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Thu6c niry chi ding theo dcrn thu6c

DOLUTBGRAVIR, LAMIVUDINE AND TENOF'OVI MARATE
TABLETS 5O/3OO/3OO

DA xa ffim tay trd em

Dpc ki htdng ddn sft dltng trwf,c khi

1. THANH PHAN CONC THI.IC THUOC
. .x.M6i vi6n n6n bao phim chria:

Thdnh phdn dwoc chdt:

- Natri Dolutegravir 52,6 mg tucrng ducmg Dolutegravir 50 mg;

- Lamivudin 300 mg;

- Tenofbvir I)isoproxil Fumarat 300 mg tucrng ducrng Tenofovir Disoproxil 245 m9
r r ,l ,, t 

^ 
,r , . ,. t .t "

ffudnllpfuin td dwoc: Cellulose vi tinh th€ (Ceolus KG

propyl cellulose (Klucel EXF), natri starch glycolat

25C), povidon (Kollidon 30), natri stearylfumarat (A

2. DANG BAO CHE

Vi6n nen bao phim,

M6 tq dartg bdo che;Vi€n nen bao phim hinh con nhQng bitin it6i, mdu cam, tOi trai m4t, d4p chfi 'H'
cr mQt m[1vd 'D77' o mflt cdn l4i.

3. CHi DINrr
Thu6c duoc chi dinh d€ diOu tri nhi6m vi-rrit g6y suy gidm mi6n dich o ngudi (HIV) 0 ngucri l6n vd

thanh thi6u ni6n ndng it ntrAt :O t<g.

Cdn xem x,it cac haong ddn diiu tri nhidm HIV-| theo ha6ng ddn qu6c gia'

pOi vOi viOc su dgng c6c thu6c khring vi-rut ee ei6u tri dU phdng sau phoi nhi6m theo c6c hudng dAn

quoc gla

4. LIEU DUNG VA CACH DUNG

DiAu tri phai dusc ti6n hdnh boi b6c si c6 kinh nghiem diAu tri nhi6m HIV.

LIEU DUNC}

Neudi lfn
'.1 l, , rrLi€u khuy€n c6o ld 1 vi6n/l6n m6i ngdy.

DieuthuhJieu lasw

I.P Hb CHiMINH
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Khi c6 chi dinh ngimg diAu tri vdi mQt trong ciic thdnh phAn cira ViOn ndn dolutegravir, lamivudine vd

tenofovir clisoproxilfumarate tablets 50/300/300 mgho{ckhi cdn di6u chinh lidu, nOn sir dpng c6c chti
phAm ri6ng biQt cira dolutegravir, lamivudine vir tenofovir disoproxil,
Khi da x6c clinh bQnh nhAn nhiSm HIV-I ho4c nghi ngd c6 khd ndng khang v6i c6c chdt irc chtS tfch
hqp, thi cAn phAi b6 sung th6m li6u dolutegravir Xem Taong tdc thuiic)
Thanh thi6u ni6n nins it nh6t 30 ks

Li0u o thanh thi6u ni€n ndng it ntr6t:O kg bi nhi6m HIV-I kh6ng khang v6i ch6t ric ch6 men tich hqp
ld I vi6rV lAn m6i ngdy.

Kh6ng c6 dir thdng tin v€ viQc su dpng dolutegravir d thanh thitSu ni6n binhiem HIV-I khfng v6i chAt
, lA
uc cne rnen llcn nqp.

T16 em

^,Kh6ng khuy€n c6o su dung cho tr6 em c6n n{ng du6i 30 kg vi khdng thO di0u chinh li6u lucr,ng thich
hop v6i sAn phAm ndy. CAn c6 c6c c6ng thric ri6ng bi6t c6 chrla lugng th6p hcm dolutegravir, tenofovir
disoproxil hodc lamivudine.
Neudi lfn tuiii

Su dqng thdn trong cho bQnh nh6n lcrn tu6i.

