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| ,,,H.- mlumt | Vién nén bao phim Dolutegravir 50 mg,
/%) Lamivudine 300 mg, Tenofovir disoproxil 245 mg
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Thing hdo mgay cho bdic 57 hode dinge 5T nhimg tde dung khdng mong mudn gdp phai ki sic dung thute

THANH PHAN VA HAM LUQNG

Moi vién nén bao phim e chim:

Hoar ehiir:

Dolutegravir {(dudi dang Dolutegravir sodinm) ......ciiee.a0 Mg

Lamivuding ... 300 mg

Tenolovir disoproxil (dudi dang Tenofovir disoproxil fumarate 300 mgh ..oovienes 245 mg

Tii chegre view dhi: Microcrysialline cellulose 102, mannitol, povidone K30, sodium starch glycolate
{type A), sodium stearyl fumarate, magnesium stearate, lactose manohydrate 200, croscarmellose
sodium, eolloidal silicon dioxide, Colorcoat FCAWS-H (thanh phin: hydroxy propy! methyl
cellulose (Seps), hydroxy propyl methyl cellulose (15 cps), precipitated silica, di butyl sebacate, k-

taleum, titanium dioxide), {57 (
DANG BAO CHE .
Vién nén bao phim méu triing, bong ling, khéng bong hay dinh chil, hinh capsule, hai mjt khum, ﬂ
mit mat duge dip chim chit "HERA™, mt mit cb vach ngang, canh va thinh vién linh 130 Khong 1)
bé ddi vién thude. g
CHI PINH

Vién nén bao phim dolutegravir 50 mg, lamivudine 300 mg, tenofovir disoproxil 245 mg {dun dang
lenofovir disoproxil fumarate 300 mg) 1 vién két hop cd dinh lidu, duge chi dinh cho didu trj nhidm
virus giy suy gidm midn dich HIV-1 & ngwdi 16m vi thanh thiéu nién (tir 12 tudi va cin ndng = 40
kg) 0 khit niing ire ché virus t5i ndng 49 HIV-1 RNA < 50 bin sao/mL dym trén phic do két hop
khéng retrovirus hién nay trong thii gian hon 3 thang. Bénh nhin phai khong bi thit bgi vé virus
hoe trén phic 48 khing retrovirus tnede do.

Vide lra chon vign nén bao phim dolutegravir 50 myg, lamivedine 300 mg, tenofovir disoproxil 245
mg dé diéu trj & nhimg bénh nhin d3 tmg diéu trj khing retrovirus nhiém HIV-1 nén dya trén xét
nghiém dé khdng virus ciia timg ngutni vi'holic tién sir diu i cia bénh nhin. Cin xem xét hudmg
ddn diéu trj chinh thire cho nhidm HIV-1 (nhir coa WHO).

Khéng co dir ligu ho g vide két hop vién nén bao phim doluegravir 50 mg, lamivudine 300 mg,
tenofovir disoproxil 245 mg véi che thude khéng retrovirus khie.

LIEU DUNG VA CACH DUNG

Chi nén didu trj vii thude bin béc s¢ ¢6 kinh nghiém trong didu tri nhigm HIV-1.

Liéu ding

Newdd ldn vi thank thi¢u nién (tic 12 twdi vi cin ning =40 kg)

Liéu khuyén efio cin vién nén bao phim dolutegravir 50 mg, lamivadine 300 mg, tenofovir
disoproxil 245 mg & nguii 1ém vi thanh thiéu nién 14 1 vién/lin/ngay,

Khing nén sit dung thude & ngudi dudi 40 kg vi dly li vién két hop cb dinh lidu nén khéng thé
gidm lidu.
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Vién nén bao phim dolutegravir 50 mg, lamivudine 300 mg, tenofovir disoproxil 245 mg 14 vién
két hop cb dinh lidu vi khing nén ké don cho bénh nhin yéu ciu diéu chinh liéu. Cdc sin phim
riéng bidt cia lamivudine, tenofovir disoproxil va delutegravir hign oo sfin trong tnnimg hop chi
dinh ngimg hojc diéu chinh lidu cia mt trong cic thanh phin hoat chét, Trong nhimg trrimg hop
iy, bic 5§ nén tham khio thang tin cia timg thude riéng bit.

Cdch diing

Uding nguyén vién cling viri murdc,

Trd em

Khing khuyén cio sir dung & tré em durdi 12 wdi do thidu dir lidu an 10dn va higu qua.

Mgt cao tuii

D ligu o sdn bi gici han tén vige sir ﬁng dolutegravir & bénh nhin 65 wéi trd 1én. Khing oo
biing chimg cho thiy bénh nhin cao tudi cin mt lidu khie véri ngudi lém tné hon. Nén sir dyng thin
trong vién nén bao phim dolutegravir 50 mg, lamivadine 300 mg, tenofovir disoproxil 245 myg &
ngueri cao twbi

Suy thin

Vién nén bao phim dolutegravir 50 myg, lamivodine 300 mg, tenofovir disoproxil 245 myg khing
dirgre khuyén céo cho ngudi suy thin trung binh hoic ndng (40 thanh thii creatinin (Crey) < 50
mL/phiit). Bénh nhin suy thin trung binh hodc ndng cdn diéu chinh khodng lidu cla lamivudine vil
tenofovir disoproxil khing thé dat duge bing thude két hop.

Suy gan

Dwrge diing hoc cia vién nén bao phim dolutegravir 50 mg, lamivudine 300 mg, tenofovir disoproxil
245 mg khiing dirge nghién ciru & bénh nhin suy gan. Bénh nhin nén duge theo dai cin thin cac
phiin tmg bit led,

Néu ngimg sir dyung vién nén bao phim dolutegravir 50 mg, lamivudine 300 mg, tenofovir disoproxil
245 mg & bénh nhin déng nhifm HIV va HBV, nén theo d&i chijt che bing chimg cla biing phat
vidm gan.

CHONG CHI DNH

Bénh nhin qua min v dolutegravir, lamivudine, tenofovir hofic bit ki thanh phiin ndo coa thude.
K&t hyp vai dofietilide,

CANH BAO VA THAN TRONG KHI DUNG THUOC

Mae dis ire ché virus Hlng liéu phip khing retrovirus 4 duge chimg minh lam giam ding ké nguy
cor 1y qua dwémg tinh due, nhamg khitng thé loai trir nguy co tbn dur. Cée bign phap phong ngira lay
truyén nén duge thue hidn theo cae rdng din quie gia,

Cainh bie chung

Khing nén sir dung ding thii vién nén bao phim dolutegravir 50 mg, lamivudine 300 mg, tenofovir
disoproxil 245 mg vidi cae thube khic chira bit ky thanh phin cing hogt tinh nio nhir dolutegravir,
lamivudine hoge tenofovir disoproxil fumarate, cde chilt twomg tir evtidine nhur emitricitabine vi
adefovir dipivoxil.

Truyén nhidm HIV

Didu tr véi vién nén bao phim dolutegravir 50 mg, lamivudine 300 mg, tenofovir disoproxil 245
mg khong thé logi trir duge nguy co truyén nhidm HIV qua drimg tinh dye hode didmg mau, mic
dis nguy co co thé gidm, Bénh nhin nén tiép tuc sir dung edc hidn phip phéng ngia thich hop dié
ngin ngim liy Il'l.l}fli.‘]'l HIV.

Bénh gun
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Tinh an oin vA duge ding hoe cla dolutegravir 48 khing duge ditu tra & bénh nhin bj bénh gan
ning. Vi thé vién nén bao phim dolutegravir 50 mg, lamivudine 300 mg, tenofovir disoproxil 245
mg chi nén duge sit dung & bénh nhin néu lgi feh 1ém hom nguy co va theo déi an todn chit ché.
Bénh nhin HIV vi ding nhidm vidm gan B (HBV) hodc viém gan C (HCV)

Rénh nhin viém gan B hode C man tinh vi duoc didu tri véi phac dd két hop khing retrovirus ¢d
nguy co ting cie the dung bt loi nghiém trong 1én gan hofic cd the giy tir vong.

Bée 57 nén tham khao hudmg din didu 1 HIV hién tai cho viée quén ¥ t6i wu nhiém HIV & nhimg
bénh nhén déng nhidm HBVY,

Lamivudine vi tenofovir disoproxil fumarate cling 1a hoat chiit chone lai HBY. Vi thé, ngimg sir
dung vién nén dolutegravir 50 mg, lamivudine 300 mg, tenofovir disoproxil 245 mg & bénh nhén
déing nhiém HIV va HBV ¢6 thé lién quan dén bing phdt viém gan cfip tinh. Bénh nhin dong nhiém
HIV vi HRV ngimg ding vién nén dolutegravir 30 mg, lamivodine 300 mg, tenofovir disoproxil
245 mg phéi duge theo ddi chiit chE cd lim sing vi xét nghiém trong it nhiit 4 thang. Néu thich hop,
et thé dim béo viée tiép tye dicu trj viém gan B, O nhimg bénh nhin bj bénh gan tién trién hode xo
gan, khing nén ngimg dibu trj vi sau khi ngimg e6 thé xudl hién det bing phit viém gan néng din
dén suy gan.

Ml quan tdm dic bigt vé &2 khidng nhdm integrase

Quyét dinh sir dung dolutegravir véi sy xudt hiégn cia d& khang nham integrase nén xem xét dén
hogt tinh ciia dolutegravir bi pidm ding ké doi véi cic ching virus chia Q148 + = 2 cde dit bién
thir cip G140A/C/S, E138AKT, L741 O mire 46 ma dolutegravir cung clp thém hidu qué trong
sy hién dién cia si dé khing nhém integrase 13 khong chic chin.

Cic phan img gud mdin

Ciic phin tmg qué min da dirge bio cdo véi dolutegravir, ddc tnmg bai phat ban, trigu chimg thé
trang, v d&i khi, rbi logn chire néng co quan, bao gom phin tmg gan ndng. Cin ngimg ngay
dolutegravir vi ede thube nghi ngir khie néu ¢b diu hiéu holc trigu chimg cia phin (mg qué min
(bao ghm, nhumg khing gidi han, phit ban ning hofie phit ban cting vai edc enzym gan ting, so,
khé chiu, mét moi, dau co hodc khop, phong rip, miéng tdn thwong, viém két mac, phi mil, ting
bach cdu & toan, phii mach). Ciin theo dbi tinh trang lm sing bao gém aminotransferases va
bilirubin trong gan. Tri hodin trong ngimg didu 1 voi dolutegravir hodic cac hogt chiit c& thé nghi
npir khic sau khi khéi phit qua mfn c6 thé diin ddn phin (mg di img nguy hicm dén tin mang.
Chire ndng thin

Tenofovir duge dio thii chi véa bing thin thing qua sir két hop gifra loc ciu thin va hoat ding bii
tiét i (g thim. Do 36, 35 thanh thai bj gidm & bénh nhén suy gidm chire ning thin. Co rit it dir lifu
vé tinh an todn va higu qua cia tenofovir disoproxil fumarate & bénh nhin suy gidm chire ning thin
(< 80 mL/phit). O nhimg bénh nhin nay, chi nén sir dyng vién Dolatevir néu lgi ich cia diéa tri
duge xem 1a lém hom nguy co tiém dn.

(J bénh nhén suy thin vir vi niing, thixi gian bin thai cia lamivudine trong huyét twong ting do
gidm thanh thii. Khuyén cao gidm liéu cho bénh nhin 6 6 thanh thai creatinin < 50 mL/pht,
khéng khuyén céo sir dung vién Dolatevir cho di twgng ndy vi khing thé gidm lidu phi hop vin
thubic két hop.

