop sofosbuvir/
velpatasvir hode sofoshuvirfvelpatasvir'voxilaprevir,

Khong c6 dit liu vé sy an todn v higu qua ciia WIACID kit hyp vii cée thude khing retrovirus
khic.

Khdng nén sir dung dbng thir v chiét xudt Ginkgo biloba.

Chuyén tir clé d didu trf kivdng retrovirus PI

Nhimg bénh nhin dang sir dung phac 45 diéu tri khiing retrovirus PI, viée chuyén sang WIACID
et thé diin dén gidm dap img vai tri ligu. Nhimg bénh nhin nay cin duge theo dai cln thin vé sir
gia thng tdi luymg virus va céc phin tmg bdt lgi.

Nhiém tring co hiji
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o _Bénhnhin dang didu tri WIACID hodic bilt k§ liu phip khing retrovirus nito khic o6 thé bj nhifm
e ieling eo hii va che bién chimg nhidm HIV khic, do d5 cin duge theo ddi lam sing chiit cha béi

chc bic 5T et kinh nghiém trong didu trj bénh nhiin mic céc bénh lign quan &én HIV,

Lity truyén HIV

Mac di liéu phédp khing virus lam giam déng ké nguy co ky truvén qua dutmg tinh dye, nhung
khimg thé logi trir nguy co. Céc bign phap phdng ngira iy truyén nén duge thye hién then hudng
diin quic gia

Ank huwdng cia thirc dn

Sir dyng WIACID véi thire &n cé thé lim thng phoi nhi#m efavirenz vi cé the diin dén sir gia ting
tin sufit ciia cic phin tmg bit lgi. Nén ubng WIACID khi déi, 1ot nhit 1 inrde khi di ngi,

Bénh gan

Durcre dijng hoe, tinh an todn vi hiu qui cia WIACID chua duge thiét lip & nhimg bénh nhiin bj
ribi logn gan tiém dn. WIACID chéng chi dinh & bénh nhin suy gan ndng vi khdng duge khuyén
¢dio & bénh nhin suy gan trung binh. Vi efavirenz duge chuyén hoa chil yéu bai hé thing CYP,
nén thin trong khi ding WIACID cho bénh nhin suy gan nhe. Nhimg bénh nhin ny cin duge
theo dbi cin thin che phin (mg bit Igi cia efavirenz, diic bidt 1A cde tridu chimg trén h{ thin
kinh. Ciic %6t nghiém nén dwge thye hign dé dinh ki dinh gia chirc ning gan.

Bénh nhin 43 bj ri logn chire ndng gan bao ghm viém gan hogt d9ng man tinh & tin suit bit
thirimg vé chire niing gan trong khi didu tri bing thude khing virus kit hgp va clin duge theo dai
chc chi sé. Néu cb bling chimg vé bénh gan xdu di hoye ting nfng 4 transaminase huyél thanh
cao hom 5 Iin so véri gidi han trén clia mire binh thitmg, céin ciin nhéc lgi ich cba vige tiép tpe dicu
i véfi WIACID do c6 nguy co 8¢ tinh gan. O nhig bénh nhin ndy, phii xem xét ngimg didu trf
tgm théri hode hodn todn,

Nhitmg bénh nhin dang didu tr] biing cée thube khac cb dic tinh gan, cling nén theo diji men gan.
Negwy cor dmh neomg dén gan

Béo cdo hiu mii cho thily suy gan ciing xdy ra & nhimg bénh nhén khing 6 bénh gan tir trudc
holic céc khang ot cc véu t nguy co da biét khic, Nén theo ddi men gan cia cic bénh nhin djc
ldp véri rdi logn chire ning gan trwde 48 holic cic yéu 1 nguy oo khic,

Bénh nhdn dong whiém HIV va viém gan B (HBV) hode C (HCV)

Bénh nhin bj viém gan B hofic C man tinh va duge diu trj bing lidu phép khing retrovirus két
hgp e6 nguy co bj céc phin img bit Igi nghidm trong v cé kha ning giy r vong do gan.

Cic béc §T nén tham khio cde hudmg din didu tri HIV hign tgi @& kidm sodt t5i wu nhigm HIV &
bénh nhin déng nhifm HBV,

Sy oan todn va hiku qua cia WIACID chua duge nghidn cim ¢é diéu tri nhifm HBV man
tinh. Emtricitabin va tenofovir riéng 1 v két hop d4 cho thiy hoat ding chéing lpi HBY trong céc
nghién cia duwge Iye hoe. Kinh nghidm lim sing han ché cho thiy emtricitabin vil tenofovir
disoproxil cé hoat tinh ching HBV khi dwge sir dung trong ligu phip phii hop khing retrovirus
ad kidm sodt nhigm HIV, Vige ngimg didu trj WIACID & nhimg bénh nhin ddng nhifm HIV va
HBY o thé lién quan dén tinh trang viém gan clp tinh ning. Bénh nhin ddng nhidm HIV vi HBV
ngirng sir dyng WIACID phii duge theo ddi chit che vdi ca theo ddi 1am séng va x&t nghig¢m trong
it nhdt bén thing sau khi ngimg didu tri bing WIACID. C6 thé tiép tye didu tri viém gan B, O
nhimg bénh nhin mic bénh gan tién trién holic xa gan, khing khuyén cio ngimg didu trf do tinh
trang viém gan sau didu tri o6 thé din dén mi bi gan,

Kéo dai QTe
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1) % '1_(..1 =T Kéo dili QTe d8 duge quan sit khi sir dung efavirenz. BSi véi nhimg bfnh nhin <6 nguy co mic
xodin dinh hofic nhimg ngwiri dang diing thude o nguy cor mc xoén dinh, nén lya chon thube khic
fhay thé cho WIACID,
Trifu chitng tdm thin
Phiin émg bat lgi vé tim thin 48 duge bdo cdo & nhimg bénh nhin didu trj bing efavirenz. Bénh
nhin c6 tién sir i lopn thm thin trede ddy cé nguy co bj ede phan img bit Igi nghiém trong vé
tim thin. Be bigt, trim cém ndng phd bién hon & nhitng ngui c6 tidn sit trdm cim. Ciing d3 6
bio cdo hiu mai vé trim cam nfing, ti vong do ty 1, do tudng, hinh vi rdi logn tm thiin vi ciing
cuong lye co. Bénh nhin nén dugc thing bédo ring néu ho gap cdc triéu chimg nhu trim cim niing.
i logn tim thin hojic ¥ twémg tyr 1, ho nén lign hé vl béc s7ngay € dinh gid cdc tridu chimg
o6 thé lién quan dén vige sir dyng efavirenz va dé xdc dinh cd thé tidp tye didu trj.
Trifu chikng b thin kink
Cée tri¢u chimg bao gbm ching mat, mit ngd, budn ngd, suy giim t@p trung v& mo mong bt
thirémg 14 nhimg téc dyng khiing mong mudn dirge bdo cdo & nhitng bénh nhin ding efavirenz
600 mg mdi ngdy trong céc nghién cinu 18m sing. Chéng miit eiing duge thily trong cdc nghién
cliu lim sang voi emtricitabin vii tenofovir disoproxil. Nhire diu 38 duge bdo cdo trong céc nghién
clru lim sing v&i emtricitabin. Céc triéu chimg hé thin kinh lién quan dén efavirenz thutmg bit
dhu trong mét hojic hai nghy dhu didu trj va thuémg hét sau hai dén bin tuln ddu tién. Bénh nhin
nén dugc thing bio ring néu nhimg triéu chimg phd bidn nay eo khi niing cai thién khi tiép tyc
didu trj va khing dir dodn vé sir khéi phit tiép theo ciia bit ki trigu chimg tim thin it gip hon.
Bing kinh
Co gidt d3 duge quan sit thily & nhimg bénh nhin diing efavirenz, thiimg 14 trong trémg hop o6
tién sir bink djng kinh. Bénh nhiin dang ding cée sin phim thube chéng co gidt dbng thii chuyén
héa chii yéu & gan (nhur phenytoin, carbamazepin v phenobarbital) c6 thé cin theo doi djnh k3
nbng df trong huyét twomg. Trong mat nghién cini tuong tic thude, nbng 46 trong huyét nuong ciia
carbamazepin da gidm khi carbamazepin duge ding chung véi efavirene. Phéi thin trong & bt k¢
bénh nhiin ndo e tifn sir co gife,
Suy thin
WIACID khéing dwge khuyén cdo cho bénh nhin suy thin trung binh hode niing (45 thanh thi
creatinin < 50 mU/phit). Bénh nhiin suy thiin trung binh holic nfing cdn didu chinh liu emtricitabin
va tenofovir disoproxil khiing thé dat duge bing vign thude két hop. Nén trinh sir dyng WIACID
khi sir dyng déng thii hoBe vira sir dyng thube gy ddc cho thin. Néu phai sir dung ding thiv
WIACID vi céic tic nhin giy dic thin (vi dy aminoglycosid, amphotericin B, foscarnet,
ganciclovir, pentamidin, vancomycin, cidofovir, interieukin-2), nén theo ddi chirc ning thin hing
tudn,
Céc trudmg hop suy thin cdp sau khi bit ddu ding lidu eao hofie nhidu logi thude chdng viém
khéng steroid (NSAIDs) dii duge béo cdo & nhimg bénh nhin duge didy i bin,g tenofovir
disoproxil vit cé yéu t8 nguy co rbi logn chire ndng thin. Néu WIACID duge dimg ddng thiv v
NSAIDs, ciin theo ddi chire ning thin,
Suy thin, suy gidm chirc nling thin, ting creatinin, gidm phosphat mdu va bénh 15 dng than gin
(bao gdm hii chimg Fanconi) i duge bio cdo khi sir dyng tenofovir disoproxil trén lim sing,
B4 thanh thi creatinin nén duge tinh todn & it ¢4 ede bénh nhiin trede khi bt diu didu trj bing
WIACID va chire nfing thin (thanh thai creatinin va phosphat huyét thanh) cling duge theo dai sau
2 - 4 wihin didu trf, sau 3 thing didu tri va cir sau 3 - 6 thing & nhimg binh nhin khdng cd yéu td
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Ny _’;uyguﬂﬂ.n () nhitng bénh nhdn ¢b tidn sir rdi logn ehire ning thin hodic & nhimg bénh nhin co

-

i gy co b logn chire ning thn, clin theo 80i chire niing thin thirtmg xuyén hon.

T "Néu phosphat huyét tharh < 1,5 mg/dl (0,48 mmol/1) holic &) thanh thii creatinin gidm xubng <50
ml/phiit & bit k¥ bénh nhin nao ding WIACID, phéi dinh gid lgi chire ning thin phai trong ving
mét tufin, bao ghm do dwimg huyét, nbng d kali trong méu v glucose trong nude tidu, Vi
WIACID 1 sin phim két hop va khodng cdch diing thube cia timg don thinh phin khng thé thay
diii, nén ngimg diu tri I:ling WIACID & nhimg bénh nhin b 40 thanh thai creatinin < 50 mphit
hofic phosphat huyét thanh < 1,0 mg/dl (0,32 mmal/T). Nén xem xét ngimg didu tr] véi WIACID
trong trisimg hop bénh hdn suy glim chirc ning thin tién trién ma khong xic dinh dge nguyén
nhin khéc.

Anh hnﬁ‘n:gd!n Xiromg

Trong mdt nghign ciru lm sing cé kim sodt kéo dii 144 tuiin, so sinh tenofovir disoproxil va
stavudin két hop véi lamivudin v efavirenz & nhimg bénh nhiin chum timg diéu trj biing thufc
khing retrovirus, gidm mét 46 xuong cia xwong hing v cit sbng & ci hai nhom didu tr. Gidm
mit 45 xuremg clia o6t séng v thay dbi diu &n sinh hoe xuomg tir dutmg e sé 14 16m hom déng ké
trong nhém didu tr disoproxil tenofovir sau 144 tuin, Gidm mit 49 xuemg cda xuong hing 14 lém
hon ding ké trong nhém ndy trong 96 tulln, Tuy nhidn, khing o nguy eo gly xueng holic biing
chimg cho cée bit thirbng xuwong lign quan dén 1am sing trong hom 144 tudn,

Trong céc nghién ciru khic, BMD gidm 0 rét nhit dupc thiy & nhimg bénh nhin duge didu tr
biing tenofovir disoproxil clng nhir ché 49 didu trj cé chim chit ire ché protease ting cuimg. Nén
xem xét phac 45 didy trj thay thé cho nhitng bénh nhin bj lofing xuong co nguy co gy xuomg cao.
Bt thirtmg xwrong nhir bénh nhuyén xwong o6 thé bidu hign 14 tinh trang dau xwong dai ding hodie
nghy cAng trim trong hon va ddi khi ¢d thé dlin dén gy xuromg, cb thé lién quan dén bénh 1y dng
lugm gﬁn do tenafiovir diseproxil. T:nufwirdi:mpmxil:ﬂngtﬁihé lim gifm mét d5 khodng xuong
(BMD). Nhin chung, xét dén nhimg bit thuimg vé xuong lién quan dén tenofovir disoprexil va
nhimg hgn ché cia dir igu dai han vé tic dong clla tenofovir disoproxil doi voi xuong v nguy co
gy xuong, nén cin nhic cdc phic 34 didu trj thay thé cho nhimg bénh nhin loling xwong cd nguy
cov gty xuromg cao. Néu nghi ngdr bét thrtmg vé xuemg, cdn thom khio ¥ kién chuyén gia y1d,
Phin img da

Phit ban nhe dén trung binh &3 duge bio céo bai cic thanh phin WIACID. Phit ban lién quan dén
thinh phin efavirenz thuimg tr khoi khi tigp e dibu trj. Cic thube khing histamin vivhojc
corticosteroid thich hep of thé cii thign kba ning dung nep va diy nhanh qua trinh gidi quyét phit
ban. Phit ban nghiém trong lién quan dén phiag rip, bong troc dm hodic loét 41 duge bio cio &
durdii 1% binh nhin duge diu tri biing efavirenz. T4 1 mic hoi chimg da hing ciu hofic hii chimg
Stevens-Johnson 14 khodng 0,1%. WIACID phai ngumg sir dung & nhitmg bénh nhin bj phat ban
ndng lidn quan dén phing rop. bong trde, thn thuomg niém mae hode sit. Kinh nghiém sir dyng
efavirenz & nhitng bénh nhdn ngimg sir dyng cic thube khing retrovirus khic thude nhim NNRTI
cion han ché.