BGnh nhffn suy th6n

Suy th4n nhg (CrCl: 50-80 mL / phrit): Kh6ng can aieu chinh li6u o bQnh nh6n suy thQn nhg.

Suy thQn trung binh ho4c n4ng (CrCl < 50 mL / phrit): Kh6ng clugc khuy6n c6o sri dgng cho bQnh nhdn

suy th6n trung binh hodc ndng, vi khdng tfr6 diAu chinh li6u luqng thich hqp. OOi vOi nhirng bQnh nhAn

ndy, nOn su dung c6c c6ng thric ri6ng biQt cira dolutegravir, lamivudine vd tenofovir disoproxil.

B0nh nhAn suy qan

B€nh nhdn suy gan nhe hodc trung binh (Child-Pugh dg A ho{c B): Kh6ng can ei6u chinh li6u cho

BQnh nhAn suy gan ndng (Child-Pugh d0 C): Khdng c6 sin dt liQu vd dolutegravir do d6, Vi6n n6n

Dolutegravir, lamivudine vd tenoforvir disproxil fumarate 50/300/300mg ndn duoc sir dgng thfln trgng
cho nhirng b€nh nhAn ndy.

Nst'ne diaiu tri
N6u ViAn ndn clolutegravir, lamivudine vd tenofovir disoproxil 50/300/300mg bi ngirng sri dr,rng o

r)nhftng bqnh nhdn d6ng nhi€m HIV vd vi-nit viOm gan B (HBV), nhflng bQnh nhdn ndy cdn dugc theo

d6i chat ch6 d6 tim bing chimg vA eqt c6p ctra viOm gan.

OuGn [6u
N6u bQnh nhdn bo l0 mQt liOu, bQnh nhdn n6n ding cdng sdm cdng t6t n6u Hdu ti6p theo kh6ng qu612

,,i ,.1 .,^gio. NCu lidu ti6p theo qu6 it hon 12 gid, bQnh nh6n kh6ng clugc dirng 1i6u dd quOn vd ding li6u tiOp

theo vdo thoi diOm th6ng thudng.

CAcu DUNG

' 'iuuong oung: uong

Khuy0n c6o n6n nu6t todn bQ vi6n v6i nudc. Vi6n n6n Dolutegravir, lamivudine vh tenoforvir
disproxil fumarate 50/300/300mg thudng c6 thO dugc ding cing v6i thric 6n hoflc giira c6c bira [n.

I
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Vdi sg cti mdt cfra chirng kh6ng nh6m integrase, t6t nh6t n€n utSng dolutegrlvir 50 mg v6i thric dn dd

tdng cudng phoi nhi6m (dac biet ld o nhting bQnh nhdn c6 dQt bi6n Q1a8).

5. CITONG CHr DINH

Qu6 m6n vdi c6c hopt ch6t ho4c vdi U6t tcy t6 dugc ndo cira thu5c.

Dung chung voi dofetilide.

6. CANH BAO VA THAN TRQNG KHI DUNG THUOC

Cdc cinh b6o chung

^tCdn xdt nghiQm kh6ng th6 HBV cho tdt ci cdc bQnh nhdn trudc khi bdt d6u di6u tri bdng lamivudine
vd ter-rofovir disoproxil (xem mpc

vi C (HL:!),

LAv nhi6m HIV

LiQu ph6p kh6ng vi-rut hiOu qud c6 th€ ldm gi6m tl6ng k0 nguy co ldy nhiSm qua ducrng tinh dr,rc. Tuy
nhi€n, vAn kh6ng thd lo4i trir nguy co cdn l4i. N€n thUc hiQn c6c biQn ph6p phong ngira dd ngdn ch4n
r^ r.l ri A .
lay nnrem tneo cac nuong oan quoc gla.

HIV-I ttO khfne vfi cdc chft ric ch6 tich hop

Quytit dinh srh'dung dolutegravir vdi sy c6 mflt ctra chung kh6ng nh6m integrase nOn xem xdt dtin thuc
t6 ld hoat tinh cira dolutegravir bi 6nh huong d6ng kC vdi c6c chirng virus chria c6c dQt bi6n thri ph6t

Ql48+>2 tu c6c dQt bi6n GI40A/C/S, E138A/K/T,LT4L Dolutegravir t4o ra hiQu qud gia tang o mfc
dd ndo khi c6 chung kh6ng nh6m integrase ndy ld chua rd rdng.