Suy thin, suy gan, tAng creatinin, giam phosphat mau vi bénh dng thin gin (hao gdm hii chimg
Fanconi) da dwoc bido cdo vii vige st dyng tenofovir diseproxil fumarate trong thye hinh lam sang,
Khuyén céo ring d0 thanh thii creatinin duge tinh todn & tiit ci cfic bénh nhin trude khi bét diu
diéu trj vé phit hop v mit lim sang trong qué trinh didu tri véi Dolatevir. Thutmg xuyén theo ddi
ds thanh thai creatinin vi phosphat huvét thanh & nhimg bénh nhéin o6 nguy co suy thén,
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() nhitng bénh nhin ding tenofovir disoproxil fumarate, chire ning thin cin duge dinh gid lai trong
vong | tuin, bao gom do dudmg huyér, kali huyél vi ndng dd glucose trong e tiéu, néu phosphat
huyét thanh < 1,5 mg/dL (0,48 mmol/L) hode d0 thanh thai creatinin giam xudng dudi 50 mL/phit,
Cilng nén xem xé sir dyng ngit quing vii Dolatevir & bénh nhin c6 89 thanh thai creatinin gidm
xubng dudi 50 mL/phit hode phosphat huyét thanh giam xudng dudi 1,0 mg/dL (0,32 mmol/L).
Nén tranh diing ddng thii Dolatevir vii cac thube gly die thin (nhu aminoglycoside, amphotericin
B, foscarnet, ganciclovir, pentamiding, vancomyein, cidofovir hode interleukin-2). Néu khing thé
triinh st dyng ddng thir tenofovir disoproxil fumarate vii cde thuie gly doc thin, nén theo dai chire
niing thiin hing tudn,

Anh huing lén xirong

Trong mit nghién ciru 1dm sing co kiém sodt, gidm mit d6 khodng xuong cia xuwong cit sdng vi
thay di cée chi s6 sinh hoe xwomg so véi ban diu da duge quan sat & cd hai nhdm diéu i, nhung
nhém diéy tr tenolovir disoproxil fumarate 16m hon ding ké so voi nhom duge dicu tr bang
stavudin (m&i nhdm két hop vdi lamivudine v efavirenz) viio tuiin thir 144, Giam mét 46 khodng
xuromg cha xrong hing Iém hon dang k& trong nham nay dén 96 tudn. Tuy nhién, khing b ting
nguy o giy xuong hofic hﬁng chimg cho cac bat thutmg xuong cb lién quan dén 1am sang trong
144 tudin,

Tenofovir d duyge nghién cins & tré em bj nhiém HIV-1 tir 12 tudi tno lén. Trong diéu kign binh
thurtrng, méit d§ xuomg ting nhanh & nhom tudi nay, Trong nghién ciu navy, ty 1§ trung binh cia mit
d xuomg thip hom & nhém diéu tri tenofovir so vii nhom dimg gia duoe. Ting chidu cao duimg
nhu khiing bj inh hwimg. Cac diu hidu vé ting chidu cao & nhimg tré em duge didu tri hfmg tenofovir
tir 12 tudi trd 1én phit hop voi nhimg tae ddng dugpe ghi nhin & nguid 1dm, Do nhimg tde dung cd
thé o ctim tenofovir dbi v sy trao ddi chit cla xuemg, nén ding cho tré vi thanh nién dungi 18 tudi
néu ehic lgi ich vangt qua nguy co.

Cac bat thuimg v€ xuomg (thudmg xuyvén gdy gly xwong) b thé lidn quan dén bénh dng thin gin.
Néu oo nghi ngir bit thuémg vé xuong thi nén tham khdo v kién thich hop.

Nhiém toan lactic

Nhiém toan lactic 1 mit bién chimg hiém nhumg rit nguy hiém dén tinh mang fién quan dén vide
sir dung thudc ire ché enzym sao chép nguge nucleoside (NRTT). Mdt viti thude khac nhom niy
duge bict Ia gy m nhiém toan lactic. Cdc dir ligu tién 1dm sing vi lim sing cho thily nguy co xiy
ra nthiém toan lactic, dige xem 4 tic dung mang tinh gid dinh ciia cde chit trong ty nucleoside, it
thip doi vii tenofovir disoproxil fumarate va lamivadine, Tuy nhién, i ro ndy khong the bj logl
trir. Nhiém toan lactic c6 thé xiy ra sau 1 thang dén vai thang diéu trj NRTI. Bénh nhin bj ting
lactat huyét c thé khing co tridu chimg, bénh ning holic ¢d cdc tritu chimg khong dic hidu nhir
kho thd, mét moi, budn ndn, ndn, tidu chiy vi dau bung. Cic yéu 16 nguy co vé nhifm toan lactic
lién quan dén NRTI bao gdm gidi tinh nit v béo phi. Bénh nhin ed nguy co gia ting nén duge gidm
sit chiit ch@ vé lim sdng, Tuy nhién, khdng khuyén cdo sing loc ting lactat méu & nhimg bénh nhin
khéing triéu chimg digu tri véi NRTI. Céc bénh nhin d trigu chimg thirimg o6 ndog d6 > 5 mmol/L
va ciin ngimg tfit ¢4 cde NRTL Mire acid lactic > 10 mmol/L thimy I tnrimg hygp v té khin cdp.
Rii logn phin bé ma va chuyén hia

Phile &b didu tri ARV phéi hop e6 lién quan véi viée phin b lai mér co thé (rdi loan phin bé mi)
& nhimg bénh nhin nhidgm HIV, Trong khi di véi mit s6 thude khing retrovirus khéc ed bing
chimg déng ké cho phin img bdt lgi niy, hing chimg cho thiy tenofovir va lamivudine 14 cie tac
nhén yéu; thyre 1€, chuyén tir mit chit tromg i thymidine (nhu stavudine) sang tenofovir da duge
chimg minh lii 1am ting chit béo chin tay & nhimg bénh nhin bj teo mi. M{t nguy co cao vé i
logn phin bé m ¢b lién quan vi dy nhr vi tudi gid cia bénh nhin, kéo dii thi gian diéu trj khéng
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retrovirus vé cic rdi loan chuyén hoa lién quan. Xét nghiém lim séng bao gdm dinh gid céc diu
higu phiin b lai chiit béo. Clin xem xét viée do ning d§ lipid huyet thanh vi mire glucose trong min
cling nhu vide quin 1§ thich hop céc rdi loan lipid.

Hgi ehiing phuc hii midn dich

() nhitng bénh nhin HIV bi suy gidm midn dich trim trong & thin diém bt diu didw tr thubc ARV
kit hgp (CART), phin (mg viém vii cic mim bénh co hi khdng c6 trigu chimg hoje cie mim
bénh co hdi 100 tgi cb the phat sinh vé giy ra cée tinh trang }m sang nghiém trong hoje lam trim
trong thém cde tridu chimg, Thong thidmg, cae phén tmg nhir vy d& duge quan sét thiy trong vii
tudn diu hodc vai thang bit diu CART, Cic vi du co lién quan la viém wving mac
do cytomegalovirus, nhifm tring do mycobacterial todn thin vivhodc tgi chd, va viém phii
do Preumocystis jirovecii giy ra, Bt ky triéu chimg viém nao cin duge dinh gid vi diéu trj khi cin
thidt.

Céc rbi loan ty mién (nhur bénh Graves) ciing d& dwpe bio céo 1 xdy ra trong qud trinh tai o mién
dich, tuy nhién, thiri diém béo cio khai phit bién déi hom va nhimg sir kién nay cd thé xdy r nhiéu
thing sau khi bt diu diéu tri.

Mirc dé sinh hiéa gan cao phit hop vii hai chimg phye héi midn dich d3 dwoe quan sét thiy & mit
s& bénh nhin déng nhifm viém gan B vivhofe C khi bt diu didu irf bing thude dolutegravir, Theo
ddi sinh hoa gan dioe khuyén cio & nhimg bénh nhin ddng nhidm viém gan B vivhoge C. Cén dic
biét chit ¥ dén viée hiit ddu didu trj hofic duy tri lidu phap viém gan B hidu qud (tham khio cic
hudmg din didu tri) khi bit diu phic 46 didu i dya trén dolutegravir teén bénh nhin dong nhiém
HBYV.

Ridi logn chire ning ty thé

Cic chit tromg ty nucleoside va nucleotide di duge chimg minh, trong in vitro v in vive, gly ra
mit mire 43 khie nhau cia sy suy giim ty thé, DA ¢6 bdo edo vé rbi logn chire niing ty byp thé & iré
sor sinh fim tinh HIV phoi nhiém trong tir cung vivhoie san sinh véri cic chit trong ty nucleoside.
Céic the dung bt lgi chinh dugc bio céo 1 rdi logn huyét hoe (thiéu mdu, gidm baeh clu trung tinh)
vii réi loan chuyén hoa (ting lactat huyét, ting mé miu), Nhing sur kién nay thudmg mang tinh m
thisi, Mt s rii loan thin kinh mun 43 duge béo cdo (lang trromg lye co. co gift, hinh vi bis
thurimg), Ciic réi loan thiin kinh 1a thoéng qua hogic vinh vifn hién nay khong rd. Bat et tré em nilo
bj phai nhidm trong b cung vin céc chit temg tyr nhir nucleoside va nucleotide, ngay cf tré ed HIV
dm tinh, chn duge theo doi lim sang v xét nghiém vi cin dwge didu tra diy di vé roi logn chire
ning tv lap thé c6 the xiy ra trong trudmg hop eb ce diu hidgu hode tridu chimg cd lién quan. Nhimg
phit hién niy khéng dnh hisfmg dén cic khuyén cio hign nay coa qude gia vé sit dung ligu phip
khing retrovirus & phy ni ¢6 thai 8 ngan ngim liy lan HIV theo chidu doc.

Vidm ey

Dhiéu trf v vien nén dolutegravir 50 mg, lamivadine 300 mg, tenofovir disoproxil 245 mg cin diroc
ngimg ngay néu eb diu hidu lm sang, trigu chimg holle cdc bat thirimg trong phang thi nghiém goi
¥ vidm tyy xiy m.

Nhidm tring co hii

Bénh nhin duge diéu tri khing retrovirus cé thé tiép tye phit trién cdc nhim tring co hii v cde
bién chimg khde cis nhigm HIV, Do d6 bénh nhéin nén duge theo doi chit ch béi cde bie 5§ hode
ciic nhit cung cip dich vu chiim soc sire khoé e kinh nghiém trong dicu trj nhifm HIV.

Cdc twong tic thuie

Cic yéu th lim gidm nong di eia dolutegravir nén trank khi c6 sy dé khing cia nhom integrase,
Diéu ndy bao gdm vide sir dyng ddng this voi cie sin phém thuie lhm gidm nong 46 dolutegravir
(nhir cac chét khing acid chira magnesi/nham, chit bb sung sit vi calei, vitamin va cée chilt gly
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ciim img. etravirine (khing dupc ting cuimg cac chit e ché protease), tipranavir/ritonavir,
rifampicin, mft s0 thubc chong dong kinh),

Dolutegravir lAm ting ning 4§ metformin. Nén cin nhiac didu chinh lidu lugng cia metformin khi
bit diu vi ngimg sir dyng déng thid dolotegravir véi metformin, € duy tri sy kidm sodt duimg
huyét. Metformin dirge thai trir qua thin v do d6 phii theo dai chite nang thin khi didu irj ddng
thiri viri dolutegravir. Sy két hop ndy cd the lam ting nguy co nhidm toan lactic & bénh nhin suy
thin trung binh (4§ thanh théi creatinin & gini dogn 3a [Cra] 45 — 59 mL/phit) va khuyén edo chn
thiin trong. Xem xét giam licu metformin,

Khing khuvén cio sir dyng démg thin dolotegraviclamivudine/tenofovir disoproxil 50 mg/300
mg'245 mg va didanosine vi ndng d6 didanosine ting 1én ding ké sau khi dimg chung véi tenofovir
disoproxil fumarate.