Cin ning v trao dii chir

Tang cin, ting mirc d lipid méu v glicase co thé xdy ra trong khi diéu i biing thude khing
virus, Nhimg thay a8i nhir vy cé thé lién quan ¢én Kiém sodt bénh v 10i sbng. Co bling chimg vé
viéc tAng lipid. trong khi di v&i vige thng cén thi khing cé bing chimg manh mé ndo. Vide theo
d6i lipid va glucose mdu duge thye hign theo hudng diin didu tri HIV. R&i logn lipid nén duge
quén 1§ dyra trén cic tinh trang 1&m séng thich hep.
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RO fpgn chie ndng 1y thé sau khi tidp xdc trong tF cung

: :glﬁﬂitlrﬂugurnu:]msmid mthélicdéngdinch&:umgnﬂn ty thé & mire 0 khic nhau, rd
alt voi stavudin, didanosin va zidovadin, DB cé bdo cio vé rdi logn chire nang ty Iap thé i tré sor
sinh @m tinh HIV phei nhidm trong tr cung vivholic sau sinh v&i cde chit twomg ty
nucleosid; nhitng didu ndy chd yéu lién quan dén didu 1 bing zidovudin. Céc phiin émg bét Igi
chinh duge béo cdo ki i loan huyét hoe (thifu miu, gidm bgch clu) va rdi logn chuyén hoa (ting
lactat mdu, ting lipid miu). Nhimg tde dyng phy niy thudmg 18 nhit thid. Higm khi co i logn
thiin kinh khéri phit mudn (ing triong Iee, co gidt, hinh vi bt thutmeg). Hin chua biét durge rdi
logn thin kinh nhur vy 14 thodng qua hodc vinh vién, Nhifng phit hién nay nén duge xem xé cho
dira tré tiép xde trong tir cung twong i nucleos(tiid, dic biét 1a phat hién thin kinh, Nhimg phit
hign niy khong dnh hinimg dén cde khuyén nghj quc gia hign nay vé vige sir dung liéu phip khéng
vius i phy nir mang thai 0 ngin ngir 1y truyén HIV theo chidu dye.
Hii chimg 1di kich hogt midn dick
O nhitng bénh nhdn nhidm HIV bj suy gidm midn dich nghidm trong khi sir dyng liéu phip khing
retrovirus ket hop, phin img viém khing co trifu chimg hodc con st Iai o6 thé phat sink va gy
ra cho tinh trng Him sdng nghiém trong, hodic ldm ning thém cde tridu chimg. Théng thuimg, cic
phin img nhu viy di duge quan st trong vii wiin hodic thing d&u tign bit ddu didu trj viri lidu
phép khiing retrovirus két hop. Ciic biéu hign c6 lién quan 14 viém vBng mpc do cytomegalovirus,
hidm tring mycobacteria tng quit vivholic khu tri, vé viém phéi do Preumocystis jiroveeii, Nén
dinh gid bt ky trigu chimg viém néo va dibu tr khi cdn thide
Céc ri loan 1y mifn dich (nhu bénh Graves vi viem gan ty miBn) cling d8 duoe bio cdo xdy ra
trong trutmg hop tai kich hogt min dich; tuy nhign, thiti gian khai phit thay d8i nhigu hon va
nhimg hi¢n tegmg ndy e thé xiy ra nhidu thing sau khi bt diu didu .
Hogi tir xwong

M3e dii do nhicu yéu 18 (bao gdm sir dyng corticosteroid, ung rugu, Ge ché midn dich ning, chi
56 khdii co thé cao), cde truémg hop thodi héa xuong d3 disge bdo cdo dic bidt & nhiimg bénh nhin
mic bénh HIV tién trién vi'holic phai nhidm liu dii vai ligu phip khing retrovirus két hgp. Bénh
nhin nén tham khdo ¥ kién béc 59 néu bj dau khép, cimg khip hodc khé vin ddng.
Bénh nhin cd dt bidn HIV-|
Nén trinh diing WIACID & nhimg béah nhin nhilm HIV-1 cé ddt bién K65R, M184V/1 holc
KI03N.
Ngirdd cao tuii
WIACID chim durge nghién cins & bénh nhan trén 65 tudi. Bénh nhin cao tudi ¢é nhifu khi ning
bj suy gidm chirc niing gan holic thin, do d6 nén thiin trong khi didu trj cho bénh nhin cao tudi
béng WIACID.
T dwge
Thube niy o6 chita dudi | mmol (23 mg) natri trong mi vién, v& co bin dirge xem nhir ‘khing
chira natri®,
7. SUDUNG THUOC CHO PHU NI CO THAI VA CHO CON BU
Phy it cd khd ndng mang thai
Nén trinh mang thai & nhiing phy nit dang dimg WIACID. Phy nit o6 khi ning mang thai nén
thif thai tredre khi bt diu ding WIACID.
Bign phdp trdnh thai & nam v niy

https://trungtamthuoc.com/
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,,& M J:.,I.Iﬁ;},]llﬁrl sir dyng bign phép trdnh thai vt 1y két hop v cée bidn phip trinh thai khde (vi dy,
S ™ ﬂquﬁ: trinh thai uing hodic thudc trinh thai ndi tiét khéc) trong khi diéu tri bing WIACID. Do
~ thoi gian ban hiy efavirenz dai, nén sir dyng cdc bién phip trinh thai ddy @0 trong 12 tuin ssu
khi ngimg WIACID.
Pl i cd thai
Efavirenz: DA ¢6 7 béo cio hbi ciu vé cée phit hign khuyét tit dng thin kinh, bao pdm cé& mang
nllo, tit cd & nhimg bd me tiép xic vai ché d didu trj o6 chire efavirenz (khing bao gbm bt k¥
vién thude két hgp ligu cb dinh ndo chim efavirenz) trong ba thang ddu. Hai tnrimg hop bd sung
bao ghm edc pht hién khuyét tit dng thiin kinh di duge béo céo véi vién thube phdi hop fitu ¢b
dinh ¢6 chim efavirenz, emiricitebin vi tenofovir disoproxil. Mt mﬁl.qum hé nhin qui cia nhimg
phdt hién ndy véi viée sir dung efavirenz chira duge thiét Kip, va miu s8 viin chua duge biét, Vi dj
tht fng thin kinh xdy ra trong ving 4 tuln diu tién cla sir phit trién thai nhi (1 thid diém dng
thin kinh bj bt kin), nguy co tiém dn nay s& anh hudng dén phy ni tiép xic voi efavirenz trong
ha thang dfu cia thai k.
K& tir thang 7 ndm 2013, Co quan ding k3 mang thai khing retrovirus (APR) 43 nhin dupe bio
céo trong teemg lai ciia 904 trrimg hop mang thai trong ba thing diu tidp xde i ché 4 c6 chira
efavirenz, din dén cd 766 ca tré sinh ra con sbng, Mt dira tré duge bio cio La o khuyét et dng
thiln kinh, vit thn sudt vé mé hinh cia cie dj 1t bim sinh khde wong nr nhu & tré em tiép xic véi
ché a3 khang chira efavirenz, cling nhir nhimg ngudd didu tri Am tinh véi HIV. T¥ 1 di tit dng
thiin kinh dao d8ng tir 0,5-1 tnrémg hop trén 1.000 ca tré sinh ra cén shng.
Cée dj tit 48 duge quan sat thiy & thai nhi tir nhimg con khi dirge diéu tri bing efavirenz.
Emiricitabin wi fenofovie disoprocil; Mt hegng Iém di lidu vé phy nir mang thai (hem 1000 k!e:
qui mang thai) cho thily khing cé dj tit hojic ddc tinh & thai nhi / tré so sinh lidn quan dén
emtricitabin vi tenofovir disoproxil, Céo nghién ciru trén ding vt trén emtricitabin va tenofovir
disoproxil khiing cho thiy d¢e tinh sinh sin.
WIACID khéng nén duge sir dung trong khi mang thai tnir khi ngudi me ciin thiét diu trj bing
efavirens' emtricitabin/ tenofovir disoproxil.
Phu nit cho con bu
Efavirenz, emtriciiabin va tenofovir 42 duge chimg minh 13 duge bdi tiét qua sira me. Khong ¢
diiy 34 thdng tin v& tie dung ciia efavirenz, emtricitabin va tenofovir & tré sor sinh/ tré so sinh thidu
thing. Khéng logi nir duge nguy oo cho tré so sinh. Do d6 WIACID khing nén sir dyng & phy nit
cho con bi.
Theo nguyén tic chung, khuyén cdo rling phy nir nhidm HIV khng nén cho con bi dé tranh 1y
truyén HIV cho tré.
Khd néng sink sin
Khéng cb dit Tidu trén ngudi vé tic ddng cila WIACID déi viri kha ning sinh sin. Céc nghién ciu
trén ddng viit khong chi ra tic ddng cd hai cba efavirenz, emtricitabin holic tenofovir disoproxil
¢éi vl khi nling sinh san.
8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Chura ¢b nghifn ciru vé dnh hwémg Ién kha niing lii xe vi viin hinh méy mée. Tuy nhién, chéng
mit 43 dupe bdo cdo trong qua trinh diéu tr voi efavirenz, emtricitabin va twenofovir
disoproxil. Efavirenz cling cd thé iy ra sy gidm tdp trung vi'holic buba ngl. Méu gip cic tri¢u
chimg ndy, nén trénh Hii xe va vin hanh miy moc.
9, TUONG TAC, TUONG KY CUA THUOC
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WA Jm-mm chim efavirenz, emtricitabin vi tenofovir disoproxil, bit ki twong tic ndo di duge
Se s E dinh voi che tic nhin ndy déu o thé xdy ra véi WIACID. Nghiln olru cée twong tée ndy chi
T duwoe thye hign & ngudi lém.
WIACID, I thude kit hop lidu cd dinh cia 3 thanh phin efavirenz, emiricitabin vil tenofovir
disoproxil, khing nén diing ding théi véi cée thude khie cé chira cic thinh phin emtricitabin
hofic tenofovir disoproxil, WIACID khing nén ding ddng théri vai cic thude ob chira efavirenz
trir khi cin didu chinh lidu, vi dy nhe véi rifampicin, Do sy twong ddng véi emtricitabin, WIACID
khiing nén ding ddng thiri i cdc chit womg ty cytidin khéc, ching han nhwr lamivudin, WIACID
khiing nén diing déng thoi véi adefovir dipivoxil hogie véi cic sdn phim thude ¢ chira tenofovir
alafenamid.
Efavirenz I mit chit chm {mg in wivo cia CYPIA4, CYP2B6 vi UGTIAL. Co chit cia cde
enzyme ndy cb thé 48 lam gidm ndog @0 trong huyét wong khi dimg chung v
efavirenz. Efavirenz 6 thé 1a mit chit cam img CYP2C19 va CYP2CY; tuy nhién, sy e ché ciing
dil duge quan st in vitre va tic dyng cia vide phéi hop voi oo chiit cia cée enzym nay 1a khong
10 ring.
Dimg ding thiri efavirenz vl metamizal, 1 chdt cam (mg cic enzym chuyén héa bao ghm
CYP2B6 va CYP3A4 6 thé lam gidm ndng 49 efavirenz trong huyét twomg véi khi ning lim
gidm hifu qui ldm sang, Do d&, cin thin trong khi ding dbng thisi metamizol va efavirenz; cin
theo ddi ddp img lim sdng vivhode ndng 85 thude khi cdn thiée.
Phoi nhilm Efavirenz o thé tang Ién khi ding cing viri cic thudie (vi dy ritonavir) hojic the phim
(vi dy, nude budr) ¢ tie dyng tre ché hoat ding CYP3A4 hodic CYP2B6. Céc hop chilt holie cic
ché philm thio duge (vi dy nhr chiét xuft Ginkgo biloba v4 St. John's wort) cim {mg cdc enzym
niy cé thé lam ting ndng d efavirenz trong huyét nremg. Viée sir dung dbng thari cda St. John's
wart bj chéng chl dinh. Khéng nén sir dung ddng thai vdi chidt xuft Ginkgo biloba.
Cibe nghién ciru twong tie i vitro va duge ddng hoe lim sing cho khil ning twong tde qua enzym
CYP lién quan dén emiricitabin va tenofovir disoproxil vii cde sin philm thude khic la thip.
T ! ! [l
Efavirenz khing lién két vai cde thy thé cannabinoid. Két qud xét nghidm cannabinoid mude tidy
duong tinh gid 48 duoe bio cdo vai mt s xét nghiém sang loc & nhimg 4687 tigmg khéng nhifm
HIV vit nhidm HIV sir dyng efavirenz. Thir nghiém xic nhin biing mit phuong phip ey thé hon
nhu shie k¥ khi/khdi phi duge khuyén nghi trong nhimg trimg hep nhir vy,
Chidng chi dinh sir dung deing the
WIACID khing duge ding dbng thivi véi terfenadin, astemizol, cisaprid, midazolam, triazolam,
pimozid, bepridil, hofc ergot alkaloids (vi du, ergotamin, dihydroergotamin, ergonovin, methyl),
vi ire ché qud trinh chuyén hén cia chiing c6 thé din dén cic bién cd nghiém trong, co thé de doa
tinh mang.
Elbasvir/grazoprevir: S& dyng dbng théi WIACID véi elbasvir'grazoprevir bj ching chi dinh vi
nét ¢6 thé diin dén mit dip img véi virus el elbasvir/grazoprevir,
Variconazol: Phéi hop v lidu tiéu chudn cla efavirenz vl variconazol 1a ching chi djnh. Vi
WIACID 1a mdt thubc két hop hidu cb dinh, nén khéng thé thay di libu efavirenz: do 46,
voriconazol vd WIACID khéng duge sir dyng ddng thi.
St John's wart (Hypericum perforatum): Sir dyng ddng thirl WIACID va St. John's wort holic ciic
ehé phim thio dupe cé chira St. John's wort bj chéng chi dinh, Néng 48 efavirenz trong huyét
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tphg 60 thé gidm khi si dyng dbng theri St, John's wort do cém (mg céc enzym chuyén hoa thubc