Phfrn rl'ne qud mAn

nf 7 i r- r | , , 1.^
Phan fng qu6 mdn di dugc b6o c6o li0n quan dOn dolutegravir, vd tli6n hinh ld ph6t ban, nhffng phdt

hiqn th6 hng, vir d6i khi, r6i lo4n chrlc ndng nQi t4ng, bao g6m cA phan trng gan nghiOm trong. N6u c6

dfur hiQu ho4c triQu chimg ph6n img qu6 m5n (bao g6m, nhrmg khdng gi6i h4n, ph6t ban n4ng ho4c ph6t

ban kem theo men gan tdng, sdt, kh6 chiu chung, m6t m6i, dau co ho{c khop, mpn nudc, t6n thucmg
,i

miQng, vi6m k6t mac, phu m{t, tdng bach cdu ua eosin, pht m4ch), thi n6n drmg dolutegravir vd ctrc

thudc nghi ngcr kh6c ngay lfp tric. Cdn theo ddi tinh tr4ng ldm sdng bao gdm men gan ALT vd ndng dQ

bilirubin. Ntiu ch4rn ngung diAu tri dolutegravir ho4c c6c thu6c bi nghi ngo kh6c sau khi khoi ph6t qud

m6n c6 th€ dAn d6n phin irng di img de dqa tfnh m?ng.

O nht'ng b€nh nhdn nhiSm HIV bi suy gi6m miSn dich nghidm trong t4i thoi di6m diAu tri kh6ng

retrovirus l<6t hgp (CART), ph6n img vi€m v6i cdc t6c nhdn gdy bQnh co hQi k:hu tru ho4c kh6ng c6
, 'Atri6u chung co th6 ph6t sinh vd gdy ra chc tinh tr4ng l6m sdng nghiOm trgng ho{c tdng cdc triQu chimg.

Th6ng thutrng, c6c phdn ring nhu vfy dd xu6t hign trong vdi tuAn ho4c vdi thang dAu sau t<tri bit dAu

di6u tri CART. Cdcvi dU 1i6n quan ld vi6m v6ng m4c do cytomegalovirus,nhi6m khudn mycobacteria

todrn thdn valhodc khu tru, vd vi6m phOi do trung bdo tt Pneumocystis jirovecii.Bdtk! triQu chimg vi6m

ndo c[ng cAn duoc ddnh gi6vd diAu tr! khi cAn. R6i lo4n tg mi6n (nhu bQnh Graves) cfing dd dugc b6o
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c6o xay ra trong qu6 trinh phuc h6i mi6n dich, tuy nhi6n thcvi di€m khoi ph6t dugc b6o c6o ld kh6c nhau

vdr nhfng triQu cliung ndy c6 th6 x6y ra nhiAu th6ng sau khi Uat eAu diOu tri.

T[ng sinh h6a gan phu hqp vdi hQi chtmg phgc hdi mi6n dich dd dugc quan siit th6y 0 mQt s6 bQnh nhdn
.i

cung mac vrem gan B vd/trodc C khi Uit eAu di€u tri bdng dolutegravir. N€n theo d6i cdc chi s6 sinh h6a
gan d nhtng b€nh nhdn d6ng nhiSm vi6m gan B valho{c C. Cdn phdi tim hi6u k} khi b6t clAu hopc duy
tri li6u ph6p (tham kh6o c6c hudng d6n diAu tri) khi Uat AAu ti6n hanh liQu phdp ding dolutegravir cho

nhimg bOnh nhAri d6ng nhi6m vi6m gan B.