Hoai tir xirowng

Mac di nguyén nhin duge xem 14 da tde nhin (bao gdm sir dung corticosteroid, biphosphonate,
udng rug, ire ché mifn djch ning, chi 56 khii co thé cao hom), trudmg hgp hoai tir xuomg 43 dirge
bio cdo & nhimg bénh nhdn cd bénh HIV tién trién vivhode tiép xtc Jiu did véi CART. Bénh nhéin
nén duge tr vin 3 tim Wi khuyén v 1 odu ho gip dau nhirc khop, cimg khdp hode khé vin ddng.
Nguwdi cao tudi

Bénh nhin nguin cao tudi co nhiu khi ning bj suy gidm chitc ning thin, do 46 cin thin trong khi
didu tri v tenofovir disoproxil fumarnte cho ddi trgmg ndy.

Td digre

Sin phflm niy chira lactose, do dé cin thiin trong & bénh nhin co vitn dé di tl'l.lj-'é‘.ﬂ hi¢m gip khing
dung nap dupe galactose, thidu hiyt lactase hodic kém hap thu glucose - galactose.

Thude chir it hon | mmol natri (23 mg) méi vién, nghia 1 vé co bin “khéng chira natri™.
SUDUNG THUOC CHO PHY NU CO THAI VA CHO CON BU

Plew mit cd thai

Lamivielingt emafovir .u'i.rr.:p Foxil SJumarale

Cac nghién ciu trén ding viit khéng chi ra nhimg tic ddng cd hai true uép hode gidn Liép clia
tenofovir disoproxil fumarate doi v&i sy phat trién cua thai phy, phat trién cia thai nhi, sy sinh 8¢
hedje sy phat trien sau sinh, O g, sy an toan cia tenotovir irong thai ki chua duge thiét liip dl;'l:.r
dis. 86 lugmg déy di coa sy phoi nhiém trong ba thing ddu tién 4 duge theo dii, twy nhién, phat
hién it nhit 13 ting gdp hai ldn nguy co khuyét t§t bim sinh vé mat téng thé. Khéng thiv gia thng
khuyét 1t khi sinh,

Khong cd ting nguy co dj @t hitm sinh d& dgc bdo cdo cho lamivudine. Tuy nhién, khing thé loai
trir nguy co cho thai nhi.

Dolutegravir

Cé rit {t 56 lidu tir vie sir dung dolutegravir & phy ni ob thai. Tée dung cha dolutegravir doi vii
thai k¥ & nguiri chua duge biét, Trong céc nghién clru dde tinh vé sinh san & dong vit, dolutegravir
duge cho thiy qua hang rio nhau thai. Céc nghién ciru trén ddng vit khéng chi m cic thie ding co
hai tryre tiép holc gidn ticp d6i viéi dde tinh sinh sin. Dolutegrivie nén dwoc sir dung trong thivi gian
musng thai chi khi lgi ich cao hom nguy co tiém dn d6i voi bio thai.

Phy niv cho con bi

Lamivudine/ fenofovir disoproxil fumarate

Trong céc nghién cinu trén ding vl, ngudi ta di chi o riing tenofovir dugre béi 1ié ra s, Khing
bict ligu tenofovir b bai tiét trong stta ngudi hay khéng. Lamivudine dupe bii tiét vao sta me.
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Nhimg khuyén céo hién nay vé HIV vi cho con bil sita me (vi dy nhu cta WHO) cén duge tham
khiio trurse khi tur vin cho bénh nhén vé vén 4 nay. Céc lya chon wu tién ¢d the khic nhau tiry thude
viso hoin canh dia phuong.

Dolutegravir

Khéng bit lidu dolutegravir 6 bai tiét trong sim me hay khong. Dir ligu dbc tinh & ding vt di cho
thiiy sir hii tiét cin dolutegravir trong sira. O nhimg con chudt dang cho con bi ding licu dom 50
mg/kg sau khi sinh 10 ngay, dolutegravir diroe phét hién trong stta & nong 46 thudmg cao hom miu.
Khuyén cio ring phy nir nhifm HIV khéng cho tré bi me trong bit ki tnromg hop nao d¢ trinh liy
tru:rrli'n HIV.

Kha nding sinh sdn

Dalutegraviv

Khéng cé dit ligu vé thc ding cia dolutegravir 46i voi kha ning sinh sin cla nam hay nir. Cde
nghién ciu trén ddng vit cho thiy dolutegravir khing ci anh hudmg dbi véi khi niing sinh sin cia
nam hay ni,

ANH HUGONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Khiing ¢ nghién ciru ndo vé dnh hudmg cia dolutegravir lén kha nidng 14 xe va vin hanh may mdc
durpe thire hién. Tuy nhién, bénh nhin cdin dirgee thing bao rﬂng ching mit dupe bio cio trong qua
trinh diéu trj voi dolutegravir. Tinh trgng 1im sing cia bénh nhin va phan img bdt lgi cda
dolutegravir nén duge ghi nhé khi xem xét khi ning i xe hodie viin hinh mdy mée cda bénh nhin.
TUONG TAC, TUONG KY CUA THUOC

Tweng tic lién quan dén lamivudine

Sir dung déng thivi véi trimethopriny'sulfamethoxazole lim nong & cia lamivudine ting 1én khodng
40%. Khdng cin thidt phii didu chinh liéu dolotegravirlamivadine/tenofovir disoproxil 50 mg/300
me/245 mg. Lamivudine khong énh hoong dén  duoe diong hoc cia trimethoprim hay
sul famethoxazole.

Twong tae lién quan dén tenofovir

Didanosine

Khéng nén ding chung tenofovir disoproxil fumarate v didanosine.

Cdc thude duwge thii triv qua thin

Vi tenafovir chil yéu dinge thiti trir bévi thiin, nén dimg dong thivi tenofovir disoproxil fumarnte véi
cde san phim lam gidm chirc ning thin holic canh tranh bii tiét qua dog thin thdng qua cée profein
viin chuyén hOAT 1, hOAT 3 holic MRP 4 (vi du cidofovir) cé thé lim tdng nong d tenofovir
huyét thanh vivhojic che thube ding ding thiri,

Mén trinh sir dyng dong thin tenofovir disoproxil fumarate véi mdt sin phim thude doc thin, nhur
aminoglycoside, amphotericin B, foscarnet, ganciclovir, pentamidin, vancomyein, cidofovir hodie
interleukin-2.

Sir dyng tnerolimus cé thé anh lirémg dén chire nang thin, nén theo d&i chit ¢ché khi ding ddng this
vin tenofovir disoproxil fumarate.

Tieomyg tic it tenofovir disoproxil fumarate v edc thuic khde

Tuemg téc gitta lamivudine/tenofovir disoproxil fumarate 300 mg/300 mg vi cic chat e ché HIV
protease, ciing nhu céc thube kKhing virus khie vii chit (e ché protease, duge ligt ké wong bing
diriri diy (tang pher nhidm 1817, gidm phoi nhiém 14|, khong thay dbi L *e+", hai lin mit ngiy
midt 1n 14 “b.i.d.”, vh mat lin mOt ngiy 14 “g.d.™),
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Faks thes nbgoe i i Ant hacdmg lén ning i thude :ﬂﬁn;pin mgh liéa quan dén diimg
tri (1 idu I ) Trumg bink % thay doi frong itg thei veki tenafovir disoproxil
. AUC, Conicy o fumarate 300 mg
Khiing retrovirus
Ue chéd profease
Atazanavir (400 g.d.) Atnzanasvir: Néu atazanavir vil
AUC: | 25% lamivudine'tenofovir  disoproxil
Com: | 21% fumarate 300 mg' 30K mg duge
Canist | 40% ding ddng thii, stazanavir nén
Tenofovir: durge sir dung & lidu 300 g.d. cling
ALIC: 1 24% viri ritonavir 100 g.d.
Conm: T 14%
Cria: T 22%
AtazanavirRitonavir Atazanavir: Khéng cln didu chinh lidu, Nong
(300 q.d./100 g.d.) AUC: | 25% dd tenofovir ting e thé cd lam tang
Cune: | 28% céc e dyng khéng mong mudn,
Cniat | 26% bao gbm rdi logn chire ning thin.
Tenofovir: Ciin theo ddi chire nang thin chit
AUC: 1378 cha.
Cnax: T 34%
Cmis: T 2096

Lopinavir/Ritonavir
(400 b.i.d /100 b.id.)

Lopinavir/ritonavir:
Khing ¢d dnh eimg ding ké
lén cic thing sb PK cia

Khéng ciin diéu chinh lidu. Néng
dd tenolovir ting eb thé lim ting
cée e dung khing mong mudn,

lopinavir/ritonavir. bao ghm rbi logn chirc ning thin.
Tenofovir: Cin theo ddi chire ning thdn chat
AUC: 1 32% chi,
Erru.\:q' =y
Crain: T 51%
Darunavir/Ritonavir Darunavir: Khimg can di¢u chinh lidu, Néng
(300/100 bid.) Khéng o6 dnh huong ding ké | dé tenofovir ting ¢6 thé lam {ing

lén cac thing s PK cia
darunavirritonavir.
Tenofovir:

AUC: T 22%

Canin: T 37%

cic e dyng khong mong mudn,
bao gﬁm i loan chire ndng thin.
Cin theo ddi chirc niing thin chit
cha,

NRTIs (Ciic thude e ché enzym sao chép nguge nucleosid)

Didanosine (400 g.d.)

Ding két hgp tenofovir
disoproxil vii didanosine din
dén tang nﬁng dy didanosine
tosdn thém 40 — 60%.

Ding ddng thidi Dolatevir vi
didanosine khong duge khuyén
cido.

Ting ning &) didanosine todn thin
co thé lim tAng nguy co cic tic
dung phy lién quan dén didanosine.
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Trrmg hop higm, viém tyy va
nhim acid lactic, mdt s& trnémg
b Ui vong &8 dirgre bao cdo. Ding
két hop tenofovir disoproxil vi
didanosine vdi lidu 400 mg/ngdy cd
lién quan dén giam ddng ké sd
luomg té bio CD4, ¢b thé do tuomg
tic nfi béo thng phosphorvl hoa
didanosine.  Gidm lidu 250 mg
didanosine cing véi  tenofovir
disoproxil c6 lién quan dén béo cao
ting tf 1& digu tr virus that bgi
trong mit vai két hop didu
nhiém HIV-1 thir nghiém.

Adefovir dipivoxil AUC: +» Tenofovir disoproxil khing nén
Conaiy =+ duge sir dyng dbng théi v
adefovir dipivoxil.
Entecavir ALIC: +» Khing cb trong tic duge ding hoe
Conm: = co ¥ nghia trén Wm sang khi ding
tenofovir  disoproxil  cung  vin
entecavir.

Cde nghién civw thyee hign wii cdc thude khde

Khéng ob sy twong the duge dong hoe ding k& v lim sing khi ding lamivudinetenafovir
disoproxil fumarate 300 mg/300 mg cing v indinavir, efavirenz, nelfinavir, saquinavir (ritonavir
ting cutmg), methadone, ribavirin, rifampicin, tacrolimus, hofie thude trinh thai hormone
norgestimate/ethiny| oestradiol.

Anh luring cita thire in

Tenofovir disoproxil fimarate phai dwge ding chung viéni thire &n vi thirc iin lam ting kha dyng sinh
hoc ciia tenofovir,

Cic twong tic lidn quan dén dolutegravir

Anl hudng ciia cie tde nhin kivde lén duge dng hoe cita dolutegravie

Tiit ¢d cde yvéu 1 lim gidm ndng 49 cia dolutepravir nén trinh khi ¢6 sy @& khing integrase.
Dolutegravir duge logi bé chil véu qua sy trao &5 chit cda UGTIAL Dolutegravir ciing |4 co chat
ciin UGT1A3, UGT1A9, CYP3IA4, Pgp, vt BCRP, do d6 cdc thube giy cim (mg nhimg enzym niy
¢o thé ldm gidm nbng dd trong huyét nromg cia dolutegravir vi lAm gidm higu quéd didu tri coa
dolutegravir.