S5 viliode protein vin chuyén cia St. John's wort. Néu m{t bénh nhin 3 sir dyng St John's wort,

“hdy ngimg St. John's wort, kiém tra mirc 45 virus va mire efavirenz (néu cd thé). Ning )

Efavirenz b thé ting lén khi irc ché 51. John's wort. Tic dyng gy cdm img cia St. John's wort cé
thé tbn tai it nhdt 2 tudn sau khi ngimg didu tri.
Thude ko dit khadng OT: WIACID chiing chi djnh véi viée sir dung ddng thiri ede thude kéo did
khodng QTc va co thé din dén xoln dinh, nhur: thube chéng loan nhip cla cie nhdm 1A v I1I,
thube ching loan thin kinh vi thude chdng trdm cim, mdt sb thube khing sinh cic nhém sau:
macrolid, flucroquinolons, imidazol, va thube chiing ndm triazol, mdt s thube chdng dj img khéang
an thiin (terfenadin, astemizol), cisaprid, flecainid, mdt sé thude ching st rét va methadon.

ing thai
Ata=anaviriritonavir: Khing 80 d@ lidu dé dun ra khuyén nghi vé lidu ding cho atazanavir/
ritonavir két hop voiWIACID. Do 84, khing nén ding déng thixi atazanavir/ritonavir vi WIACID.
Didanesin: Khing nén ding ddng thisi WIACID vi didanosin.
Sofosbuvir/velpatasvir vi safasbuvir/velpatasvir/vaxilaprevir : Khong nén ding ding thivi
WIACID va sofoshuvir/velpatasvir hofie sofosbuvirfvelpatasvin/voxilaprevir.
Céic thude dwyre thai trie qua thdn: Vi emtricitabin v tenofovir chii yéu duge dao thai qua thin,
nén sir dyng WIACID vé&i cae thubc lam gidm chirc niing thin hode thii trir & dng thin & deng con
hogt tinh (vl du nhu cidofovir) 6 thé lim tEng ndng A trong huyét thanh cia emtricitabin,
tenofovir vi cic thude ding ciing.
Meén trnh sir dung WIACID khi sir dung déng théi holic gln diy mit thude gy doe cho thin. Vi
dy nhu aminoglycosid, amphotericin B, foscarnet, ganciclovir, pentamidin, vancomyvin, cidofovir
hofic interleukin-2.
Cac fiwome tde Ehidc
Twong e gitta WIACID holic (céc) don thénh phin cda nd vl cée thude khic duge liét ké rong
hiing dudi (mirc ting 14 1, giim 1 | , khng thay dBi & -, hai lin mBi ngay 1 b.i.d, mt Hn mbi
ngy 14 q.d vil ol sau § gicr 1 q8h). Khodng tin cdy 90% duge hién thj trong ngoc don.

IR AR

Bing 1. Ciic twong tic thudc
Phiin trim thay ddi trung binh |0 28 G08g thod s
Thude theo vi tri tic (efavirenz 600 mg,
trong AUC, Cuss, Ceds viii Khoing
duse tin cliy 90% néu cb i e < e
(e by tenofovir disoproxil fumarat
mg)
CHONG NHIEM KHUAN
Thube khiing virus HIV
Chiit ire ché protease
Atazanavir'ritonayir/ Atazanavir: Khong nén ding ddng thir
Tenofovir disoproxil IAUC: | 25% () 42 dén | ) atazanavir/ritonavir vil
(300 mg q.d' 100 mg q.d/|C s | 28% (| 50 dén 1 5) WIACID.
245 mg q.d) C it | 26% (] 46 dén 110)
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[ Phisi hop stazanavir! ritenavir vii
O tenofovir diin dh} ting phoi nhidm
Tolt - viri tenofovir. Nong dd tenofovir
cao hon co thé lim ting ede the
dung phy lién quan dén tenofovir,
bao gbm ca rdi logn thin,
Atazanavir'ritonavir/ | Atazanavir (chicu):
Efavirenz AUC: « * (| 9% 3én | 10%)
(400 mg qd/100 mg|C e T 17%* (1 8 dén 7 27)
q.d/600 mg q.d, ding cng|C s | 42%* (| 31 dén | 51)
viri thire 3n) | Atazanavir (chidu):
Atazanavirritonavir/ ALC: = */** (| 10% dén § 26%)
favirenz T i 2 =+ %% (| 5% dfn T 26%)
400 mg q.d/ 200 mg q.d/ |C win : T12% */** (116 dén 1 49)
600 mg q.d, diing cling véri |{Cam img CYP3IA4).
thirc &n) * Khi so sénh voi atazanavir 300
mg/ritonavir 100 mgg.d vio bubi ubi
imit khing oo efavirenz Sy gidm
ntazanavir Cuin cO thé dnh huréng
tiéu cyre dén hidu qué cia stazanavir.
** dim trién so sdnh di cd,
(Khing nén ding dbng thoi
efavirenz véi alaranavie’ ritonavir,
Atazanavirritonavir/ Tueng the chua duge nghién cine,
Emtricitabin
| Durunavir/ritonavir/ Darunavir: WIACID két  hop  vdi |
Efavirenz AUC: | 13% darunavir'rtonavir  800/100
300 mg bid*100 mg|C mi: ] 31% mg mdi ngay mdt lin co thé
1.4/600 mg q.d) Crn * | 15% din dén darunavie dudi mire
*thip hon lidu khuyén [{Cim img CYP3A4) Wi Cums. Néu WIACID
ckét quid trong  wr [Efavirenz: e sir dyng két hop véi
dr kidn wéi lidu [AUC: §21% dorunavir/ritonavir, nén st
khuyén cdo. Comin 2 17% dyng  darunavir  /ritonavir
Cox : T 15% GO0V100 mg hai lin mBi
(Uc ché CYPIA4) ngay. Darunavir/ ritonavir nén
{Darunayir/ritonayie/ Darunavir: duge sir dyng thin trong khi
Tenofovir disoproxil AUC: +» két hgp véi WIACID. Theo

https://trungtamthuoc.com/

(300 mg b.id* /100 mg
b.i.d 245 mg q.d)
*thdp hon lidu khuyén cio

[ Cnin: ==
Tenofovir:
IAUC: T22%
Cin 2 1 3794

dii chire niing thin cé thé dinpe
chi dinh, 43¢ biét & nhitmg bénh
nihiin miic bénh todn thin hoac
bénh thin tdm &n, hodc &
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Tweng the chua :tm;rl: nghi!;

trir khic nhau, khing ob turomg téc
néo khi phdi hop.

Fosamprenavirritonavin A

nhing bénh nhin st dung
ciny. Dy trén céc con dudmg thai {thube giy ddc thin.

Ehing o tuong tic duge l-ll!rrlglll.n: WIACID v I'mumpu.—uvii'

avirenz ¥ nghta lim séng. onavir e thé duge ding db
(700 mg bid100 mg i mi khéng cén higu chinh
bid/600 mg q.d) lidu. Xem ritonavir bén dudi,
Fosamprenavir/ritonavirE | Tuong the chua duge nghiln el
mitricitabin
Fosamprenavir/ritonavin'T |Twong tic chura duge nghién cina.
encfovir disoproxil
Indinavir/Efavirenz Efavirenz: Dir liéu ct sln khong ddy db dé|
(800 mg q8h/200 mg g.d) [AUC: — dira ra khuyén nghj vé lidu dimg
L s icho indinavir khi ding ciing v
Conie: WIACID. Méc dit chua thit lip
Indinavir: ¥ nghin ldm shng eda vide gidm
AUC: [ 31% () 810 | 4T) nbng 45 indinavir, mic &
Cmin: | 40% trong tde duge ding hoc quan
Syr gidim phoi nhidm indinavir ioomg|sit duge nén duge xem xé khi
ty d& duge quan sit thily khi ding/lya chon ligu phdp cd chita ci
indinavic 1000 mg gq8h véilefavirenz, mdt thinh phin cd
efavirenz 600 mg q.d WIACID vi indinavir.
(Cdm img CYP3A4)
Bé phdi hop efavirenz véi ritonavir
liku thip két hop vai thube ic ché
protease, xem phin vé ritonavir dudi
day.
Indinavir/Emtricitabin Indinavir:
{800 mg q8h/ 200 mg q.d) [AUC: —
L
Tenafowir:
AUC; =
|-
{IndinavirTenofovir Indinavir:
disoproxil AUC: =
(800 mg qBh/ 245 mg q.d) |Crax:
Tenofovir:
AUC; =
Conac? +*
Lopinavir/ritonayir/ Lopinavir/Ritonavir; DIt fifu khang diy di ¢6 sin dé
Tenofovir disoproxil AUC: |dura ra khuyén nghj vé lidu diing|
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400 'mg bLdN00  mgCoru:

Comn: o

Tenofovir:

AUC: 1 32% (12510 1 38)

{.‘ru:.' -~

Coin; T 51% (1 3710 1 66)

Ning 48 tenofovir cao hom cd thé
lim ting céc tic dyng phy cda

tenofovir, bao ghm ci rdi logn thin. |

cho lopinavir/ ritonavir khi|
ding WIACID. Khing nén
diing ding théri
lopinavir/ritonavir v WIACID.

Vién nang mém Gigm ddng ké phoi nhidm lopinavir,
Lopinavirritonavir hodic  |cin  hidu  chinh  lidu  coa
dung dich uing/Efavirenz |lopinavirritonavir. Khi  dwge  sir
dung két hop voi efavirenz vi hai
RTI, 5337133 mg
lopinavit/ritonavir (vién nang mém)
hai lin mbi ngdy cho ndng dd
lopinavir twrong W s0 v
lopinavir/ritonavir (vién nang mém)
400/100 mg hai lin mdi ngdy ma
khiing cb efavirenz.

Vién nén Néng 45 Lopinavir: | 30-400

Lopinavirritonavir Ning 83 lopinavir: tomg ty nhur
(Efavirenz lopinavir/ritonavir 400/100 mg hai
(400/100 mg b.id /600 mgllin m& ngdy ma khong cin
g.d.) efavirenz. Hidu chinh  lidu  cia
(300/125 mg b.i.d. /600 mg|lopinavir/ritonavir 14 cin thidt khi
q.d.) ding cing v&i efavirenz. D& phéi

hop cfavirenz vii ritonavir ligu thip
két hop véd thude e ché protease,

AUC:T21% (1 100 1 34)
Crnan: T 14% (T 4 10 1 26)

Cunin: T 25% (1 710 1 46)

xem phin ve ritonavir dudi ddy,

Lopinavis/ritonavir/ Twomg tac chura duge nghién ciru,

Emtricitabin

RitonavirEfavirenz Ritonavir: Phéi hop ritonavir voi ligu 600

(200 mg b.id/600 mg q.d) |Sdng AUC: T 18% (7 610 T 33) mg vi WIACID khing dugc
Téi AUC: =~ uyén cdo. Khi st dyng|
Sing Cumt 1 24%(1 12101 38)  |WIACID v&i ritonavir lidu thip,
Téi Craa? += nén xem xét kha ndng tdng ty I8
Sdng Crmin: 1 42% (1 910 1 88) mic céc tdc dung phy lién quan
T0i iz 1 24% (1 310 1 50) dén efavirenz, do co thé wong
Efavirenz: e dirgre lye hoe.
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(lrc ché qud trinh chuyén hoa oxy
héa qua trung gian CYP)
Khi efavirenz ding cing ritonavir
500 mg hofc 600 mg hai lin mdi|
. bénh nhin khing dung nap 1t
(vi dy, chéng miit, budn ndn, di cam
vk men gan ting cao). Khing cb di|
dir ligu vé khi ning dung ngp cla
efavirenz véi ritonavir lidu thip (100
mg. mit hojic hai lan m3i ngay).
Ritonavir/Emtricitabin Tuwong téc chua duge nghién cin.