Sir dung ddng thisi dolutegravir vii cde thude khic e ché nhimg enzvm niy 6 thé lam ting nong
d trong Tyt tuong cla dolutegravir. Sy hirlp thu dolutegmavir bj gidm bai céc thude khing acid.
Anh Miridng cia delutegravir Ién dirgre diing hpe cila cdc thude khic

fn vivo, dolutegravir khémg c6 anh hurémyg lén midnzolam, mit diu dd CYPIAL. Dy trén dit lidu in
vive vivhodic in vitro, dolutegravir khong duge dy kién 2 dnh hidmg dén duge ding hoe cia cic
thudic 14 ca chiit ciia bit ki logi enzym hodic chit viin chuyén chinh nhu CYP3A4, CYP2CY vi P-
gn.
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In vitro, dolutegravir tre ché vin chuyén cation hitu cor 2 ¢& thin (OCT2) va chit viin chuyén da thudc
vit chiit dde (MATE) 1. Jn vivo, gidm d§ thanh thii creatinin xudng 10 — 14% (¥ 18 bai tié phy
thude vivo vin chuyén OCT2 vi MATE-1) dif duge quan sét thiy & bénh nhin. i vive, dolutegravir
et thé lim ting ndng 4o thude trong huyét tuomg nhitng thude bai tiét phy thude vio OCTZ hode
MATE-1 (vi dy doletilide, metformin).

In vitra, dolutegravir &e ché vin chuyén hip thu qua thin, vin chuvén anion hita co (DAT1) va
OAT3, Dy trén di lidu duge ding hoc in vivo cia tenofovir, co chit DAT con han ché, sy e ché
AT trong cor thé 1d khiing chic. Uc ché OAT3 chir duge nghién ciru in vive, Dolutegravir ob thé
lim (ing ndng d cac thude trong huyét thanh e s bii tidt phy thude vio OATS,

Sy twomg tae duge thigt ap vi theo 15 thuy® vii cde thude khdng retrovirus di duge lyn chon vi
cie san phim thude khéng phai thube khing retrovirus dirge 1i§t ké trong bing dudi.

Bang teomg fdc v doluiegravir

Tuemg téc gitta dolutegravir vi céc thube dimg déng thod duge ligt ké trong bing (ting 1d “1", gidm
ld “}", khiing thay d5i la “«", dién tich dwéi duémg cong ndng &9 so vii duémg cong thir gian la
“AUC™, ndng 48 quan sit t5i da 12 “Cee”, néng dd vio cudi khodng lidu ding 1a “Cr”).

Thude theo phgm vi Thay dai trung bink do Cidc khuvén cdo lién quan dén phii
diéu tr fuwng tdc hyp thuic
 Cde thude kidng virus HIV

| Thudc tre ehé enzym sao chép ngwee Khang phdi nucleoxside

{cam fmg enzym CYPIA
viit UGTIAL)

Ftravirine khing ting | Dolutegravir | Etravirine khong ting cuimg chit irc ché

| cuomg  chit (e ché | AUC | 71% protease lam gidm nong d¢ dolutegravir
protease Cones | 52% trong huvét tuomg. Lidu khuyvén cdo cia
Ct | 88% dolutegruvir i 50 mg x 2 ln/ngay cho

Etruavirine < bénh nhiin ding etravirine khing tang

cum chit irc ché protease.

Khing s dyng dolutegravir wii
clmvirine néu khong ding ding thii
atazanavir/ritonavir, darunavirritonavir
hode lopinavir/ritonavir & bénh nhin
khang INL

Lopinavirritonavir  +
elravirine

Dolutegravir +-e
AUCT 11%
L
Ct128%
Lopinavir
Hitonavir «—
Etrmviring

Khéng can dicu chinh hicu,

Darunavir/nlonavir  +
etravirine

Dolutegravir |
ALUC | 25%
Coan | 12%
Ct | 36%
Darunavir +
Ritonavir =
Etravirine +

Khong cin diéu chinh liéu,

Efavirenz

Dolutegravir |
AUC | 57%

Li¢u khuyén cio cia dolutegravir la 50
mg x 2 lin‘ngay khi ding dong thii véi
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Cox | 39%

Ct | 75%

Efavirenz ++ (kiém soft
tién sir)

(cam tmg enzym CYP3A
v LIGTIAL

efavirenz: Nén xem xét sy cd mit cha che

logi két hop thay thé dé khang integrase
khic mi khiing bao gdm efavirenz

AUC 1 62%

Coua T 34%

Cr1121%

Alzranavir -

Ritonavir «+

{tic ché enzym CYPIA va
UGT1A1)

MNevirapine Dolutegravir | Liéu khuyén cdo cha dolutegravir 1a 50
(Chura duge nghién ciny, [ mg x 2 lin/ngay khi phdi hop v
mire 4 phoi nhiém gidm | pevirpine. Nén xem xét sy o mit cia
turemg 1 nhir enfavirenz do | . logi kEt hop thay thé 8% ki
chm (mg) integrase khic mad khing bao gﬁm

nevirapine,

Rilpivirine Dolutegravir « Khéng can diéu chinh lidu,

AUC T 12%
Crae T 13%
Cr 1 22%
| Rilpiviring «
Thdie tre ché men sao chép ngiegpe nucleoside (NRTT) -
Tenofovir Dolutegravir + Khang cin diéu chinh liga,
AUC 17 1%
Crax | 3%
Cr| 8% A
Tenolovir += :'_
| Chat ke ché profease o

Alweanavir Dolutegravir 1 Khéng ciin diéu chinh licu,
AUC T 91% Khéing nén diing dolutegravir cao hon 50
‘-"-:nm'lm mg x 2 Eén-"ngﬁy khi két hop vl
Crt IE{:: o iy aole stazanavir do thidu dit lidw.
tién sir)
(irc ché enzym CYP3IA vi
UGTIAL)

Alazanavir/ritonavir Dolutegravir T Khéing cin diéu chinh lieu,

Khéng nén ding dolutegravir cao hom 50
mg x 2 linngdy khi két hop wvéi
atazanavir do thidu dir ligu.

Tipranavir/ ritomavir

Dolutegravir |

AUC | 59%

Conax | 47%

Ct } 76%

(cam tmg enzym CYP3A
via UGT1AL)

Ligu khuyin cdo coa dolutegravir 14 50
mg x 2 lanimghy khi phdi hop vai
tipranavirtitonavir néy khiing c6 khéng
integrase. Nén tranh phdi hop ndy khi cd
mat sy dé khding integrase.

Fosamprenavir/ Dolutegravir| Khéng cin didu chinh liéu khi khéng cé

ritonavir AUC | 35% khing integmase, Vi s cd miit coa cic
Couax | 24% két hop thay thé ¢ khing integrase, céc
Cr | 49% SE .
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(cam tmg enzym CYP3IA | logi két hop thay thé khéng bao gim
va UGTIAL) fosamprenavirritonavir nén duge xem
Xel
Lopinavir/ritonavir Dolutegravir s Khéng cin didu chinh licu,
AUC [ 4%
Coan = 0%
Ca | 6%
Darunavir/ritonavie Dolutegravir | Khéng cin dicu chinh licu.
AUC | 22%
Conan | 11%
Ct | 38%
{cam img cnzym CYP3A
vit UGT1AL
Céic thude kiving virus kide
Daclatasvir Dolutegravir ++ Daclatasvir khong lam thay d0i nong do
AUC 1 33% trong huyét tromg cia dolutegravir dén
Conax | 29% mire ¢d lién quan vd mit lim sing,
Bgi:ﬁir-—* Dolutegravir khang lim thay d6i nbng
dis daclatasvir trong huyét twong. Khang
cin didu chinh lidu,
Cic thude khdc
Thudc chen kénh kali
Fampridine Fampridine 1 Phii hop vin dolutegravir e kha nang
(dalfampridine) giy co gidt do ting ndng d§ fampridine
trong huyétl twong thong qua sy e ché
cba chiit vin chuyén OCT2. Chua co
nghién el mio veé phoi hep ndy. Ching
chi dinh kit hop fampridine wvéi
dolutegravir.
Thude ching co gidt
Carbamazepine Dolutegravir | Ligu khuyvén cdo cin dolutegravir 1a 50
AUC | 49% mg x 2 laningay khi phdi hop v
'::-" 1 33% carbamazepine. Cée li)a chon thay thé
Cel 3% cho carbamazepine nén duge st dyng
khi ¢é thé ddi viri bénh nhin khang INL
Phenobarbital Daolutegravir | Litu khuyén cdo cia dolutegravir 12 50
Phenytoin (Chua nghién eln, dy dodn | mg x 2 lin/mghy khi phdi hop véi cac
L gim do cim img cic | yhyde piy cim mg nay. Céc phéi hop
i o CYPIA Vi | \pay thé khéng han gém nhimg thube
, gidm nong dg : :
turemgg e nhr quan sat duge | SAM UNE -:hu:r:én héa nay nén due siv
¢ carbamazepine) dyng khi co thé d6i véi bénh nhin khdng
NI
Thutie klwing nam Azole
Ketoconarole Dolutegravir - Khing cin diéu chinh ligu, Dym trén dit
Fluconazole {Chura nghién eiru) lidu tir cae chit e ché CYP3IA4 khac,
TRxmazale khing du kidn sy gia ting rd ré1
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Posaconazoles
Voriconazole

Thao dirge

St John's wort

Dolutegravir |

(Chura nghién cim, di dodn
gidm do cdm img cdc
enzym CYPIA Vil
UGTIAL, gidm ndng dd
turomig tir nhar quan sdt dce
& carbamazepine)

Liéu khuyeén cdo cia dolutegravir 13 50

mg x 2 lin/ngay khi phdi hop v St
John's wort. Nén sit dung cée két hop
thay thé khing bao gbm St John's wort
khi €6 thé ddi voi bénh nhin khing INI.

Thudc khdng acid va cde

scn phdam bo sung

Thude khing acid chira
nhém/magnesi

Dolutegravir |
AUC | 74%

Conex | 72%

(Lién két phirc hop vai cée
ion nhiéy hoa trj)

Mén ubng cae thube khing acid cé chira
magnesi/nhdm cdch xa théi gian ding
dolutegravir (14 thidu ssu 2 gitr hodie
trure 6 gidr).

B sung calci

Dolulegravir |

AUC | 39%

Crae | 37%

Ca | 39%

(Lién két phitc hop véi cic
ion nhicu hoa tr)

B sung siit

Dolutegravir |

AUC | 54%

Cone | 57%

Cu | 56%

(Lign két phire hop vin che
ion nhidy héa tri)

Multivitamin

Delutegravir |
AUC | 33%
s | 3%
Cu | 32%
{Lién két phirc hop vin cde
jon nhiéu hoa trj)

Bo sung calci, st hay multivitamin efn
dupe sit dyng edch xa thin diem ding
dolutegravir (1 thiéu 2 gitr sau hogc 6
ids trurde khi udng thube niy).

Cawrticoxteraid

Prednisone

Dolutegravir «—
AUC T 11%
Cme T 6%
Cr117%

Khéng cin diéu chinh licu,

Thuoe didu tri ddi thde Seaomg

Metformin

Metformin 1

Khi phdi  hgp  wai
dolutegravir 50 mg x |
lin/ngiy:

Metformin

AUC T 79%

Conax T 66%

Khi phéi  hep v
dolutegravir 50 mg x 2
1fm-‘ngﬂy:

Ciin cén nhic diéu chinh lity metformin
khi hit ddu vi ngimg phdi hop thude niy
vii metformin & duy i kiém sodt
dirimg huvét. O bénh nhin suy thin trung
binh, nén cin nhic diéu chinh liéu
metformin khi phi hgp vii dolutegravir,
vi thng nguy co nhiém scid lactic & bénh
nhiin suy thin trung binh do ting nong 49
metformin.
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Metformin
AUCT 145 %
Coms T 111%
Thude khing Mycobacteria
Rifampicin Dolutegravir | Litu khuyén cdo ctia dolutegravir i 50
gUClt 45;.-? mg X 2 |ﬁ.1.rngm- khi Plhﬁi hop. véi
C:"T So6e rifampicin. 11"-?@:‘]1 tr.inh phoi hop ndy khi
(cdm g eiizym CYP3A | 0 ™0 W 38 kising inlegrase.
vt UGTIAL)

Rifabutin Dolutegravir « Khéng cin didu chinh licu,
AUC | 5%

Comas 1 16%

Ct | 30%

(cdm (mg enzym CYPIA
vt UGTIAL)

Thute trdanh thai diedmg wing

Ethinyl estradiol (EE) | Dolutegravir « Dolutegravir khong ed tae dyng duyge lire
vil Norgestromin | EE « hoe ddi vii hormon tao hodng thé (LH),
(NGMN) AUC 3% hormon kich thich nang tnimg (FSH) va

Crnae | 1% = i AL
NGMN o progesterone. Khing cln diéu chinh lidu

AUC | 2% thude trdnh thai dutmg udng hi phoi
Caan ] 115 hegp v dolutegravir,

Thudc gridm dy
Methadone Dolutegravir «+ Khong cin dicu chinh licu cia 2 thuoe.
Methadone =
AUC | 2%
Crx =+ 0%
Cr ] 1%

Tre em

Cac nghién cim furomg tae chi duge thye hign o nguom lom.

Tung ky,

khéng cd,

TAC DUNG KHONG MONG MUON

Lamivadinetenofovir disoproxil fumarate

Chc tde dung bit lod dugre xem 1 it nhit ¢b thé lién quan dén didu tr] bing lamivudine va tenofovir
disoproxil fumarate duge liét ké dudi diy theo hé co quan va tdn sudt. Cde tin sudt dupe xie djnh
14 rit thudmg gip (ADR > 1/10), thudmg gap (1/100 < ADR < 1/10). it gip (1/1000 < ADR < 1/100),
hiém gip (1/10000 < ADR < 1/1000), rit hiém gip (ADR < 1/10000), khing rd (tdn s6 khing thé
wére lugmg duge tir dit liéu sin o),

Rii logn mdu va hi théng bach huyét

Rilt thirimg giip: Gidm bach clu trung tinh, thidu méu (481 khi nng), gidm tiéu ciu,

Riit hiém glp: Bt sén héng ciu dom thudin,

Ri logn chiyén hia va dinh dirimg

Rét thudmg gap: Giam phosphat huyét,

it giip: Hy kali méu,

Hiém gap: Nhifm toan lactic.

Rl logn b thin kinfy
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Rt thimg gip: Chéng mat

Thuimg giip: Dau d&u va milt ngw.

Riit hiém giip: Bénh thin kinh ngogi vi.

Rai loan hé anp. .f(i-lg ngwec va frimg thiit

Thuémg gdp: Ho. tnu chimg mih,

Rdi logn tigu hia

Rt thuimg gip: Tiéu chiy, budn ndn, ndn,

Thuimg gip: Dau bung, chinimg bung, day hod.

Hiém gip: Viém tuy, ting amylase huyét thanh.

Raf fogn gan mar

It glip: Enzym gan tang.

Hiém giip: Viém gan, gan nhim md,

Réi logn do vi mé duedi da

Riit thuimg gp: Phét ban.

Thutmg gip: Rung toc.

Hiém gap: Phii mgch,

Rt logn co xweomg khip v mé (ién kit

Thirmg glip: Pau khop, rii logn eo.

It gfip: Tiéu cor vin, yéu cor.

Hiém glip: Nhuyén xwromg (biéu hign nhir dau xwomg v thiimg xuyén gy xuomg), bénh co,
Khing ri: Hogi tr xuceng.

Rk logn thin v tiée nigu

ft gip: Tang creatinin, bénh dng thin gin (bao gbm hii chimg Fanconi),

Hiém giip: Suy thin cip, suy thin, hopi tir ng thiin cip tinh, viém thiin (bao gdm viém thin ke cap
tinh), bénh & nhat do than.

Réi logn todm than vi tgi ché

Rit thuimg giip: Suy nhuge,

Thumg gip: Mét moi, khé ehju, sbt.

Khing rd: Héi chimg phue hai mién dich.

Ciie phin (mg bit i sou, da duge 1igt ké theo hé co quan nhir trén, c6 thé xuiit hién 1a két qua cla
bénh 6ng thin gin nhis tiéu co viin, véu co, nhuyén xuong (bidu hién nhu dau xweng va thidmg
xuvén giy xwomg), hg kali mau, bénh co vi gidm phosphat méu. Nhimg sy kién nay khong duge
xem 14 lién quan nhén qui vdéi lidu phip tenofovir disoproxil fumarate khi Khong co bénh ding thin
i,

(3 nhimg bénh nhin bj nhifm HBY, cde bing chimg lim shng vit xét nghiém cho thity sv gia ting
viém gan dil xdy ra sao khi ngimg dicu trj HBV.

Dolutegravir

T tar dit lifu an todn i
Cic phin tmg co hai it nhit ¢d thé lign quan dén dolutegravir duge 1§t ké theo h§ co quan vi tin
sudit, Céc thn sudt duge xéc dinh 1 rit thuimg gip (ADR > 17100, thinimg giip (1/100 < ADR < 1/10),
it gap (1/1000 < ADR < 1/100), hiém gép (1/10000 < ADR < 1/1000), rit hiém gip (ADR <
1/10000), khong 1o (thn sd khdng thé uée lugng duoe tir dir ligu sin co),

Réi logn hi mién dich

it gap: Qua miln, hii chirmg phye hdi mién dich,

Réii laan tém thén

Thisimyg gap: Mit ngi, pide mo bit thutmg, trhm cim, lo ling.
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ft gap: ¥ tudmg tur i hay of gling te sdt (d8c bidt & nhimg bénh nhin ¢6 tién sir trim cim hojie bénh
tiim thiin).

R loun hi thiin ki

Réit thuimg gdp: Dau diu.

Thurdmy gép: Chong mit.

Roi loan tiéu héa

Riit thuémg gip: Buon ndn, tiéu chay.

Therimg glp: Non, day hoi, dau byng trén, dau byng, bung khd chju.

Radi o g

Thuimg gap: Tang alanine aminotransferase {ALT) vivhojc aspartatc aminotransferase (AST).

it gip: Viém gan.

Hiém gap: Suy gan cip tinh, ting bilirubin (phii hop voi ting cac transaminase).

Réi loan da vé mé diedi da

Thuomg gip: Phiat ban, ngira.

Roi logn cur xuwemg khap va ma lign kit

It gip: Bau khop, dau co.

Rii loan todm thin va tai chd

Thwimg glip: Mét mai.

Xét mphiim

Thudmg glp: Thng creatine phosphokinase (CPK).

M3 td céie phan o beir boi dire liwa ehon

Thay ddi frong xét nghigm sinh héa

Tang creatinin huyét thanh xdy ra trong tuldn dhu didu 1 véi dolutegravir vi duy tri én dinh théng
qua 48 tulin. Sy thay ddi so véi ban diu 14 9,96 pmol/L 41 duge quan sit thiy sau 48 tuin dieu tri,
Tanyg creatinin dugre so sdnh bi ciic phic 88 nén khiic nhau, Nhimg thay ddi niy khing duge xem
I ¢6 lién quan Jim sing vi chiing khing phin dnh sy thay doi 1y 1§ loe ciu thin,

Diang nhidm vii viém gan B hogc C

Trong cic nghién ciru pha 11, bénh nhin d:l.'nng nhiém viém gan B vivhodie C duge phép ding ky vio
nghién eir, viri diéu kién cic bii kiém tra vé gan khing virgt qua 5 lan giéd han trén ciia mire binh
thudmg (ULN). Nhin chung, dif lidu an tedn cia bénh nhin d-ﬁlng nhiém viém gan B vivhole C tuong
tye nhtr & bénh nhin viégm gan B hodic C, miic di ty 1¢ bt thuémg AST va AL T cao hon & nhom dong
nhidm viém gan B vihode C cho it ca cie nhém digu trj. Mire 4§ ting cao vé sinh hoa gan phi
hop viri hi chimg phue hdi midn dich 48 duge quan sit thiy & mdt sb d&i twong ddng nhifm viém
pan B vivhodie C khi bit diu didu tr bing dolutegravir, diic bidt & nhitng ngudi &3 ngimg diéu trj
ching viém gan B.

Hii climg phye hii mién dich

0 nhimg bénh nhin nhiém HIV bj suy ﬁu mien dich nfing & thii diém bat diu dicu trj khang
retrovirus ket hgp (CART), co the xdy ra phen (mg viém di viri nhimg truong hgp nhiém trimg co
hi khiing 6 triéu chimg hodic sot lai. Céc rdi logn tw mién (nhur bénh Graves va viém gan tu mién)
cling di duge bio cdo, tuy nhién, thii gian khoi phit duge bio cdo o6 thé thay ddi nhidu hon va
nhitng sy kién ndy o6 thé xiy ra nhidu thing sau khi bit du diéu tr.

Ligu phip phéi hop dicu tri ARV ¢ lién quan dén cac bit thiimg v chuvén hod nhir ting clin niing,
tiing lipid va glucose miu.

Tré em

Dyra vito dir ligu co sdn & tré vi thinh nién bj giéi han (tir 12 dén dudi 18 twdi vi cin ndng [t nhit 40
ki), khing ed thém cic phin (mg bit lgi ngoai nhimg triéu chimg & nguid tnomy thanh.
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Théng bio ngay cho bic 57 hode duge i nhimg phin (mg c6 bai gdp phai khi ding thube,

QUA LIEU VA CACH XU TRI

Lamivadine/tenafovie diveproxifl fumarare

Néu qué liu xdy ra, bénh nhin phii dwge theo doi bing chimg vé dbc tinh va didu irj hd irp tidu
chudin &p dyng khi cdn thiét. Tenofovir e6 thé duge logi bo bing thim theh miu; dd thanh thai huyér
thanh trung binh ¢ia tenofovir 14 134 mL/phat. Viéce loai bo tenolovir bﬁng thim phiin phiic mac
chura duge nghién cin,

Vi mit ligng lamivudine khong ding ké 42 dugc logi bé bing cich thim tich mau (4 gidr), chay
thin nhén tao lién tye vi chay thin nhin teo ty ddng, thi khang biét ligu thim tich mau lién tye cd
mang lai lgi fch 1im sing trong mit sy kign qua lidu lamivudine hay khing.

Daoluregravir

Hién tai, ¢d rit it kinh nghiém véi qud lida dolutegravir.

Kinh nghiém eon han ché véi lidu cao hon (1én dén 250 mg & nguin khde manh) cho thiy khong cd
triéu chimg hodic ddu hidu cy thé ndo, ngodi danh séch phin img bit lgi duce liét ké & rén,

Xir tri phai duge chi djnh lim sing hode theo khuyén cdo cia trung tim ching die quie gia, néu
¢, Khing oo diéu trj cu thé cho qud lifu cda dolutegravir. Néu qua lidu xiy ra, bénh nhiin ciin duoe
didy tri b trg voi sy theo d3i thich hop. Vi dolutegravir lién két manh vai cac protein huyét tromg,
nén khéing chic ring thude s& duoe logi b ding ké biing edch lpe maw.

DUGC LUC HOC

Nhém dugre I Phii hop thude didu tri nhidm HIV,

MIATC: JO5AR2T

Lamivudine/tenofovir disoproxil fumarate

Cor ché tde dung v tde dong diege Tire hoe

Lamivudine, dfing phin cia 2°-deoxy-3'-thiacytidine, 18 mt chit twong ty dideoxynucleoside.
Tenofovir disoproxil fumarate dwoc chuyén di in vive thinh tenofovir, chat trong tr nuclenside
monophosphate {nucleotide) eda adenosine monophosphate.