Ritonavir Tenofovir Tuwong the chua duge nghién ciru.

disoproxil

Saquinavir/ritonavic Twong tac chus duge nghién|Di lifu 6 sin khing diy di dé
Efavirenz ciu. B¢ phii hop efuvirenz véijdua ra khuyén nghi ding dbag

ritonavir litu thip két hop vai thudcjthéd  saquinavir/ ritonavir v
ire ché protease, xem phin v#/WIACID. Khéng nén ding
ritonavir & trén, dbng thi saquinavir/ritonavir,
Saquinavir/ritonavir! Khéing c6 tuong téc duge ding hoc|vd WIACID, Sir dyng WIACID|
Tenofovir disoproxil o6 ¥ nghie Iim sing khi tenofovirlkét hop véi saquinavir Ia thude
|disoproxil dwoe ding ddng thar vai/ T ché protease duy nhét khang

saquinavir ting cuomg ritonavir. | khuyén cic,
Saquinavir/ritonavir/ Tuomg the chua dirge nghién cin,
|Emtricitabin
Thude ddi khing CCRS _
Maraviroo/E favirenz Maraviroc! Tham khio Hudng diin sir dungt
(100 mg b.i.d/600 mg q.d) [AUCzs: | 45% (| 38to | 51) clia thudc khic ob chial
Cont | 51% (] 37 10 | 62) MArAYIrne,

Khing do hrémg nbng db Efavirenz.
[ Maraviroe Tenofovir Maraviroc:
isoprosxil AUCm: =
00 mg b.i.d/245 mg g.d) (Cou: +
Khéng do luimg ndng A4 tenofovir.
Maraviroe/Emitricitabin =~ |Tuong tic chura duge nghign e,
Chéit ire ché chuvén chudi integrase

Rattegravir/Efavirenz Raltegravir: WIACID v raltegravir cd thé
(400 mg lidu duy nhit )  [AUC: | 36% dlc::-:dnngcthgmﬁimuhﬁna
Cizn: | 21% hiéu chinh liéu.
Conax’ | 36%

(Cém (mg UGTIAI)
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Raltegravir:

AUC: 1492

Com: T 3%

Comx: 1 64%

(co ché tuong tic chua bidt)
Tenofovir:

AUC: | 10%

Crm: | 13%

Croaz | 23%

Raltegravir { Emtricitabin

Tuong the chira duge nghidn el

NRTIs vi NNRTIs

MR TIs/Efavirenz

Cac nghilrncﬁummglicculhiﬂl
khéng duge thye hién vai efavirenz
vi cde NRTI khae hom la lamivuedin,
zidovudin Vi tenofovir
disoproxil. Céc trong the cb ¥ nghia
1im sing 4 khdng duge tim thily va
khdng duoe mong dgi vi cdec NRTI
durge chuyén hda qua mit con duimg
khiic véi efavirenz v s& khéng od
khit nfing canh tranh v&i céc enzym
chuyén hén vi con duimg thii trir.

Do sy trong dong  gila
lamivudin va Emtricitabin, mdt
thanh phin cla WIACID,
WIACID khéng nén ding ding
thiri véri lamivudin,

NNRTIs/Efavirenz

Tuwomg the chira duge nghidn e,

Do viée st dyng hai NNRTI
khiing o lgri vé hidu qui va an
todn, nén khong sir dung dng
thiri WIACID vd mdt NNRTI
khic.

DidanosinTenofovir
disoproxil

Phdi hop voi tenofovir disoproxil v
didanosin diin dén ting 40-60% phoi
nhidem todn thin vii didanosin

Khing nén ding ddng thir
WIACID va didanosin.
Tang phoi nhiém todn thin véi

DidanosinEfavirens

Tuong tée chua duge nghidn clu.

didanosin ¢o the lam ting nguy

Didanosin/Emtricitabin

Tuong tée chua duge nghifn clm.

co phin (mg bt lgi lién quan
dén didanosin. Hiém khi, viém
tuy va nhiém acid lactic, d&i khi
gy tr vong, di duge béo
cho. Phéi hop  tenofovir
disoproxil vi didanesin voi lidu
1400 mg mdi ngdy cb lién quan
dén vige gidm ddng ké s lugng
1€ bao CD4, i thé I do wong

ithe nii bie lam ting phosphoryl
(héa didanosin. Vige giam lidu




X x"‘;_':
*rl I:.'-;".rf":l ; :I.‘
I":,-.-all"xh_“ 1IIl:'_ i . . =
b by 250 mg didanosin phdi hop v
Wy b tenofovir disoproxil cd lién
_— an dén cdc bio cdo vé ty 18
bai virus cao trong mit s
thir nghiém két hop difu tr
HIY-1.
'I'Iuﬂedliutrlﬁru:ﬂ&ngnnf
|[Elbasvir/Grazoprevir Elbasvir: Chidng chi dinh st dyng ddng
+Efavirenz AUC: | 54% i WIACID wii  elbasvir
Conas: | 45% grazoprevir b chong chi dinh vi
{Cém img CYP3A4 hofic P-gp — theind cb thé diin dén miit dép img
idung 18n elbasvir) vii  virus cda  elbasvir/
Cirnzoprevir; grazoprevir do gidm ding ké
AUC: | B3% nbng A elbasvir/grazoprevir
Cous: L 8% g huyét teomg gy ra béi
{Cém img CYP3A4 hodic P-gp - dnh|cdm img CYP2A4 hole P-gp.
huimg dén grazoprevir)
Efavirenz:
AUC: =
Conge: ++
Glecaprevir/PibremasvirE | Dy kién: Ding déng thér
favirenz Hilecaprevir: | lglm:aprwirfpih':mlr viri
Pibrentasvir: | efavirenz, mit thanh phin cia
WIACID, cé thé lam gigm ddng
ki nbng &) glecaprevir vill
ibrentasvir trong huyét urong,
dén gidm hidu qua didu tr.
Khing khuyén cio ding dbng
ithii  glecaprevir/'pibrentasvir
viri WIACID, Tham khio thing
1in ké don cha
plecaprevis/pibrentasvir d8 bide
thém thing tin.
LedipasvirSofosbuvir  |Ledipasvir; Khéng cin  hiéu  chinh
(90 mg/d00 mg g.d) + AUC: | 34% (] 41 10 | 25) libu. Tang tifp xic  cha
Efavirenz/EmtricitabinTe |[Cme: | 34% (0 41 10 1 25) tenofovir ¢é thé lam ting chc
nofovir disoproxil Coint | 34% (] 43 10 § 24) phan (mg bt lgi fién quan dEn
(600 mg/200 mg245 mg|Sofosbuvir: tenofovir disoproxil, bao gém
g} AUC: e ribi logn thiin, Chire niing thin
Conyt = n durgre theo ddi chit chi.
GS-331007':
ALIC: =

https://trungtamthuoc.com/
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'Cm';'. —

Conin? =

Efavirenz:

ALIC: #=

it

Crnins =

Emtricitabin:

ALIC: »=

Conmx: =

Coin: ==

Tenofovir:

AUC: 198% (T 77w T 123)
Coar: T 79% (1 5610 T 104)
Crmint T 163% (1 137101 197)

SofosbuvirVelpatasvir
(400 mg/1 () mg g.d) +
Efavirenz/Emtricitabin/Te
nofovir disoproxil

(600 mg/200 mg245 mg
q.d)

Sofosbuvir:

AUC: =

Conax: T38% (1 14100 T 67T)
GS-331007":

AUC: &=

Crnaxs =

Crnin? ===

Velpatasvir:

AUC: | 53% (] 61 1o | 43)
Conax: | 47% (L 57 10 | 36)
Cowa: | 57T% (] 64 to | 48)
Efavirenz:

ALC; «

Comax: #+

l:“: Lo

Emtricitabin:

ALUC: ==

E—.u: wew

Coam: =

Tenofovir:

AUC: 1 B1% (1 68w T 94)

Coan: T 77% (1 53 to 1 104)
Conin: T 121% (1 10010 T 143)

Sir dung ddng thii WIACID vi
Eofosbuvirvelpatasvir  hode
sofosbuvir/velpatasvirvoxilapr
evir st lam gidm ndng 48
ive vir wvi voxilaprevir
g huyét trong, Khing nén
ding ding thin WIACID véi
sofosbuvirfvelpatasvir  hodc
sofosbuvir'velpatasvir'voxlapr
evir,

|Sofosbuvir/Velpatasvir' Vo
xilaprevir

(400 mg/100 mg/100 mg
d)+
Efavirenz/Emtricitabin/Te

nofovir disoproxil

tremig tdc chi duge nghién cinu vii
sofosbuvir/velpatasvir.,
D kién:
Voxilaprevir:|
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600 mg200 mg/245 mg
gy’
Sofosbuvir (400 mg g.d) + |Sofosbuvir: WIACID vih sofosbuvir oo thé
Efavirenz/Emiricitabin/Te |AUC: durge diing ding thiri mi khéng
nofovir disoproxil Cone: | 19% (|40 10 110) ciin higu chinh lidu,
{600 mg200 mg245 mg|GS-331007";
qad) ALUC: =
Cou: | 23% (|30 10 116)
Efavirenz:
AUC: =
Conaxs =+
Cenm: ==
Emtricitabin:
AUC: =
(Conan: ==
{:qlh: -
 Tenafovir:
AUC: =
Coms: T 25% (18 t0 145)
Cinin: =
{H]lin; simh
Clarithromycin/ Efavirenz [Clarithromycin; Thay déi vé néng 4§ trong huyét
(500 mg b.i.d/400 mg q.d) AUC: | 39% (] 30to | 46) twromg ¢ ¥ nghia ldm sang cia)
Cone: | 26% (] 1510 | 35) clarithromycin khing duge biét
EC larithromycin 14- dén. :
(hydroxymetabalite: Céc Iya chon thay thé cho
AUC: T 34% (7 180 T 53) elarithromyein {vi dy
Coran: T 49% (1 32 10 7 69) azithromycin) cb thé duge cin
Efavirenz: nhic. Céc khing sinh mm:rulidl
AUC: = khic, nhu erythromycin, ::hun[
Cao: T 11% (1 310 1 19) duge nghién ciu két hep véi
(Cam mg CYP3A4) WIACID.
Phit ban 43 phét trien & 46% tinh
nguyén vién khing bj nhidm khi
u.l!lng efavirens va clarithromycin.
Clarithromycin/ Tureng the chua duge nghién ol
Emtricitabin
Elm']l.hmm]rcinf Tenafovir| Tuong tic chira duge nghién cine.
disoproxil
Thube khéng khudn
Rifabutin/Efavirenz Rifabutin: ILiu rifabutin hing ngly nén
(300 mg q.4/ 600 mg q.d) [AUC: | 38% (| 28 to | 47) ting thém 50% khi ding cing
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ff:_,r _"-.":5" 3
|\ / Conan: | 32% (] 1510 | 46) }vai WIACID. Cin nhic thng
“-:";I et “ Cmin: | 45% (] 31 10 | 56) 1:&;& A6 lidu rifabutin khi ding
S Efavirenz: rifabutin 2 hode 3 lin mét todn
AUC: ~ két hgp val WIACID. Higu qui
Conan? =+ lir séng cda viéc hidu chinh
Conie? | 12% () 2410 1 1) fiéu nity chira dirge dinh gid dly
(Céam (mg CYP3A4) dii. Ciin xem xét khi néng dung
Rifabutin/Emtricitabin  |[Twong tde chua dige nghién edu. |78 vil diip (my cla timg ¢4 nhiln
Rifabutin/Tenofovir Tuwong tic chira duge nghién cin, [ e hign higu chinh lido.
disoproxil
Rifampicin/Efavirenz Efavirenz: Khi ding WIACID wvai
(600 mg q.d/ 600 mgq.d) AUC: | 26% (] 1510 | 36) rifampicin & nhimg bénh nhin
Comaz § 20% (L 11 o | 28) =50 kg trd 18n, sir dung thém
(Cosn: | 32% (] 1510 | 46) cfavirenz 200 mg / ngly (1hng
(Cém {img CYP3A4 vA CYP2ZB6) |cOng B0D mg) so wéi lidu
Rifampicin/Tenofovir Rifampicin: efavirenz hing ngiy 14 600 mg
disoproxil AUC: o khi udng ma khing ding
(600 mg q.d/ 245 mg q.d) |Cax? rifampicin. Hige qud lim sing
Menofovir: cia viéc hifu chinh lidu nay
AUC: o chira dupe ddnh gid ddy di. Chn
i xem xét khid ning dung npp va
- o - img cua timg cfi nhin khi
1Hﬂimpu'.infEmlnmabm Tuong the chira dirge nghién cinu, thye  hifn  hiu  chich
lidu. Khong nén hidu chinh liy
rifampicin khi ding WIACID.
Thude ching nim i
ltraconazol/Efavirenz Itraconazo: V1 khidng c6 khuyén céo vé lidy|

{200 mg b.i.4/600 mg q.d) |AUC: | 39% (][ 210 | 5
Crw: | 37% (] 2010 | 51)
Conin: | 44% (| 27 10 | 58)
igidm nl’.'rl:lg d itraconmicol: cam dng
CYPiA4)
Hydroxyitraconazol:

AUC: | 37% (] 1410 | 55)
Conns: | 35% (] 1210 | 52)
Cais: | 43% (] 1810 | &
Efivirens:

ALIC: s

Copans +—=

. TF

ung cho itraconmazol khi s
ng voi WIACID, nén diéu tri
bang thufc chéng nim thay thé.

ltraconazol/Emtricitabin | Twong tic chua duge nghién cing,




—
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f. .f E_i "" fi
'.-" e

uE e Fdﬁnﬂmﬂmfmﬂ: Tuweng the chua dirge nghién clu,

Posaconazol/Efavirenz  |Posaconazol: Mén rinh sir dung ddng thii

(- 400 mg g.d) AUC: | 50% posaconazol v WIACID i
Coni | 45% khi g fch virgt trdi nguy oo,
(Cam img UDP-G)

Posaconazol/Emtricitabin | Tuong téc chua duge nghién ciru.
Posaconazol/ Tenofovir Tuomg téc chura duge nghién ciru.

disoproxil
Voriconazol/Efavirenz | Variconazol: V1 WIACID 14 mdt thude két
(200 mg b.i.d/400 mg q.d) AUC: | 77% hop liéu ¢ dinh, nén khang thé
Conas? | 61% thay d6i lidu efavirenz; do dé,
Efavirenz: voriconezol vi WIACID khing
ALIC: T 44% durge diing chung.
Crnant T 38%
{irc ché cgnh tranh chuyén hoa oxy
héa)
Chéng chi dinh phéi hop efavirenz
v voriconazol.