Lamivudine v tenofovir duge phosphoryl hod boi cde enzym if bio tpo thinh lamivudine
triphasphate v tenofovir diphosphate. Lamivudine triphosphate vi tenofovir diphosphate (e chié
canh tranh sur phién ma nguge HIV-1 (RT), diin dén két thie chudi DNA. Ci hai chit déu bogt ding
ching HIV-1 vi HIV-2, ciing nhir chiing virus viém gan B,

Dé khing

Trong nhidy truimg hop khi mot phie dé didu trj ¢6 chim lamivudine thit bgi, dit bidn M184V 52
xudit hign vio giai dogn som. M184V giy ra sy dé khdng coo dii véi lamivudine (gidm nhay cém >
300 lin). Virus M184V sao chép it hon so véi cic logi virus hoang di.

D Ligu in vitro cb xu hidmg cho ﬂﬁy vific tiép tye sit dyng lamivudine trong mit phic 46 didu tri
khiing retrovirus mic dit sy phit trién cia M184V c6 thé cung ciip cic hogt djng ching retrovirus
con s6t Iai (o6 thé thong qua vide didu i virus). Sy lién quan dén 1dm sing cia nhimg phét hién
niy khing duoe xbc dinh.

Pé khing chéo do dit bién M184V bj giéi han trong nhém cic chit ie ché nucleoside/mucleotide
ciia cie thude khing retrovirus, Zidovudine v stavudine duy tri cée hogt ding khing retrovirus
chéng lai HIV-1 khiing lamivudine. Abacavir duy tri cdc hoat tinh khang retrovirus chong lgi ching
HIV-1 khing lamivudine chi ¢ dt bién M184V. Djt bién M184V cho thiy giam < 4 Lin 4§ nhuy
edm v didanosing: ¥ nghia 1Am sing cia didu ndy khong duge bids.

Dt bién K65R dure phit sinh trong in vitro khi HIV-1 duge nudi cdy v sy cb mit cia nong dj
tenofovir ngdy cing ting. Né ciing cé thé xudt hién in vivo sau khi thit bei vé virus hoe coa mit

Teang 17/24

= & II-l.'l."-

m——



https://trungtamthuoc.com/

phic d6 diéu tri bao gdm tenofovir. K63R lim gidm nhay cam tenofovir in vitre khodng 2 lan, va
ed lién quan dén vide thidu dip (mg viri ede phite db eb chir tenofovir,

Cée nghién cir lAm shng & cdc bénh nhiin da timg didu tri dénh gia hoat ding chdng HIV cia
tenofovir ching lal che ching HIV-1 véi cie dit bidgn tiremg tur thymidine (TAMs). ma khdng chon
loe lén tenofovir, Nhimg bénh nhin HIV biée hién 3 bodie nhidu TAM bao gdm ca djt bién M41L
hodc L210W cho thily gidm dép tmg v tenofovir,

Khimg ¢t nghién ciru cp thé ndo duge tién hinh vai tenofovir disoproxil fumamite két hop
lamivudine va dolutegravir & thanh thi¢u nién.

Dolutegravir

Cor ché tdc dung

Dolutegravir irc ché integrase HIV biing cach lién két vii v tri hogt ddng integrase vi ngin chin
b chuyen cia vife tich hop Deoxyribonucleic acid retrovirus (DNA). By ld didu cin thiét cho
chu k¥ sao chép HIV.

Anh Inecmg diere liee fioe

1C+0 el dolutegravir trong cée ching phong thi nghi¢m khic nhau sir dung PBMC la 0.5 nM, vi
khi sir dyng ede 1# bdo MT-, nd dao dong or 0,7 - 2 oM. Céic 1Cso twomg tir dinge thily & nhitng
phén Kp lam sang ma khong co sir khac biét lom gifta cac phin nhom; trong mit bing gf‘rm 24 philn
I@p HIV-1 ciia céc nhom A, B, C, D, E, F, G vi nhom O thi gid trj 1C s trung binh 14 0.2 nM (khodng
0,02 — 2,14). ICsq cb ¥ nghia dbi vii 3 dong phin lip HIV-2 14 0,18 oM (khoang 0,09 — 0.61),
Hoat tinh khéng virus két hop vii cie thube khdng virus khde

Khing thay téc dung doi khing in vitro duge quan sat véi dolutegravie vit cae thuoe khang retrovirus
khag: stavudine, abacavir, efavirenz, nevirapine, lopinavir, amprenavir, enfuvirtide, maraviroc vi
raltegravir. Ngodi ra, khing cb tde dung di khing d6i véi dolutegravir va adefovir, va ribavirin
khong co tdc dung b ring dbi voi hoat ddng cila dolutegravir,

Anh hurimg 1én huyét thanh nguéi

Trong 100% huyét thanh nguris, sy thay di ndng 4§ protein trung binh 1a 75 l&n, din dén protein
diéu chinh 1C90 14 0,064 pg/ml.

D¢ khiing én vitro

Sirnudi cdy phén ip duge sirdung A& nghién et s dé khang tién trién in vitro. Khi sir dung ching
phing thi nghigm HIV-1 I8 trong hon 112 ngdy, cic 3t bién xuit hién chiim, vioi sy thay thé é&
chie vi trf §153Y vk F, diin dén sy thay ddi d nhay 10i da a4 (khodng 2 — 4). Nhimg dit bién niy
khéng duge thiy o nhitng b¢nh nhin didu trj vai dolutegravir trong cic nghién ciru lim sing. Sir
dung ching NL432, djt bién E92Q (FC 3) va GI93E (cing FC 3) duge lya chon. Bt bidn E92Q
dd duge thay & nhitng bénh nhin e tidn sir khang raltegravir di dupe didu tr biing dolutegravir
(ligt ké durri dang ddt bién thir phit cia dolutegravir),

Trong céc thir nghiém khic bing cach sir dyng eéc phin Iip lim sang eda phin nhom B, dat hién
R263K d& duge thily trong i nim ching (sau 20 tudn va o di). Trong phin nhém C (n = 2) v
AJG (n=2) phiin I§p sir thay thé integrase R263K df duge thily trong mit phin lp, vi G IBR trong
hai phin kip. R263K duge héo cao tir hai bénh nhin 43 timg ding ART, bénh nhin chua timg INI
viri phén nhim B vi C trong chuemg trinh lim sang. nhimg khong c6 dnh huémg dén tinh nhay cim
clia dolutegravir in vitro, G118R lam giam tinh nhgy cim cia dolutegravir trong cdc ddt bidn trnr
liép (FC 10) nhumg khéng thiy & nhimg bénh nhin ding dolutegravir trong chiomg trinh pha [11
Cae dft bién nguyén phit raltegravidelvitegravir (QT4SH/R/K, N155H, Y143RH/C. F92Q va
T661) khing dnh hutmg dén tinh nhay cim in vitro clia dolutegravir khi it bien dom. Khi efc dit
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bidn duge lidt ké didi dang cdc dot bin lién quan dén (o ché integrase thir phat (di véi
raltegravirfelvitegravir) duge bd sung vao nhimg dot bién oo bén ndy trong cde thi nghigm véi dit
bién tai chd, sy nhgy cém eda dolutegravir viin khong thay dbi (FC < 2 so viri virus hoang di), ngogi
trir trrémg hop dit bign Q148, khi FC 14 5 = 10 hoge cao hon duge nhin thiy véi sw két hop cla mét
st 0t bidn thir efip nhit dinh. Higu qua cia cée djt bién Q148 (HR/K) clng 44 duge xdc minh
trong cdc thi nghigm voi cie 4t bién e tikp, Trong giai dogn nudi ciy phén Kp voi ching NL432,
bt diu v cée Aot bién tre t'hfp ving i chira N155H hojic E920), khing thiy ¢6 sy dé khing (FC
khong thay d8i khoang 1), Nguge lgi, bit diu vdi 46t bifn chira 4t bién Q148H (FC 1), mit logt
eiic At bién thir phat 43 duge nhin thiy voi sy gia ting ket qua cia FC voi cde gid i > 10,

Mt gid tri cit giam hinh théi 1im séng co lién quan (FC voi virus hoang dai) chua dwge xée dinh,
A& khang kifu gen 1 mdt két qua tit hom duge dy bao.

705 dé khang raltegravir phin lip tir bénh nhiin 4@ timg didu tri raltegravir duge phin tich tinh nhay
ciim véri dolutegravir, Dolutegravir c6 it hon hojic bing 10 FC so véi 94% trong s0 705 ching 1im
sang,

B khéng in vivo

(i nhitmg bénh nhin khng dupe didu i trade db duge sir dyng dolutegravir + 2 NRTT & pha [Tb va
pha 111, khing thiy sy khang thube déi véi nhom integrase, hojfic di véri nhém NRTI (n = 1118
theo ddi 48 — 96 tuin).

() nhimg bénh nhiin didu trj thit bgi trude by, nhimg chira timg disu trj v nhom integrase (nghién
cira SAILING), sir thay thé cie thube (e ché integrase duge quan sat & 4/354 bénh nhin (theo dai
48 tudn) dwoe didu trj vii dolutegravir, két hop voi mit diéu tra vién lya chon phae 46 nén (BR).
Trong bin d&i trong niy, hai d6i trong c6 sy thay thé integrase R263K duy nhit, vai FC t5i da1a
1,03, mit d6i tugmg 43 thay thé integrase V15IV/1 polymarphic, véi FC 161 da 1 0,92 vé mt dbi
tuemg 43 cd cie dot bién integrase tir tnrde vi dge cho 18 48 timg didu trj v integrase hofic bi
nhi€m virus khing integrase do truyén nhifm, Sir dét bién R263K cling duoe thiy in vitre (xem &
trén).

Vi sy hin dign ciig khang integrase (nghién cii VIKING-3), céc dit bién sau diy 48 duge thiy o
12 bénh nhdn theo d& cuong dinh nghin thit bai vé mat virus hoe (PDVF) théng qua tuln 24 vi véi
cdic kigu gen két hop (1t ca déu duge dibu tr vai dolutegravir S0 mg x 2 lan/ngdy + céc tic nhin
nén t6i wna): LTALM (n= 1), E920Q (n=2), T97A (n = 9), E138K/A/T (n = 8), G140S S147G (n =
13, CH48H/K/R (n = 4), N155H (n = 1) va EISTE/Q {n = 1), D& khéing integrase dién hinh trong
didu trj thuomg xudt hién & benh nhin co tién sir gt bién Q148 (ban déu hojc tién i), Nam dbi
tromg khiic d trii qua PDVF gitra tudn 24 va 48, vi 2 trong s6 5 ddi tugng b dit bién trong didu
tri. DXt bidn hotic hiin hop ddt bién trong didu trj duoe quan sit 1 L741 (n = 1), N155H (n = 2).
Nghién ciru VIKING-4 41 kiém tra dolutegravir (cdng vdi phuong phip didu trj nén 10 u) & nhimg
bénh nhiin c6 d& khing pen thir céip d6i vai INIs sang lpe & 30 dbi noomg, Cic dét bién trong didu
trj quan sat thisy phit hgp véi nhimg dit bién trong nghién el VIKING-3,

Khéng thiy hiéu qué lién quan & khodng QTc, véi ligu vugt qud lidu lim sing khoing ba lén.
DUGC PONG HOC

Lamivudine

Hip thr v sinh kha dyung

Lamivudine dirge hip thu nhanh sau khi ubng, Sinh kha dyng tir 80 dén 85%, Sau khi ubng, thir
gian trung binh (tms:) 4& dat dwge ndng d t5i da trong huyét thanh (Cus) 18 khodng mit gil. Dy
trén 0 lidu thu dirge tir mot nghién el trén ngui tinh nguyén khoe manh, o lidu didu rj 150 mg
x 2 lan/ngay, gih trj trung binh Cee ¥ Conin et lamivodine tuomg (mg & trang thil on dinh trong
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huyét tiong la 1,2 pg/ml (24%) va 0,09 pg/mL (27%). Gia tri AUC trung binh ssu khi ubng thude
12 gitr 12 4,7 pe.git'ml (18%). O lidu didu trj 300 mg x | lin/ngdy, gid tr] Ciu va Coue vit AUC 24
gidr trung binh twomg mg la 2.0 yg/mL (26%), 0,04 g/mL (34%) va 8,9 pg.gic'ml (21%6).