Voriconazol/Emtricitabin [Tuomg the chura duge nghién cin,

\Voriconazol Tenofovir  |Twong the chra dirge nghidn cinu,
i d

ube chiing sot rét

Artemether/Lumefantrin/E [Artemether: Vi gidm nong df artemether,
favirenz AUC: | 51% dihydroartemisinin hodc
(Vién 207120 mg, 6 lity, 4|Crmec | 21% lumefantrin co thé din dén gidm
vien mdi lin trong 3|Dihydroartemisinin (chét chuyénhifu qua didu trj sbt rét, nén thin
ngiy/ 600 mg g.d) hba hoat dijng): F:I khi ding WIACID véi

ALIC: | 46% artemether/lumefantrin.

: | 38%

Lumefantrin:

AUC: | 21%

Conanz +=

Efmvirenz:

AUC: [ 17%

Cona +==

(Ciam img CYP3A4)
Thube Tuong tée chua duge nghién ol
artemether/Lumefantrin/
Emtricitabin
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LS |

h Thyﬁc artemether’

N __ﬂ__].._liu?}_u'ﬂ.nu'irhf Tenofovir
o+ disoproxil

Tuwong the chua duge nghién aiu.

Atovaquon  va  proarchil
hydrochlorid / Efavirenz
(250¢100 mg liu duy nhit/
600 mg q.d}

Alovaguaon:

ALC: | T5% (1 6210 | B4)
Crmsa: | 44% (] 2010 | 61)

Proarchil:

AUC: | 43% (] Tw | 65)

Comax; #=

imn trdnh ding ddng théd
!uluﬂqul:lm' proarinil  wdi
WIACID,

Atovaquon  vi  proarchil
hydrechlorid/ Emtricitabin

Tuong téc chira duge nghién el

Atovaguon  vi  proarchil
hydrochlorid!  Tenofovir

Tuong tée chua duge nghién ain,

disoproxil

Thuiic ching djng kinh

Carbamazepin/ Efavirenz |[Carbamazepin: Khéng cé khuyén céo lidu no

(400 mg q.d/ 600 mg q.d) |AUC: | 27% (] 2010 | 33) c6 thé duge thwe hifn khi sir
Conm: | 20% (| 1510 | 24) dyng WIACID vii
Conin: | 35% (] 2410 | 44) carbamazepin. Cén nhic thay
Efavirenz: thé mdt thube ching co gijt
AUC: | 36% (] 321o | 40) khic. Néng 40 carbamazepin
Com: | 21% (] 1510 | 26) nén duge theo dii dinh k3.
Cuin: | 47% (] 41 10 | 53)
(giam ning 4§ carbamazepin: cim
img CYP3IA4; pgidm ndng db
efavirenz: cam img CYPIA4 wvil
CYP2B6)
Phdi hop véi libu cao hon cia
efavirenz hofic cerbamazepin chua!
durge nghién e,

Carbamazepin/ Tuemg the chira duge nghién airn.

Emiricitabin

Carbamazepin/ Tenofovir Tuong tdc chua dwge nghidn e,

disoproxil

Phenytoin, Phenobarbital
vii ciic thubie ching co gidt
khéc 14 co chit cia cde
isozym CYP

Turemg the khéng duge nghién ciru
v efavirenz, Emtricitabin hofc
tenofovir disoproxil. C6 kha niing
lm gidm hoje ting ning &6 trong
huyét tremg cla  phenyioin,
phenobarbital va cic thude ching co

gift khic I3 co chit cion céc isozyme
YP béi efavirenz,

Khi WIACID dwge ding déng
ithéri vdi thude chdng co gift 14
chiit nén ciia cic lsozym CYP,
nin tién hinh theo d3i dinh ki
mire 3 chéng co gijt.
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s Acid Vaproic/Efavirenz  [Khéng o6 the dung ddng k& v mtWIACID vé acid valproic cb thé
S (@50'mg bid/600 mg q.d) [lim sing 48 vi duge ddng hoe ciialduge ding ding thoi mi khing
efavirenz. Dir liéu han ché cho thiy|cdn hiéu chinh lidu, Bénh nhin
khing cb thc dyng ding ké v& mizjcin duge theo dai 88 kiem sodt
lim sang d&i visi duge ddng hoe claleo gift
acid valproic.
Acid Valproio/Emtricitabin| Tuomg the chun dwge nghién i,
Acid  Valproie/Tenofovir] Twomg tde chua dwge nghién ciru.
disoproxil
Vigabatrin/ Efavirenz Twong the chua duge nghifnWIACID vi vigabatrin hodie
JL‘mhapemlnF Efavirenz cinu. Tuomg tic ¢ ¥ nghfa lim sing |gabapentin ¢d thé duge ding
hdu nhi khing thé vi vigabatrin vl}dﬂng théi mi khing cin higu
gabapentin duge thai trir hoan ton|chinh lidu,
dudi dang khong ddi trong mutre tidu
vaa khing c6 khi nkng canh tranh véi
che enzyme chuyén hda vA con
(dirémg thil trlr cda efavirenz.
Vigabatrin/ Emtricitabin  [Twomg tic chua duge nghién ciru,
Ciabapentin/ Emtricitabin
Vigabatrin/Tenofovir Twong téc chua duge nghién ciu,
disoproxil
(Gabapentin/Tenofovir
disoproxil
THUOC CHONG PONG
Warfarin/ Efavirenz Tuomg thc chua duwge nghién|CS the cin phii hidu chinh lidu
Acenvitymarol/ Efavirenz |ciu, Nong @3 v tic dung trongwarfarin hojc acenvitymarol
huyét womg cda warfarin  hodic khi diing chung vii WIACID.
gl:mvitymnmi c6 khi nling thng
hodc gidm b efavirenz.
THUOC CHONG TRAM CAM
\Céic chilt ire ché tii hilp thu serotonin c6 chon lge (SSRI)
Sertralin/ Efavirenz ~ |Sertralin: Khi phéi hop vii WIACID, thng
(50 mg q.d/ 600 mg q.d)  |AUC: | 39% (| 27 to | 50) lidu sertralin nén dua vio dép)
Cmea: | 29% (] 15t0 | 40) img lim séng.
Cumin: | 46% (] 31 10 | 58}
Efavirenz:
ALIC: «
Coas: T 11% (T 610 T 15)
(Cam (mg CYP3A4)
Sertralin/ Emtricitabin | Twong tic khing dwye nghién cir,
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Comasz | 60% (| 5010 | 68)
Coin: | 63% (] 4410 | 75)
Desacetyl diltinzem:

AUC: | 75% (1 59 1o | 84)
Conms! | 64% (| 5710 | 69)

I g, Bl
f""‘" F Sertralin/ Tenofovir Tuemg téc khing dupe nghidh cin.
y disoproxil
_=___|Paroxetin/ Efavirensz Paroxeting WIACID i paroxetin o thé
(20 mg q.d/ 600 mgq.d) |AUC: duge ding ddng thivi mA khdng
Conmt + clin higu chinh lidu.
Cmﬂl -
Efavirenz:
ALIC: +»
Comax? +=+
Cm.: -
Paroxetin/ Emtricitabin =~ | Tuong téc chua duge nghién el
ParoxetinTenofovir Tuomg tée chira dinge nghién e,
disoproxil
(Fluoxetin/ Efavirenz Tuong the chura duge nghién ein. ViWIACID va fluoxetin cb thé
fluoxetin dirge chuyén hoa gidng vl |duge ding ddng thir ma khng
paroxetin, ¢6 tdc dung e ché|cdn hidu chinh lidy.
CYPZD6 manh, o6 thé khing cd
wromg tac xdv ra d6i vai fluoxetin.
Fluoxetin/ Emtricitabin  |Tuong tae chua duge nghign cin.
FluoxetinTenofovir Tuong tée chura duge nghién e,
(disoproxil
Thubic irc ché tii hiip thu norepinphrin vii dopamin
Bupropion/ Efavirenz Bupropion: Tang lidu hupropion dya vo
[150 mg lidu duy nhit (giai AUC: | 55% (] 48 10 | 62) dip img lim sing, nhumg khdng
phong chim)! 600 mg q.d] |Come: | 34% (] 21 10 | 47) nén vurgt qud lide bupropion tdi
Hydroxybupropion: da. Khing edn hiéu chinh lidu
AU e elavirenz.
Cmax! T 50% (7 2010 T 80)
{Cam img CYP2BS)
Bupropion / Emitricitabin | Tuong tde chira duge nghidn edn,
Bupropion/Tenofovir Tuomg the chira duge nghién e,
(disoproxil
THUOC TIM MACH
Thude chgn kinh calei
Diltinzem/Efavirenz Diltiazem: |Higu chinh lidu cia diltiszem
(240 mg q.d/ 600 mg g.d) |AUC: | 69% (| 5510 | 79) khi ding chung vdi WIACID

nén dym trén déip img lim sing.
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Coin: | 629 (] 44 10 | 75)
N-monodesmethyl diltiazem:
AUC: L 3T% (L 1710 | 52)
Coan: | 28% (] 710 | 44)

"wint | 37% (] 17 1o | 52)
Efavirenz:
AUC: T 11% (150t 18)
Cis: T 16% (T 610 T 26)
Crin: 1 13% (1 1 to T 26)

(Cam tmg CYPIA4)
Ting che thong sb duge ding hoc
reta efavirenz khing duge coi laco ¥
nghia lim sing.
lDiiﬁu:mn.l' Emtricitabin ' Tiromg tic chua duge nghién o,
|Diltinzem/ Tenafovir Turemg tic chira duge nghién i,
disoproxil
Verapamil, Felodipin, [Tuong tic khéng duge nghidn ciulHiéu chinh lidu cia thube chen
Mifedipin v& Nicardipin  |véil efavirenz, Emtricitabin  hofic|kénh calei khi ding nhl.qmg virl
enofovir disoproxil. Khi efavirenz| WIACID nén dya trén biing dap|
duqudﬁngcﬂngvﬂiﬂm&c:hmkhh img lim sang.
calei |4 chit nén cha enzyme
CYPIA4, cd khi ning lim gidm
ning 34 trong huyét nrong cia thudic
chen kénh canxi.

THUOC HA LIPID MAU
Cic chét ire ché HMG Co-A Reductase

Atorvastatin/ Efavirenz  [Atorvastatin: Mén theo doi dinh ki ndng 48
{10 mg ./ 600 mg q.d)  |AUC: | 43% (] 3410 | 50) cholesterol. Cé thé hiu chinh
{Camnz | 12% (] 110 | 26) lidu cda atorvastatin khi ding
2-hydroxy atorvastatin: chung v WIACID.

AUC: | 35% (] 1310 | 40)

Conax: | 13% (L 040 | 23)
4-hydroxy atorvastatin:

AUC: | 4% (] 010 | 31)

Coex: | 47% (| 910 | 51)

Thng sb chiit e ché khir khir hoat
tinh con HMG Co-A:

AUC: | 34% (] 2l to | 41)

(Coas” | 200 (| 210 | 26)
Atorvastatin / Emtricitabin ‘Tuomg tic khing duge nghién edu.
Atorvastatin/ Tenofovir|Tuomg tic khing duge nghién e,
disoproxil
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ciru, Rosuvastatin  phiin Ién  duge

Pravastating Nong dd cholesterol nén dupe
AUC: | 40% (| 26to | 5T) theo ddi dinh k. Cé thé phai
: Cons! | 18% (] 5910 T 12) hiéy chinh féu ding ecia
Pravastatin/Emfricitabin | Twong tic chua dige nghién ciry,  |Pravastatin khi ding chung vdi
Pravastatin/Tenofovir Twong tic chua duge nghién oiu. WIACID' (thess. Ichio. Tom t81
disoproxil Idsﬁl. tinh sin phim cia
pravasiating.
Simvastatin/ Efavirenz Simvastatin: MNong d5 cholesteral nén duge
(40 mg q.d/ 600 mg q.d) [AUC: | 69% (| 6210 | 73) theo d8i dinh k. Co thé phai
Com: | 76% (| 63 10 | 79) higu chinh ligu cia simvastatin
Acid simvastatin: khi ding chung v&i WIACID
AUC: | 58% (] 39w | 68) (tham khao Tém 1t die tinh shn
Conr: | 51% (| 3210 | 58) phim cla simvastatin),
Téng s& chét tc ché khir khir hoat
tinh cia HMG Co-A:
AUC: | 60% (] 5210 | 68)
Comaaz | 62% (] 5510 | 78)
(Cim img CYP3IA4)
Phii hop efavirenz véi atorvastatin,
Pravestatin hodc simvastatin khing|
Enh huémg d8n AUC hoje Coa cita
favirenz.
Simvastatin/Emtricitabin | Tuong tic chua duge nghién cim.
SimvastatinTenofovir Twong the chira dugc nghidn e,
‘disoproxil
Rosuvastatin/ Efavirenz  [Twong tde chun  duge  nghién WIACID vi rosuvastatin e the

wge dilng déng théi mi khing

AUC: | 64% (L 6210 | 67)

thiii trir dirdi dang khing ddi qualclin hidu chinh lidu.
phin, do d& khdng wong tde vai
aviren=

Rosuvastatin/Emitricitnbin | Tuomg tie chira duge nghién edn.
Rosuvastatin/'  Tenofovir Tuong tic chira duge nghién eine,
disoproxil
BO SUNG HORMON
Uidng: Ethinyloestradiol: Mt phuomg phip trdnh thai vit
Ethinyloestradiol +HAUC: »= Iy ddng tin ¢y phai duge sif
Norgestimat/ Efavirenz  |Coney: = dung cing vii bidn phip tranh
(0,035 mg + 0,25 mg q.d/|Cmin: | 8% (] 14 10 | 25) thai bing ndi tide 14,
600 mg q.d) Morelgestromin (chit chuyén hoa cd

hogt tish):

[Conet | 46% (1 39 10 | 52)
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|Conint | 82% (] 7910 | 85)
Levonorgestrel (chit chuyén hoa cé
thoat tinh):

AUC: | 83% {1 7910 | 87)

Cous: | 808 (| 7710 | 83)

Cemin: | 86% (| 8010 | 90)

{cdm img chuyén héa)

Efavirenz: khing ¢6 wong téc ¢b ¥
nghfa lim sing.