Sir dung dong thin lamivudine véi thire An Jam chim tré tous ¥ Cos thilp hon (gidm 47%). Tuy
nhién, mire 4§ (dya trén AUC) hﬁp thu cia lamivudine khing bj anh hurdng,

Phin bi

Céc nghién ciu tiém tinh mach voi lamivudine cho thay the tich phin b 13 1,3 Lke.

Lamivudine co duge dgng hoe tuyén tinh trong khodng lidu didu trj va lién két han ché voi albumin
(< 16— 36% v albumin huyét tuong trong cde nghién ol in vitro),

Nhimg dit liéu han ché cho thiy lamivadine viio hé thin kinh trang wong va dich ndo tiy (CSF). Ty
¢ trung binh ndng 46 lamivadine trong dich niio tiy/huyél thanh sau 2 — 4 giar uwdng thude vio
khodng 0,12, Hign con chum biét mive & thim nhap hay méi quan b vl bat ky higu qua lim sang
o,

Chuyén héa

Chuyén hoa lamivudine 13 mit con duimg chuyén hoa nho. Lamivudine duge thai trir chi yéu &
dang khiing thay ddi do bai tigt qua thin. Tuong tic chuyén hda cia lamivudine vii cée thude khie
I thip do mire dé chuyén hoa qua gan nhd (5 — 10%) va tv 1§ lién két voi protein huyét tuemg thip,
Thai trir

Thii gian béan thii quan sit duge cua lamivadine tlr 5 - 7 gidr, cia lamivudine triphosphate ndi bio
duge wie tinh khoang 16 - 19 gid. D thanh thii todn thin trung binh cia lamivedine vio khoding
0,32 L/giovkg, chii veéu la thanh thai & thiin (> 70%) qua hé théng vin chuyén cation hitu e,

Bii tgng diic bigt

Sy thn;

Nghién eiru & bénh nhéin suy thin cho thily ring vigée thai trir lamivudine bj anh huremg b roi logn
chire ning thin. Giam liéu cho bénh nhén ¢é 39 thanh thai creatinin < 50 mL/phit.

Tenvfovir disoproxil flumarate

Tenofovir disoproxil 1& mt tién chit este hda tan trong mroe duoe chuyén ddi nhanh chang thanh
tenofovir va formaldehyde trong in vivo.

Tenofovir duge chuyén hoa ndi bio thanh tenofovir monophosphate vi thinh pl;én o hoat tinh,
tenofovir diphosphate.

Hﬁp fhu

Sau khi udng, tenofovir disoproxil fumarate durge hip thu nhanh chong va chuyén sang tenofovir.
Ning 4§ 1i da cia tenofovir trong huyét thanh thu duge trong vong mit gidrkhi uong hie d6i vi hai
giér khi ubng ciing bita &n. Sinh khi dung cia tenofovir tir tenofovir disoproxil fumarate & bénh nhin
ufmg lie doi khodng 25%. Dung tenofovir disoproxil cing voi bira &n nhitu chit béo lam tiing sinh
khi dyng dwimg uing, tang AUC khodng 40% vl Co khoding 14%. Sau khi uhng lidu diu tién
tenofovir disoproxil & bénh nhin lic no, Cye trung binh trong huyét thanh tir 213 dén 375 ng/ml..
Tuy nhién, ding tenofovir disoproxil voi bita in nhe khing dnh hidmg ding ké dén dwge ddng hoe
ctia tenofowvir.

Piidin bil

Sau khi tiém tinh mach, thé tich phiin bd & trang thai dn dinh cim tenofovir woc tink xdp xi 800
mL/kg. Sau khi ubng tenofovir disoproxil, tenofovir dwoe phin bd vao hiu hét cde mb vl ndng 4o
cao nhilt & thin, gan va duimg rudt (nghién el tidn lim sing). In vitro, ty 18 lién két vai protein
huyét wong hogc huyet thanh cia tenofovir tuong dmg nho hom 0,7 v 7.2%, néng 4§ tenofovir
trong khodng 0,01 &én 25 pg/ml.

Chuyén hida
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Ciic nghién cim in virro d3 xde dinh c tenofovir disoproxil vit tenofovir déu khing 1 chét nén cia
ctic enzym CYP4350. Hon nita, & ndng 43 cao hon dang ké (khodng 300 lin) trong in vive, tenofovir
khiing tre ché chuyén hoa thube qua trung gian in vitra bii hit ky cde dong dang CYP450 chinh nao
& ngui ¢6 lién quan dén chuvén hoa thubc (CYP3A4, CYP2D6, CYP2CY, CYP2EL, hode
CYP1A1/2). Tenofovir disoproxil tai nong dj 100 umol/L khéng dnh hudmg 1&n bt ki déng dang
CYP450 nho, ngogi trir CYPIAL/2, ¢b su gidm chuyén hia chit nén CYP1AL/2 nho (6%) nhimg
co ¥ nghia thing ké. Dya trén nhimg dit 1idu niy, khing c6 tromg tic ding ké vé mt 13m sang lién
quan dén tenofovir disoproxil vii cde thube duge chuyén hda bai CYP450.

Thai trir

Tenofovir duge thii trir cha }'éu qua thin hdn.g lpe v hé 'L‘ruf'ing viin CJ'I.II}’EIII chi dong qua émg, thin
viri khadng 70 - 80% ligu dwoc bii tiét gua nuoe ticu & dang khong d6i sau khi tiém tinh mach,
Téng A thanh thi wée tinh khoang 230 mL/gitvkg (khodng 300 mL/phit), B9 thanh thai thin uéc
tinh khodng 160 mL/giivke (khoang 210 miL/phit), vingt qué the 86 loc cdu thin. Diéu niy cho thay
hogt ddn bai tiét chit ddng qua dng thin 1d mdt phin quan trong dé thai trir tenofovir. Sau khi uing,
thii gian bén thai cia tenofovir khadng 12 dén 18 gid.

Céc nghién e dA thiét Iip con duimg b tiét chit ddng qua Ong thin cia tenofovir 1d dong chiy
vao 16 bao dng luon gin bing che chit viin chuyén anion hiru co & nguii (hOAT) | vi 3 vl viln
chuyén viio nude tiéu biing protein khing da thubc 4 (MRP4),

Dili tiegmg diic bigt

Tudi v gidi tinh

Dit ligu gidi han vé direre diing hoc ciia tenofovir & phy nik cho thiy khing 6 anh hudng lém vé gidi
tinh. Néng d cta tenofovir & bénh nhin thanh thidu nién udng lidu hing ngdy cia tenofovir
disoproxil 245 mg twomg ty nhur & ngudi Iém dimg lidu tenafovir disoproxil 245 mg mdi ngdy mit
lin, Cée nghién ciru duge ddng hoe khdng dwoc thie hién & ngudi cao i (trén 65 twdi). Dugc
dang hoc khing duge nghién cing ey thé teén cée chiing tée khae nhau,

Suy thin

Céc thing sb duee ddng hoe cia tenofovir dirge xde dinh sau khi ding don licu renofovir disoproxil
245 myg cho 40 nguii lém khong nhifm HIV, HBY véi cie edp 80 suy thin khic nhau dya vio hé
s thanh thai creatinin (Cror) ban diu {chire ning thin binh thidmg Croy > 80 mL/phit, suy thin nhe
Cro 50 — 79 mL/phit, suy thin trung binh Crer 30 — 49 mL/phit, suy thin njng Crey 10 - 29
mbL/phist). Nong 88 (*CV) tenofovir trung binh ting tir 2185 (12%) ng.gie'mL & cie dbi tugmg co
chire nfing thin binh thudmg 18n 3.064 (30%) ng.gitvml, 6.009 (42%) ng.gio'mL va 15,983 (45%)
ng.gitv'mL, twong img & bfnh nhin suy thin nhe, trung binh vi nfing,

(3 nhimg bénh nhin bj bénh thin gisi doan cubi (ESRD) (Cro < 10 mL/phit) eln thim phin méu,
nidng di tenofovir gt céc lin thim phin vé co bin tling 18n ding ke trong 48 gid, dat duge Cra
trung binh la 1.032 ng/ml va AUCsa8 yo trung binh 14 42.857 ng.gidvmL.

Khuyén cdo diéu chinh khodng cich lidu tenofovir disoproxil 243 mg & ngurdi lém c6 45 thanh thii
creatinin < 50 mL/phiit hodic & nhimg bénh nhin 43 bj ESRD va cin thiim phin méiu.

Durore dng hoe cia tenofovir & bénh nhin khang thim phin mau ¢6 d) thanh thai creatinin < 10
mLiphiit vi & bénh nhin bénh thin giai dogn cudi dwye kiem sodt hii thim phin phic mge hoje
cic hinh thire khac chira dupe nghidn clu,

Ihrge ding hoe eda tenofovie & tré em bj suy giam chirc ning thiin chua dupc nghién cou. Chim cd
dir liéu thich hop € khuyén céo litu ding.

Suy gan

Liéu dom tenofovir disoproxil 245 mg duge ding cho nguwdi ldm khdng nhiém HIV, khing nhiém
HIV véi cdc cip 36 suy gan khde nhau theo phin logi Child-Pugh-Turcotte (CPT). Duge ding hge
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clia tenofovir khong thay 88i ding ké & cdc dbi twomg suy gan khac nhau, do d6 khang cln didu
chinh lidu & nhimg déi tugng niy. Gid trj Cones v AUC)- trung binh ciin tenofovir, twong imyg 1
223 (34,8%) ng/ml. va 2.050 (50,8%) ng.gic'mL & ngwi binh thedmg so vai 289 (46,0%) ng/mL
va 2,310 (43,5%) ng.gio'mL & npudi suy gan vim va 305 (24,8%) ng/ml vi 2,740 (44.0%)
ng.gio'mL ¢ nguin suy gan ning.

Dhegre diang hpc nii 1¢ héo

(1 & bao mau dom nhin ngoai vi nguin khéng ting sinh, thii gian bin thii cta tenofovir diphosphaie
khoang 50 gio, trong khi thin gian ban thai & 16 bao miu don nhin ngogi vi dwge kich thich
phytohaemagglutinin khoang 10 gid.

Dolutegravir

Duge ddng hoe dolutegravir twong tir nhau gitta cde d8i tugng khoe manh va nhidm HIV. Sir bién
dbi PK cii dolutegravir tir thiip dén trung binh. Trong nghién cins pha | & nhimg nguén khie manh,
CVhb% gifta cc ddi tuomg véd AUC v Can dao didng tir khoang 20 dén 40% va Cr tir 30 dén 65%
trong cée nghidn cine. Sy bien doi PK cia dolutegravir gifra cac doi tuymg nhiém HIV cap hom so
viri nhitng ngudi khoe manh. Sy bién thién bén trong doi womg (CVwe) thip hen su bién thién
gifta cde 461 togmg.

Hip thu

Dolutegravir duwoc hip thu nhanh sau khi wing, véi Tres trung binh viio 2 - 3 gir sau khi ubng dang
vién. Thire in lim ting mive 88 vi Lim chim lyi tbe d§ hip thu cin dolutegravie. Sinh kha dung eia
dolutegravir phy thuéc vio thinh phin bita in: bita dn o6 chit béo thﬁp. vira vil chat béo cao tuong
trng lam ting AUCs.. ciia dolutegravir twong (mg 33%, 41% va 66%, ting Coue 46%,. 52% va 67%,
kéo diti T den 3, 4 va 5 gior tir 2 gily khi d6i. S gia ting ndy cd thé eo lidn quan dén Lim sing vai
sif €O mit cia mit so thuite khdng integrase. Do 46, dolutegravir duge khuyén cio ding ciing vii
thire &n & bénh nhin nhid¢m HIV khing integrase,

Sinh khi dung tuyét déi cin dolutegravir chua duge thidt lap.