Y nghia lim séng cia nhimg twong
tic ndy khang duge bidt dén,

Ethinyloestradiol/

Tenofovir disoproxil
I(- 7245 mg q.d)

Ethinyloestradiol:
ALIC: 4=

B
Tenofovir:

(ALIC: o

c'-]_: ki

MNorgestimat/
Ethinyloestradiol /
[Emtricitabin

| Twong the chua duge nghién o,

Tikm:

Depomedroxyprogesteran
}xﬂﬂ (DMPAY Efavirenz

{150 mg tiém bip dom lidu ddng hoc gita céc $8i trmg

DMPA)

Trong mdt nghi®n clu tuomg téc

Kkhac bigt dang ki vé cic thong sb

Lrgre diéu trj biing thude khing virus
ed chira efavirenz va cac ddi ung,
khing duge didu ti bing thude
khiing virus, Cde két qud urong
khic ciing dupe bdo cio, mic di
néng d3 MPA trong huyét twomg
thay di nhidu hom trong nghién cin
thir hai. Trong cd hai nghién clmu,
ning 4§ progesteron trong huyét

thude kéo dii 3 thing, khing cd sy|sir dung phurong phép trinh thai

mhmﬂm;mmﬂn.nzl

viit 1y déng tin cfy ctng voi b
phép tranh thai bing ndi tiét1d.

efavirenz vi DMPA vin phi hop v
vife irc ché rung trimg.

hmmg cho cac d&i wymg nhin|

DMPA/Tenofovir
disoproxil

Tueng the chua duge nghién ciu.

DMPAS Emtricitabin

Tuong the chua duge nghién el

Cly ghép:
Etonogestrel/ Efavirenz

Tuwomg tic chua duec  nghidn
ciru, Dy kidn 13 gidm tidp xic v
etonogestre] {cam g

Nén sir dung phaomg phip trinh
thai vt I¥ tin ¢dy clng vdi bign
phip trinh thai bing ngi té 1.
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- f=4 CYP3AA). Thinh thoing co nhimg)
Do A |béo cao hiu mii vé thit bai trong
et kL5 vide ngira thai véi efonogestrel
nhimg bénh nhin phoi nhiém vai
efavirenz.
EtonogestrelTenofovir | Twong the ehua duge nghidn el
disoproxil
Etonogestrel Emtricitabin  [Tuong tic chua dugo nghién ciru.
THUOC UC CHE MIEN DICH
Thudc irc ché miln djch|Tuong the chura duge nghién clru,  |C6 thé phai higu chinh liu cia

chuyén hoa bii CYPIA4

| phori nhifm vé&i thude e ché midnjthube e ché min dich. Cin

(vi dp eyclosporin, (dich (cdm dng CYP3A4). theo dii chiit chi ni'mg d{ ire chié
wcrolimus, sirolimus)  /[Nhimg thude e ché mién dich nay|mifn djch wong it nhdt hai udn
Efavirenz khiing tic ding dén phai nhidm cial(cho dén khi dat duge ndng do

efavirenz. An dinh) khi bit dio hodic ngimg
Tacrolimus / Emtricitabin /| Tacrolimus: diéu tri bing WIACID.
Tenofovir disoproxil AUC: v
(0,1 mg / kg q.d / 200 mg/|Cnm: ~—
245 mg g.d) Caap: =+

Emtricitabin:

ALUC: «

Crny; ==

Cagys ==

Tenofovir disoproxil:

ALIC: +

|'|:p-: =8

(Caapz =
OPIoID
\Methadon | Efavirenz~ |Methadon: [Nén trinh sir dung dbing this vai
(35-100 mg qd/ 600 mglAUC: | 52% (] 33 to | 66) WIACID do nguy co kéo dii
q.d) Conax: | 45% (] 2510 | 59) OTe.

(Cam img CYPIA4)

Trong mit nghién cliru & ngudi
nhidm HIV tiém tinh mach thude

efavirenz véi methadon din dén
gitm ndng d& methadon trong huyéy
wong va cd  bifu hién cai
thubc. Lifu methadon duge ting
thém 22% dé gidm bét chc tridu
chimg cal thudc.

Methadon Tenofovir

Methadon:

disaproxil

AUC: —
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\, BN Mllﬂ mg q.d/ 245 mglﬂmn: -
.'.__:"‘-___r_._ﬂj' Crain? ==
Tenofovir:
ALUC: we
el
Methadon/ Emtricitabin [ Tuomg the chua dirge nghién eln,
Buprenorphin/naloxon!  |Buprenorphin: Mic di gidm phoi nhigm
{Efavirenz AUC: | 50% buprenorphin, khing c6 bfnh
Morbuprenarphin: nhin ndo co bifu hign trigu
AUC: | T1% chimg cai thude. Khing cln
Efavirenz: thidt  higu chinh lidu cin
Khéng cd wrong e duge ddng hoc|buprenorphin khi dimg chu
o ¥ nghia lim séng. i WIACID.
Buprenorphin/naloxon/ | Tuwomg tde chia duge nghién cin.
Emitricitabin
Buprenorphin/naloxon/ [ Tuong tée chira duge nghidn elru.
Tenofovir disoproxil

" Char chuyén héa chii yéu trong tudn hodn cia sofosbuvir,

Cde nghién ci dhepe tién hanh voi ede thude khde

K héing cd twong tic duge ddng hoe cb ¢ nghia lim sing no khi ding efavirenz véi azithromyein,
cetirizin, fosamprenavir/ritonavir, lorazepam, zidovudin, thude khing acid nhdm/magie
hydroxid, famotidin halic fluconazol, Khi nfing twong tée voi efivirenz vil ciic thude chéng ndm
nhém azol khic, ching han nhir ketoconazol, chua duge nghién e,

Khing co twong the duge ddng hoe of ¥ nghia lim sing ndo khi emtricitabin duge ding vii
stavudin, zidovudin hoje famciclovir, Khing o6 tweng tie duge ddng hge ¢ ¥ nghia lim sing
naa khi tenofovir disoproxil duge dimg dbng thivi véi emtricitabin hofic ribavirin,

Tiwomg ky,

Do khéing c6 ede nghién el vé tink twong ky cia thube, khéng teén lin thude niy véi céc thude
khie.

10. TAC DUNG KHONG MONG MUON CUA THUOC

Tidm tdt hib 50 an todn

Sir két hgp cia efavirenz, emiricitabin va tenofovir disoproxil 43 duge nghién cina trén 460 bénh
nhén dudi dang vién nén két hop lidu cb dinh efavirenz, emtricitabin va tenofovir disoproxil
(nghién ciru AI266073) hodc dwdi dang céc thube thinh philn (nghién ciru GS-01-934), Cée phin
img c6 hgi nhin chung phit hgp véi nhimg phan dmg di thily rong cde nghién clru trude ddy vé
timg thinh phiin. Ciic phiin img ¢4 hyi duge béo céo thitmg xuyén nhit duge col li ¢6 thé hoge cd
khé ning lin quan dén efavirenz, emtricitabin vii tenofovir disoproxil & nhimg bénh nhin duge
didu trf 14 48 willn trong nghién clru A1266073 14 cée rdi logn tim thin (16%), céc rdi logn hi thin
kinh (13%) v céc rdi logn tiéu hoa (794).

Cic phin img da nghiém trong nhur hii chimg Stevens-Johnson vi ban d6 da dgng; cic phan img
¢t higi vé thin kinh (bao ghm triim cém nling, tir vong do ty tir, hanh vi gidng nhu logn thin, co
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gm:s, dic bidn cé gan nghiém trong: viém tyy va nhilm scid lactic (85 khi ghy tir vong) 43 dugre

_}"’*ﬁ"

- Cac trutmg hap hiém gip vé tdn thuong thin, suy thin va cdc tnimg hop higm glp v& bénh 1§ dng
 hegm giin (bao gbm hdi chimg Fanconi) d&i khi diin dén bdt thidmeg vé xwong (it khi giy gy xuomg)
cling dA duge bio céo. Khuyén cdo theo ddi chirc néing thin cho nhimg bénh nhin dang ding
WIACID,
Viée ngimg didu tr bing WIACID & nhimg bénh nhin ddng nhifm HIV vi HBV ¢b thé lién quan
dén dot biimg phat viém gan cfp tinh nghiém trong.
Vige sit dyng WIACID ciing véi thire in b thé 1am ting néng a4 efavirenz vi diin dén ting tin
sufit céc phén img cé hal.
Cife tde dung khing mong mudn
Cac phin img o6 hai tir nghién e lim sing va kinh nghiém sau khi luu hinh thude véi efavirenz’
emtricitabin/ tenofovir disoproxil vA céc don thianh phin cia efavirenz/emtricitabinfenofovir
disoproxil trong liu phap phdi hop thude khing retrovirus duge ligt ké trong Bang 2,
Thn suflt xult hign céc tic dyng khing mong mudn: Rét thitmg giip (= 1/10), thudme gip (=1/100
dén < 1/10), it ghp (= 111000 dén < 1/100), hidm gip (=1/10 000 dén < 1/1000), rit hiém gap
{(=1/10 000) vi khing rd (khiing wive tinh duge tir dir Higu ¢ sin).
Ciie phin émg bit lgi lién quan dén vige sit dyng efavirenz/emtricitabin/tenofovir disoproxil; Cic
phin @mg bit lgi xult hign wong dibu uj duge coi 1 oo thé litn quan dén
efavirenz/emtricitabin/tencfovir disoproxil duge bio cdo trong nghién ciru AI266073, khong lién
quan dén mt trong cdc dom thanh philn cia WIACID, bao ghem :
Thirimg gdp (1/100 dén < 1/10); chdn &n
it gp (= 1/1000 dén < 1/100): khd migng, &n néi khing mach lac, ting cim gide thém An, gidm
ham muén, dau ca,

Bing 2: Ciic phin {mg bilt lyi lién quan dén WIACID béi (cdc) thanh phin cia thudc

WIACID
Efavirenz | Emtricitabin Tenofovir disoproxil
Rl logn midu vi h§ bach huyér
| Thuimg gip Giam bach chu
[Tt gap Thidu mau'
| Roi logn h{ thing midn dich
Thurimg gip Dj img
It gap Min cim
Riii logn chuyén héa va dinh diedng
Rilt thudmg glp Gidm phosphat méu®

Thiimg gip Tang triglveerid mdu’ Tang dudmg huyél,
ting triglycerid mau

it gip Tang cholesterol mau’ Ha kali mau?
Hiém gip Nhidm acid lactic
Kdi logn tdm thdn

Thuimg gip Tritm cam (ndng 1,6%), | Gidc mo blt thutmg,
lo ling, gifc mo bir | mitngo

thurmg, mit ngi’
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\ S [Teds C8 gling ty tir, ¥ twdmg tyr
g [ fr, roi logn tim thin,
= himg cam, hoang fudmg
do gide, tAm trang hung
phin, anh himg cim
xie, nhim 1&n, hido
chién, cling cuomg lye cor'
Hiém giip Ty tir, &0 twémg, rdi logn
thiin kinh**
Risi logn thin kinh
Rt thuémg gip Dau diu Chong mit
Thuimg glip Mit ciin bing phdi hgp, | Chong mt Dau diu
budn ngi, nhire daw, mat
tip trung, chong mjt’
Tt gl Co giat, mat tri nha, suy
nght bt thudmg, mét didu
héa, phii hop bt thiong,
kich a0ng”, run riy
Rii legn nhdn khoa
Tt gap Tim nhin m&
R logn fic tai tién dink
it gap 1 ta, chéng mit |
Rii logn mgek midu
It gap | Chiy miw |
Rii logn tiéu hda
RAt thrdmg giip Tiéu chity, budn non | Tiéu chiy, bubn ndn,
ndn
Thurémg glip Tiéu chiy, dau byng, | Ting amylase bao | Dau byng, tneimg bung,
budn ndn, nin ghm thng amylasc | ddy hoi
gy, ting amylase
huyét  thanh, ndn
mirn, deu bung, khd
tiéu
It gép Viém tyy Viém tuy
Roi logn gan mit
Thurdmg gip Tang aspartat | AST huyél thanh | Ting transaminase
aminotransferase (AST), | ting vivholc ALT
thing alanin | huyé thanh ting,
aminotransferase (ALT), | ting bilirubin mau
thing gamina-
glutamyltransferase
(GGT)
it giip Viém gan clp tinh
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ey ¥
"ﬁi_linﬂ.p Suy gan’ Gan nhiém md, viém
Ly, g
~ | Rdi logn da vi md diedi da
| Rét thirimg gip | Phit ban Phit ban
Thrémg gilp Ngira phit ban cd bong
nuoe, phat ban mi,
néi mé day, phat ban,
ngira, ndi mé day, 44
mitu da (Wing sic td)'
It gip H3i chimg Stevens- | Phit mach
Johnson, ban dé da dang’,
phit ban ning (< 1%)
Hifm gip “Viém da dj img Phi: mach
Réi logn cor xavang vd mi lidn két
Rilt thirdmg glip Tang creatinin kinase
It ghp Tiéu cor viin, yéu oo
Hidm gap Nhuyén xwong™, bénh
vé cor
Rdi togn thitn v tiét nigu
It gip Ting creatinin, protein
nidu, bénh 19 dng lugn
gin bao gbm hii chimg
Fanconi
Hiém gip | Suy thin (cip tinh va
miin tinh), hogi tir &ng
cip tinh, viém thin (bao
gbm viém thin k& cfp
tinh}®, d&i thdo nhat
R logn h§ thing sink sdn wi tuyén vii
It giip Nir hdo tuyeén vii G nam |
Rii fogn todn thin v tgi chi
Rét thirdmg giip Suy nhuge
Thutmg ghp Mét mai Bau, suy nhuge

Thiéu mau i tinh trgng phd bién vi 481 miu da (tang sic 18) it phd bitn khi emiricitabin duge

diing cho bénh nhi.

? Phiin trng e6 hat nay ¢o thé xiy ra do hjiu qui cia bénh 1§ &ng lugn ghn. Khdng coi li oo lign
quan nhin qui v&i tenofovir disoproxil néu khing b tinh trang ndy.
? Xem MO td cic tac dung khéng mong mudn bén dudi.

4 Phiin img cé hai ndy dugc xdc dinh thing qua gidm sit sau khi dua thudc ra thj trwimg ddi v
efavirenz, emiricitabin hodic tenofovir disoproxil. Logi tin suat duge ude tinh tir phdp tinh théng
ké dya trén tong sb bénh nhin dwge didy trj bing efavirenz trong céc thir nghiém 1dm sing
(n=3.969) hofec tidp xic vii emtricitabin trong cde thir nghiém ldm séng 6 ddi chimg ngu nhién
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k‘\k{ © (n=1563) hode tidp xic vai tenofovir disoproxil trong cée thir nghigm IAm sing ¢ 8i chimg nghu
S0+ nhién va chwomg trinh tiép cin mé ring (n=7.319).

M td ede tde dung khdng mong mudn
Pt ban: Trong céc thir nghiém 18m sing vé efavirenz, phit ban thuimg 12 cic dit phat ban da
dang sn phii nhe dén trung binh xdy ra rong vong hai tdn ¢y dén seu khi bt dbu didu uj bing
efavirenz. O hiu hét bénh nhiin, phit ban s& khoi khi tiép tye didu trj biing efavirenz trong ving
mit thiing. Efavirenz/emtricitabin/tenofovir disoproxil ¢6 thé dugce bit dbu lgi & nhimg bénh nhin
ngimg dicu trj vi phat ban. Khuyén cdo sir dyng thude khéng histamin vi/holic corticosteroid thich
hop khi bit diu lpi efavirenz/emiricitabintenofovir disoproxil.
Triéu chitmg vé tdm then; Bénh nhin c6 tién sirrdi logn tim thiln c6 nguy co cao gip phii cée phin
{mg 6 hai nghiém trong vé tim thin duge ligt ké trong eft efavirenz cia Bing 2.
Trigu chuemg hi thdn kink: Trigu chimg hé thiin kinh thurdmg glp khi ding efavirenz, m{t rong
nhimg thiinh philn ciia WIACID. Trong cde nghién cin lim sing c6 d4i chimg vé efavirenz, 19%
bénh nhin (2% ndng) glp phii céc witu chimg hé thin kinh & mire 45 trung binh dén nding vt 2%
bénh nhin ngimg didu tr] do che tridu chimg nhy vily, Céc trigu chimg ndy thudmg bt dllu trong
mit hoje hai ngdy diu tién cia lidu phip efavirenz v thidmg hét sau hai dén bin widn ddu tidn,
Cée tridu chimg niy c6 thé xdy ra thidmg xuydn hon khi ding WIACID cling vii bita 8n, b thé
li do néng 89 efavirenz trong huydt twong ting, Ding thude tnrde khi di ngi ob vé cdi thign kha
niing dung nap che tri¢u chimg ndy.
Suy gan do efivirens: Suy gan, bao gm cde trdmg hgp & nhimg bénh nhin khing cd binh gan
bir trune hode che véu th nguy co cé thé nhin dang khéc, nhur di béo chio sau khi dun thude ra thi
trwémg, ddi khi duoe dic tnmg bévi qud trinh didn bidn cfip tinh, trong m s tnrimg hop tin trign
thanh ghép gan hodc tr vong.
Suy thdn: Vi WIACID c6 thé giy tdn thiromg thiln, nén theo dai chire nling thin. Bénh Iy dng lugn
gin thutmg khoi hofic cai thién sau khi ngimg tenofovir disoproxil. Tuy nhién, & mbt s& bénh nhén,
tinh trgng giém 49 thanh thai creatinin khing khoi hodn todn mic di 48 ngimg tenofovir
disoproxil, Nhimg bénh nhin c6 nguy co suy thin {nhir bénh nhin cd cde véu th nguy co thin ban
du, béah HIV tidn tridn holc bénh nhin dang ding thube gy doc thin) cb nguy co cao phyc hbi
chirc n&ng thin khing hoan toan mic di 43 ngimg tenofovir disoproxil.
Nhiém toan lactic: Che trsémg hop nhiEm toan lactic 48 dirge bdo cdo khi ding tenofovir disoproxil
dom 1& hodic két hop véi cde thube khing retrovirus khdc. Bgnh nhin cd cic yéu 15 nguy co nhu
suy gan ndng (CPT, Logi C) hofic bénh nhiin ding dong third che thude duge bidt Id gdy nhidm
toan lactic ©6 nguy oo cao bj nhidm toan lactic ning trong qui trinh didu trj bing tenofovir
disoproxil, bao ghm cé tir vong.
Cdc thing 36 chuyén héa: Cn ning, néng d3 lipid va glucose trong miu ob thé ting trong qud
trinth didu trj bing thude khing virus.
Hii chimg i kich hogt midn dich: O nhimg bénh nhiin nhidm HIV bj suy gidm mién djch nghiém
trong khi sir dyng lidu phiap khing retrovirus két hgp, phan img viém ddi vai cae bénh nhidm tring
co hi khiing triéu chimg hodc con sot Lai ¢o thé xiy ra. Cic réii logn tyr mign (nhy bénh Graves va
viém gan ty mifn) ciing 44 duge béo cio; tuy nhién, thi gian khéi phit dwge bdo edo thay i
nhidu hon vi co thé xay ra nhidy thing sau khi bit diu didu trj.
Hogi e xwemg: Ciie tnrémg hip hogi tir xuomg 38 duge béo céo, dic bigt & nhimg bénh nhin cb
cdc véu tf nguy co duge cdng nhin chung, bénh HIV tién tridn hoje tiép xic 1w dii vl ligu phap
khing retrovirus két hgp. Tin sult cia trutmg hgp niy chira rd,
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| ":__f“'“ " Tré 2im? Khéng o6 4l 40 ligu an todn cho tré em dudl 18 tudi. WIACID khong duge khuyén céo

Y. chbohom dbi twomg nay.

“ S N cao tudl: WIACID chira duge nghién ciru & nhimg bénh nhin trén 65 tudi. Bénh nhin cao

T tudi o6 nhidu kha ning bi suy gidm chirc ning gan hode thiin, do d6 cin thin rong khi didu irj cho

bénh nhdn cao tudi bing WIACID,
Suy thin: Vi tenofovir disoproxil oo thé piy doc tinh cho thin, nén theo doi chiit ehé chire ning
thiin & bdt k bénh nhiin ndo bj suy thiin nhe duge diéu tr bing WIACID.
Binh rhdn ddng rnhifm HIV/HBV hoge HCV: Chi ot mdt sb lugng han ché bénh nhin déng nhidm
HBV hosic HCV. HO so phan (mg c6 hai cia efavirenz, emtricitabin vi tenofovir disoproxil & béah
nhiin déng nhifm HIV/HBV hogc HIV/HCV twong ty nhu hd so quan sét thiiy & bénh nhin nhidm
HIV khing dbng nhifm. Tuy nhién, nhir dir kifn & nhém bénh nhin ndy, tinh trang thng AST v
ALT xfy ra thutmg xuyén hon so vii nhdm nhidm HIV néi chung.
Dyt edp ciia binh viém gan sau khi nging didu tri: O nhimg bénh nhin nhifm HIV dbng nhifm
HBV, ct thé xudt hién viem gan clp sau khi ngimg diéu trj.
Hirdmg difm cidch i il ADR
Théng hdo ngay cho bde s7 hofic duge 57 khi gip cic téc dyng khéng mong mubn nhur trén khi sir
dung thulic holic bdo cdo cdc phin img cd hgi cla thude vé Trang tim Thang tin thude vi Theo
dii phin trmg cla hai cda thube (ADR) Quéc Gia. Bja chi: 13- 15 L& Thénh Tdng — Hoéin Kiém
~ Hi N§i. Bign thogi: 024.3.9335.618; Fax: 024.3.9335642; Email: di.pvcenter@gmail.com,
11, QUA LIEU VA CACH XU TRi
Mt s& bgnh nhin vé tinh diing 600 mg efavirenz hal ln m3i ngv d3 bao cio ting cic tridu chimg
hé thin kinh. Mt bénh nhin bj co thit co khong ty chil.
Neéu qua liéy xity ra, bénh nhin phii duge theo dai bing chimg vé ddc tinh va dibu trj b tro tigu
chudn drgre dp dyng khi cin thidr,
Cé thé cho bénh nhin udng than hoat tinh dé logi bé efavirenz khong dwge hip thy. Khéng o6
thude gidi ddc dic hidu cho qua lidu efavirenz. Vi efavirenz cé lién két vdi protein cao, nén lge
miu khéng cb kha niing loai b lugng ding ké efavirenz rm khéi miu.,
30% lidu emtricitabin v khodng 10% lidu tenofovir o6 thi dugc loai bd biing thim tich méu, Chua
rid emtricitabin hodic tenofovir ci the duge logi ba bing thim tich ming byung hay khéng.
12, PAC TINH DUQC PONG HOC
Hilp thu
) nhitng bésth nhén nhidm HIV, ndng 4§ efavirenz dpt dinh sau 5 gidr va ndng d5 dn dinh duy tri
trong & — 7 ngdy, Trong 35 bénh nhin ding efavirenz 600 mg mdi ngay mdt Hn, nng 4 dinh &
trang thdi dn dinh (C s ) 13 12,9+ 3,7 uM (29%) v& C min 18 5,6 & 3,2 pM vA AUC 13 184 =
T3uMLh,
Emitricitabin dirge hip thu nhanh chéng vii ndag 8 dinh trong huvét tremg dat dirge sau khi ubng
thube 1 dén 2 gitr. Sau khi ding nhidu lidu emtricitabin cho 20 bénh nhiin nhifm HIV, & trang thi
&n dinh Con 14 1,8+ 0,7 0 pg / ml vit € i 18 0,09 £ 0,07 pg / ml v& AUC 1 10,0 = 3,1 uM.h
trong 24 gid,
Sau khi ubng mét libu tenafovir disoproxil 300 mg cho béah nhiin nhifm HIV-1 lie d6i, ndng d4
tenofovir dat 18i da trong vong mt gits v gid tr] € mae vd AUC In lugt 1 296 2 90 ng / ml va
2.287 £ 685 ng.h/ml. Sinh kha dyng duémg udng cia tenofovir tir tenofovir disoproxil lbe doi 1
khodng 25%.
Anh hneémg ciia thire dn
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gy ww::m chura durgre dénh gid khi ding cing thire fin.
---Eﬁ d;,m;g efavirenz véi bira &n e6 nhiéu chit béo 1dm ting AUC v Cuas ciia efavirenz I8n hugt L
ol v 79% s0 v lic 61, So voi lie ddi, ding tenofovir disoproxil va emtricitabin trong bita in
chira nhify chit béo holic bira n nhe lim ting AUC cia tenofovir 1an heo 12 43,6% vi 40,5%, vi
tng Cons en 16% vA 13,5%, &nh hudmg dén phol nhifm emtricitin,
WIACID nén sir dyng lic d6i vi thire &n 6 thé lam ting phai nhidm cfavirenz va cd thé dén dén
sy gia thng tin sulit clia cdc phian img phy. Phoi nhiém tenofovir (AUC) s8 ﬂ'dp hon khodng 30%
sau khi dimg WIACID lie 6 so vai ding dom dic tenofovir disoproxil ding ciing thire fin.
Phiin b
Efavirenz ob tf 1 lign két cao (> 99%6) vdi protein huyét ieomg, chi yéu |4 albumin.
Trong in-vitro lién két cia emtricitabin vii protein huvét nromg cla nguwdi lin hegt 13 <4% vi ndng
d0 trong khodng 0,02 dén 200 pg/ml. Sau khi tiém tinh mpch, thé tich phin bd clia emtricitabin
khoang 1,4 [/kg. Sau khi ubng, emtricitabin dwoe phan bé ring khip co thé. Ty 1§ ning 43 thude
trung binh trong huyét tuong so voi trong méu 1s khodng 1,0 vé t3 1€ néng df thude trung binh
trong dich ngoal bdo so vdi miu 14 khodng 4,0,
Trong in-vitro lién két cia tenofovir vér huyét trong ngudi hoje protein huyét thanh lin lugt I
<0,7% v 7,2%, wong img trén khodng nfng d0 tenofovir 0,01 dén 25 pg/ml. Ssu khi tiém finh
mach, thé tich phin bd tenofovir khodng 800 ml/kg. Sau khi udng, tenofovir duge phin b ring
I:hip cor thi,
Chuyén hda
Cée nghién ciru & ngudi va nghién ciry fr-vitro sir dyng microsom gan ngudi da chimg minh ring
efavirenz duoc chuyén héa bdi hé enzym CYP thanh cée chit chuyén hda dge hydroxyl hia sau
dé Tién két vai acid glucoronic. Cdc chit chuyén héa nay chi yéu khong c6 tic dyng khang HIV-
. Céic nghién ciru in-vitre cho thity CYP3A4 v CYP2B6 14 cde isozyme chinh chiu trich nhigm
chuyén héa cfavirenz vi nd irc ché cie isoenzym CYP 2C9, 2C19 vi 3A4. Trong nghién ol in-
vitro, efavirenz khong e ché CYP2ZE| ma chi irc ché CYP2DS vk CYPIA2 & ndng d cao hon
niing dé eo tde dyng trén lim sing,
Phoi nhifm huyét tuong Efsvirenz ¢6 thé thng & nhimg bénh nhin c6 bién the di truyén GS16T
ciia isoenzym CYP2B6. ¥ nghia lim sing cim viée bién d8i 1& chua r3; wy nhién, ob thé logi tris
ting thn sufit v mire 33 nghiém trong cia cic the dung phu lién quan dén efavirenz.
Efavirenz cim img CYP3A4 va CYP2B6, diin dén viéc cim img chit chuyén hoa cila chinh nd,
cis thé lién quan dén ldm sing & mdt sd bénh nhan. O nhimg ngui tinh nguyén khdng b nhigm
bénh, 200 dén 400 mg mbi nghy trong 10 ngiy din dén mie tich 1y thip hom di dedn (thiip hem
22 - 42%) v thii gian ban hity cubi cing ngin hon 40 — 55 gidr (thoi gian bin hity cda mit lidu
duy nhit 1a 52 — 76 gi#). Efavirenz cling cdm img UGTIAL Phoi nhifm cia raltegravir (chit nén
LGTIA1) bj gidm khi co efavirenz. Mic di dit liéu in-vitro cho thily efavirenz &rc ché CYP2C9
vA CYP2C 19, nhimg d8 c6 béo cdo miu thudn vE cd ting phoi nhim v gidm phoi nhifm vi co
chilt cita ede enzyme ndy khi duge sir dung eing véi efavirenz trong in vivo, Higu qua khi sir dyng
déng thiri 1 khong rd ring.
Emiricitabin it bj chuyén hoa, Sy chuyén hoa clia emitricitabin bao gbm qué trink oxy héa hop chit
thiol dé tao thanh cic diastereom 3'-sulphoxid (khodng 9% lidu) vi két hop vai acid glucuronic dé
tao thanh 2-O-glucuronid (khofing 4% liéu). Cde nghidn cin in-vitro 88 xdc dinh ring ci tenofovir
disoproxil vh tenofovie déu khing phii 1a co chit cia cde enzym CYP. Trén in-vitro, cd