Phidin b

Dolutegravir co 1 1§ lign két cao (> 99%) véi protein huyet twong dya trén dit lidw in vitre. Thé tich
phin bd bidu kién 13 17 L dén 20 L & bénh nhin nhigm HIV, dya trén phin tich duge dong hoe dén
stb. Sy lidn két cla dolutegravir voi protein huyét trong khong phu thuide vao ndng g dolutegravir.
Tong ty 18 nong 4 b ddnh diu phong xa trong madu vi huyét twong lign quan dén thede trung binh
tir 0,441 dén 0,535. cho thay méi lidn quan thi thitu cia hogt linh phéng xa vii cde thinh phén 1é
béo mdw. Phin khing lién két coa dolutegravir trong huyét twomg tang lén khi maire albumin huyé
thanh thip (< 35 g/L) & nhimg bénh nhin suy gan trung binh,

Dolutegravir e trong dich ndo iy (CSF). Trong 13 dbi tuomg chua timg didu tri vii phac 38 dn
dinh dolotegravir ¢fng sbacavir/lamivudine, ning d& dolutegravir trong CSF trung binh 13 18
ng/mL. (twomg duong v ndng dd khong lidn két rong huyét tuomg vi trén 1Cs).

Dolutegravir cd mdt trong bé sinh dyc nit vit nam gidi. AUC trong dich ¢d tir cung, mé ob tir cung
vt mé dm dao 1d 6~ 10% so voi trong huyét tuomg o trang théi dn dinh. AUC trang tinh dich 1d 7%
v 17% trong md tryre tring so vai trong huyét tuomg & trang thii dn dinh.

Chuyén hia

Dolutegravir chi yéu dupe chuyén hoa lﬂng qué trinh glecuronid hoa théng qua UGT1AT vin mit
phiin nhé CYP3A, Dolutegravir I chit tufin hoin chi yiéu trong huyét twemg, thai i gua thiin cia
dang khing ddi thiip (< 1% liéu). 53% t6ng liéu ubng dugce thii irr dudi dang khéng déi trong phin.
Khiing biét lidu tit ci hofe mgt phin la do khong hip thu hodic bai tiét qua mit ciia hop chil
glucuronid lién hep, chit ndy b thé bj phén hiy thém tgo thanh dang khing déi ban dfiu trong long
rudt. 32% h%:ng lidu uong durpc bii tidy Qua nurde ticu, dai dign bari ether glucuronid et dolutegravir
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(18,9% tdng litu), chit chuyén héa N-dealky! hda (3,6% ting liu) va mét chit chuyén héa duge
hinh thiinh béi qua trinh oxy héa & benzylic carbon (3,09 tong liku),

Tiwong tdc thude

In vitra, dolutegravir khing o6 sir i ché tnme tidp hode e ché ydu (ICs > 50 uM) cdc enzym
eytochrom P450 (CYP) 1A2, CYP2A6, CYP2BS, CYP2CE, CYP2CY, CYP2C19, CYP2D6
CYP3A, uridine diphosphate glucuronosy] transferase (UGT) 1A1 hode UGTIB7, hode kénh vin
chuyén Pgp, BCRP, BSEP, OATPIBL, OATPIR3, OCTI1, MATEZ-K, MRP2 hojc MRP4. In vitro,
dolutegravir khéng cim img CYP1A2, CYP2B6 hode CYPIA4. Dya vio dir ligu niy, dolutegravir
khing dwoe-dyr dodn s dnh hudmg dén dunge diing hoc cla cic thudc 18 o chit cin cde enzym hodc
chit viin chuyen chinh.

In vitro, dolutegravir khdng phii 14 co chiit ciia OATP 181, OATP 1B3 hojc OCT 1.

I'hii trir

Dolutegravir c6 thisi gian ban thii cudi cing khodng 14 gidv. B thanh thai bifu kién duimg utng
(CL/F) xdp xi 1 L/giér & bénh nhin nhicm HIV dya trén philn tich dwoe déng hoe din 5.

Tuyén tinl/phi tuyén tink

Sir tu;,rén tinh cia dirge dong hoc dolutegravir phy thude vao liéu lugmg va dang bao ché, Sau khi
wing vién nén, nhin chung, dolutegravir cho thiy dugc ddng hoe phi tuyén tinh v&i néng 49 trong
huyét tiromg tng it hon ty & theo lidu tir 2 dén 100 mg. Tuy nhién, sir gia ting ning 5 dolutegravir
duromg nhur ty 18 theo Tiddu tir 25 mg dén 50 mg vir dang vién nén bao plum, Vin 50 mg hai lin mdi
nggdy, ndng 49 trong 24 gitr xip xi ghp d8i so viri 50 mg mét lin mdi ngdy.

Mai quan hi diwge ding hpe/duge lie hpe

Trong mét thir nghiém ngu nhién, nhimg ngudi nhidm HIV-1 duge diéu trj bing dom tri Ii{:h
dolutegravir (ING111521) d3 chimg minh hogt tinh khéng virus nhanh v phy thuge liéu, v SIT SUY, |
gidm trung binh RNA HIV-1 14 2,5 logis véo ngdy thir 11 dbi voi lidu 50 mg. Dap img khéng virus
niy duge duy tri trong 3 dén 4 ngity sau khi ding litu cudi cong & nhom 50 mg.

Mo hinh PE/PD sir dyng dir lifu tdng hep tir cée nghién cir [dm sang & nhimg bénh nhiin d¢ khang
integrase cho thiy viée ting lidu tir 50 mg x 2 lin/ngiy dén 100 mg x 2 ln/ngiy c6 the lim ting
hiéu qua cita dolutegravir & nhitng bénh nhin khing integruse vi cle phromg phip diéu trj bi han
chi do da khing tién trién. TV 1¢ ngudd diip img (RNA HIV-1 < 50 ban sao/mL.) é& tufn 24 dur dodn
s& ting khodng 4 — 18% & cdc d6i tugng voi Q148 += 2 46t bién thir cip tir G140A/C/S, E138A/K/T,
L741. Mic di cde két qui md phing khing duge khing dinh trong cde thir nghigm lim sing, lidu
cao ndy co thé dupc xem xét khi ¢6 cic dot bién thir cdp Q148 + = 2 tir GI40A/C/S, E13BAKIT,
1741 é nhimg bénh nhiin ¢6 cée Iy chon diéu trj han ché ting thé do da khing tién trién. Khing cb
dit ligu 1am sang v& 45 an todn hofic hidu qua cia lidu 100 mg x 2 Hn/npiy. Didu tj dbng thi véi
atazanavir lm ting nong di dolutegravir mdt cich rd ring, va khong nén ket hop wii ligu cao nay,
vi tinh an todn véi nong do dolutegravir clura dirge thidt lip,

Dii tiegmg dic bigt

Tré em

Drge ding hoc e dolutegravir & 10 thanh thidu nién nhidm HIV-1 43 timg dido tri bing thube
khdng virus (12 dén 17 tudi) cho thiy lidu dolutegravir 50 mg x 1 lan/ngdy din dén ning 43
dolutegravir twomg duong vid nﬁng & ghi nhin & nguo lom ding dolutegravir S0mg x 1 Iﬁm'ng.liy-
Negweoi cao hudi

Phin tich duge ddng hoe cia dolutegravir & nguii I nhidm HIV-1 cho thily khdng c6 dnh hiimg
lim sing lién quan dén whi lén ndng 40 dolutegravir, DIt lidu dige ding hoe cho dolutegravir &
chc ddi togmg trén 65 twdi con gidd han,

Suy thdn
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Su thanh thai qua thin cia chit hogt tinh dyng khong dbi la mdt con duimg nho dé logi bo
dolutegravir. Mdt nghién ciru v dirge ding hoe cia mit licu duy nhit 50 mg dolutegravir duge
thye hign & nhimg bénh nhin suy thin ndng (CLer < 30 mL/phit) vi cic dbi tugmg khée manh d6i
chimg phil hgp. Néng d6 dolutegravir gidm khodng 40% & nhimg bénh nhén suy thin ning. Co ché
giam chua . Khing ciin thiét diéu chinh liée cho bénh nhin suy thin. Dolutegravir chua duoe
nghién ciru & béah nhin chay thin nhin tao.

SUY gan

Dolutegravir ehii yéu duge chuvén hia va thii trir qua gan. Mt liéu duy nhit 50 mg dolutegravir
d8 dupe ding cho 8 dbi tugmg bi suy gan trung binh (Child-Pugh nhém B vi § ngudi 1on khoe
manh, Trong khi ndng 8 ciia dolutegravir trong hisvét twong tuemg tir nhau, ndng &8 dolutetegravir
tyr do ting gip 1,5 dén 2 lin & nhimg bénh nhiin suy gan trung hinh so vii nhém ehimg khée manh.
Khong cin thiét diéu chinh liéu cho nhimg bénh nhdn suy gan nhe dén trung binh. Anh huémg ciin
suy gan ning doi voi dde tinh dusre ding hoe cha dolutegravir chua dupe nghién e,

Da hinh trong enzym chuyén hia thude

Khiing cé biing chimg cho thiy da hinh phi bién trong cic encym chuyén héa thude lam thay déi
duge ddng hoc cia dolutegravir dén mdt mire 4§ ¢6 ¥ nghia 1am sang. Trong mit phin tich lﬁng
hirp sir dyng cic miu gen duge 1§ hoe thu thip duge trong cée nghién eiru 1im sing & nhimg rgui
khoe manh, cie dbi twgng o6 gen UGT1AL (n = 7) chuyen hoa dolutegravir kém eé d thanh thai
thip hom 32% va AUC cao hom 46% so vl ngwin o6 kicu gen lién quan deén sy chuyén hoa binh
thinimg qua UGT 1AL (n=41).

Cricn eink

Cae phin tich PK déin s sir dyng dir lidu dwoc ding hoc thng hop tir cde thir nghiém & nguéi lom
giai dogn Ilb vi giai doan 11 cho thdy khong cd dnh hudmg lim sing lién quan dén gidi tinh.
Chuing tpe

Cac phin tich PK din 50 sir dyng dix ligu duge dong hoe thng hgp tir cée thir nghiém & nguin Iim
gini doan I1b vi giai doan 111 cho thiy ching t§c khiéng o0 anh huémg lm sing lién quan dén ndng
dd dolutegravir. Duge ding hoc cia dolutegravir sau khi udng liéu dom cho nhimg nguéi Nhit Ban
turomg ty nhr cée thong so ghi nhin & ngudi phuong Ty (Hoa K¥).

Ding nhiém viém gan B hojo C

Phiin tich dirge ddng hoe din 56 cho thiy sy dong nhiem virus viém gan C khing 6 tac ding lién
quan lim sing dén ndng 4 dolutegravir. C6 rit it dir ligu vé ede dbi trong ding nhidm viém gan
B.

QUY CACH PONG GOI

Hip 3 vi x 10 vién,

BAO QUAN

Bao quin trong bao bi kin, nod kho réo, nhigt 4§ dud 30°C,

TIEU CHUAN CHAT LUQNG

TCCS.

HAN DUNG

36 thang ké tir nghy san xudt.

54 16 vdn xudt (Batch No.), gy scin xudit (M. date). han ding {Exp. date}: xin xem trén nhdn bao
hi.

Scine xudt rarl:
Cing ty TNHH Sinh dwge phitm HERA
Lé A1T Khu cing nghigp Tir g, pleedng Tie Ha, ithi xd Heeomg Tré, tinh Thica Thién Hué, Vigt Nam.
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