'\-\.
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T emirleitabin va tenofovir déu khdng e ché boi bit ki CYP ndo. Ngodi ra, emtricitabin khing ire
A o - ‘Qﬂuﬂdm §-diphosphoglucuronyl transferase, enzym chinh cho qua trinh lién hgp glucuronic,
ST T i
" Efavirenz c6 thoi gian bdn thii cudi cling khodng it nhdt 52 gid sau khi ding lidu duy nhilt va 40
dén 55 gitr sau nhiéu lidu. Khodng |4 dén 34% lidu efavirenz dinh diu phong xp 48 due tim thiy
trong nude tidu va dundi 1% liéu duge thil trir qua nude tidn dudi dang khing thay ddi.
Sau khi ubng, théi gian bin thii cda emtricitabin I khodng 10 gié. Emtricitabin duwge ddo thai cha
véu qua thin, tim thiy cd trong nude tiky (khoing 86°%) v phin (khodng 14%). 13% lidu
emtricitabin 48 durgre tim thiy trong nude tiéu dudi dang ba chit chuyén hoa. D9 thanh thai todn
thiin cia emtricitabin i 307 ml/phiit.
Sau khi ufng. thi gian bin thii cia tenofovir i khodng 12 dén 18 gity. Tenofovir duge dao thai
chi yéu qua thin bing ca lpc & ciu thin va hé thing viin chuvén chi dong & dng thin véi khodng
70 dén 80% lidu duge bai tidt dudi dang khing 48 qua mrde tiéu sau khi tigm tinh mach. B thanh
thii tdng clng wéc tinh cia tenofovir khodng 307 mi/phit. DY thanh thii thin duge ude tinh 14
khoding 210 mU/phiit, cao hon rit nhigu e 0 Ipe cta cdu thin. Biéu nay chi ra ring hogt ddng bai
tié ¢hi ding qua Sng thin 16 mt phin quan trpng trong vide thai trir tenofovir,
l;fgt' dpng hpe trong d40i negng dge bige
(]
Céc nghién ciru duge ddng hoe 43 khing duge thye hidn v efavirenz, emitricitabin hofic tenofovir
i bénh nhén cao tudi (trén 65 tudi).
(rich finh
Duge ddng hoe cia emtricitabin va tenofovir twong ty & bénh nhén nam vi nir. DIt liéu han ché
cho thiy nit giti c& mire 44 tiép xic vird efavirenz cao hon nbumg it dung nap efavirenz.
Ching ide
Dt liéu han ché cho thiy bénh nhin & Chiu A vi Thiti Binh Duomg cb mire tiép xte vii efavirenz
ca0 hon nhumg it dung nap duoe efavirenz.
Dicin 53 i
Céc nghidn ctru dugic ddng hoe khdng duge thye hidgn vii WIACID & tré so sinh va tré em dudi
18 i,
Stay thin
Durgre ddng hoe khi dimg két hop efavirenz, emtricitabin va tenofovir disoproxil chis duge nghién
ciru & bénh nhiin nhiém HIV b suy thin,
Céc thing 55 dge dong hoe sau khi dimg mdt lidu duy nhit cla emtricitabin 200 mg holdc
tenofovir disoproxil 245 mg cho bénh nhidn khing nhiém HIV vii mire d0 suy thin khic
nhau. Mire 4§ suy thin duge xdc dinh thea d3 thanh thai creatinin eo ban (chire ndng thin binh
thurémg khi d§ thanh thai creatinin > 80 ml/phit; suy thin nhg v&i 45 thanh thii creatinin 50 - 79
ml/phit; suy thiin trung binh vai d6 thanh théi creatinin 30 — 49 mU/phit va suy thiin nding v 88
thanh thai creatinin 10 - 29 mliphi).
Phai nhiém emtricitabin trung binh w@ing tir 12 pg.h/ml & nhimg ngwéi c6 chic niing thin binh
thudmg kén dén 20 pe.h/ml, 25 pgh /ml va 34 pg.h/ml wrong img & bénh nhin suy thin nhe, trung
binh vi ning.
Phiri nhim tenofovir trung binh ting tir 2.185 ng.h/ml & bénh nhin c6 chirc nang thin binh tweng,
1én 3.064 ng.himl, 6.009 ng.h/ml vi 15,985 ng.v/ml & bénh nhin suy thin nhe, trung binh v ning,
romg fmg.
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e thim tich ting déng ké trong 72 gid 1én 53 pghvml 88 véi emtricitabin v hon 48 gid dén
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() nhting bénh nhin mic bénh thin & piai dogn cubi (ESRD) chn chay thin nhin tpo, ndag di

“==42.357 ng.Wml ddi voi tenofovir,

Dhrgre ddng hoe cin efavirenz tén bénh nhiin suy thin chim dwge nghién ofiu. Tuy nhién, < 1%
lify efavirenz duce bii tids dudi dang khing 881 qua nude tidy, do 6 dnh huémg ddi vai bénh
nhdn bj suy thiin cla efavirenz 1& tdi thidu,

WIACID khéng duge khuyén cio cho bénh nhén suy thin trung binh hofic ning (d thanh thai
creatinin < 50 mUphit). Bénh nhin suy thin trung binh hodc ning cin hidu chinh liéu emiricitabin
vit tenofovir disoproxil khi khdng thé si dung dudi dang thude két hop.

Suy gan

Duge diing hoc cia WIACID chun durge nghién cira & bénh nhiin nhiém HIV bj suy gan. Nén thin
trong khi ding cho bénh nhin suy gan nhg.

WIACID khéng duge sit dung & nhing bénh nhin bj suy gan njing vii khing khuyén céo cho
nhitmg bénh nhin b suy gan trung binh. Trong mdt nghién ciru dem lidu cfavirenz, thid gian bin
thili ting gdp d8i & mdt bénh nhin bj suy gan ndng (Child-Pugh logi C), cho thily kha niing tich
liy & mire b kém hon nhidu. Mgt nghién et da lidu coa efavirenz cho thily khéng c6 tic dung
ding ki dbi vai duge dong hoc cia efavirenz & bénh nhdin suy gan nhe (Child-Pugh logi A) so véi
nhém chimg. Khénag a0 dir lidu 38 xac dinh xem suy gan trung bink hay ning {Child-Pugh loai B
holic C) ¢b dnh hudmg dén duge ddng hoc cia efavirenz hay khéng.

Dirge dfng hoe cin emtricitabin chir dirge nghién ciru & nhimg bénh nhin khdng nhidm HBV vii
mire 44 sy gan khic nhau, Nhin chung, duge ding hoe cia emtricitabin & binh nhin nhidm HBY
tuomg ty nhir & nguri khae manh vii & bénh nhin nhidm HIV.

Mot fiu duy nhiit 245 mg tenofovir disoproxil 48 duge ding cho nhimg bénh nhin khing nhifm
HIV vii cédc mire 45 suy gan khac nhau duge xie dinh theo phin logi CPT. Duge djng hoe cia
Tenofovir khiing thay d8i ding ké & nhimg nguisi bi suy gan cho thiy ring khéng cin dibu chinh
lidu tenofovir disoproxil & nhimg dbi wrong niy.

13, PAC TINH DUQC LY'C HQC

Nhém dwge I§: Thudce khing virus sir dung todn thiin, thude khang virus didu tri nhiém HIV,
phéi hop.

MBE ATC: JOSARDS

Cor ché the dyng

Efavirenz 4 thude tre ché men sao chép ngwoc khing phii nucleotid (NNRTI) cia HIV-1.
Efavirenz khéng irc ché cgnh tranh véi men sao chép nguge HIV-1 (RT) vé irc ehé khang ding ké
HIV-2 BT hode ADN polvmerase (o, fi. v, va 8). Emtricitabin ld mt chilt tremg 1y nucleotid cia
cytidin. Trong co thé, tenofovir disoproxil chuyén thinh tenofovir, mit chit twong ty nucleosid
monophosphat {nucleotid) cias adencsin monophosphat,

Emtricitabin va tenofovir bj phosphoryl héa bivi cdc enzym cia 1€ bio dé tpo thanh emtricitabin
triphosphat vi tenofovir diphosphat. Céc nghién el in-vitro 43 chi ra riing e emtricitabin v
tenofovir ddu ed thé duge phosphoryl hda hodn toén trong té bao khi két hgp wii
nhax. Emtricitabin triphosphat vi tenofovir diphosphat tre ché canh tranh men sao chép nguge
HIV-1, diin dén chim dir chudi ADN.

Ci emtricitabin triphosphat vi tenofovir diphosphat déu 14 nhimg chit e ché yéu ADN
polymerase cda dfng viit ¢ v v khing cb biing chimg vé& dbe tinh dbi véi ty thé trong in-
vive v in-vive.,

https://trungtamthuoc.com/



https://trungtamthuoc.com/

"

_ 14.QUY CACH PONG GOI
. Hp1chai x 30 vién.
ST 1A IR KIEN BAD QUAN
7 Bao quin trong bao bl kin, noi khi rio, trinh sinh sing, nhigt 48 dwdi 30°C.
16. HAN DUNG
36 thing k& tir ngly sén xut.
17. TIEU CHUAN CHAT LUQNG
Titu chudin eo sér.
18. TEN, BIA CHI , BIEU TUQNG (NEU CO) CUA CO SO SAN XUAT
CONG TY TNHH MTV DUGC PHAM 150 COPHAVINA

Bia chi: 112 Trin Humg Pgo, Phiémg Pham Ngil Lio, Quin |, Thinh phé H3 Chi Minh, Vié
Mam.
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