Vi6m tuy

Ngirng di€u tri v6i Vi0n n6n Dolutegravir, lamivudine vd tenoforvir disproxil fumarate 50/300/300mg
A,

ngay l4p tuc n€u c6 dAu hiQu l6m sdng, triQu chimg hogc bdt thucmg x6t nghiQm cQn ldm sdng ggi y vi6m
tuy.

Chri'c nine thfln

Lamivucline va tenofbvir disoproxil dugc thai tru chu y6u qua thdn, th6ng qua su ket hcr,p cira vi€c loc
cAu th4n vd ti6t dich 6ng hoat dQng. LiQu ph6p pfrOi tro. p Dolutegravir, lamivudine vd tenoforvir
disproxil fumarate kh6ng dugc khuytin c6o cho bQnh nhdn suy thfln vria ho{c ndng. Do bQnh nhdn suy
thAn vira hodc ndng cAn di6u chinh liOu lamivudine vd tenofovir disoproxil nhrmg vi6n phdi hqp kh6ng
thti dat dugc, Suy thdn, t6n thuong thdn, tdng creatinin, gi6m phosphat m6u vd bQnh 6ng th4n gAn (bao

L^.gdm cA hdi chirng Fanconi) d6 clugc b6o c6o khi su dung tenofovir disoproxil trong thpc hdnh ldm
sang,

Khuy6n c6o tAt cit cdc bQnh nh6n cAn dugc <16nh gi6 dQ thanh th6i trudc khi bat dAu di6u trl vd n6u phir
hqp vO mat l6m sdng thi cd trong qu6 trinh <Ii6u tr! v6i Vi6n n6n Dolute gravir,lamivudine vir tenoforvir
disproxil fumarate 50/300/300mg . D{c biQt, xdt nghiQm creatinin cho nhirng bQnh nhdn c6 nguy co
cao (nhirng ngucri l6n tu6i hodc co bQnh thQn tiAm An, ti6u ducrng l6u ndm ho{c tdng huyt5t 6p kh6ng
r.l .tki€m so6t dtrgc cl6ng thoi vdi c6c ch6t tdng cuong irc chd protease hodc c6c thu6c c6 dQc tinh tr6n thQn)

d6 ph6t hi6n vd h4n ch6 sg ti6n ffitin th6m cta suy th4n. Lqi ich vd riri ro cAn dugc cAn nh6c cdn thfn.

Do phosphat huy6t thanh o nhirng bQnh nhdn ndy. Nt5u phosphat huy6t thanh. f ,S -g / dl (0,48 mmol
/ l) hoac dO thanh thii creatinin gi6m *u6ng <50 ml / phrit d b6t kj bQnh nhdn nio dung thu6c ndy,

chuc nang thdn phdi dugc danh gi|lai trong vdng mQt tuAn, bao gdm do dudng huy6t, kali m6u vd
; r^n6ng d6 glucose niQu (xem bQnh lf 6ng thfn gan). Vi ddy mQt sin phdm k6t hqp vd khodng c6ch dung

thuOc cua c6c thdnh phAn ri6ng 16 kh6ng th6 thay d6i, cAn cdn nhic viQc t4m ngung diAu tri bing thu6c
viAn ndn dolutegravir,lamivudine vd tenofovir disproxilfumarate 50/300/300mg 6bQnhnhdn c6 dQ

thanh thrii creatinin duoc x6c nh4n lA <50 ml / phrit hoflc gi6m phosphat huytSt thanh xu6ng <1,0 mg /
dl (0,32 mmol / l).

ViQc viQc tam ngung di6u tri cflng nOn dugc xem x6t trong trudng hcyp suy gi6m dAn chric ndng thdn
khi chua x6c dinh dugc nguyCn nh6n ndo kh6c. Khi ngtng di6u tri vdi mQt trong c6c thenh phAn duoc
chi ctinh ho4c khi cAn di€u chinh liAu, sir dung c6c che phAm riOng bi€t ctra dolutegravir, lamivudine
vd tenofovir disoproxil c6 sin.

Tr6nh dung ddng thoi thu6c ndy ho{c dnng gdn ddy c6c thu6c dQc tinh thfln (vi dU: li6u cao ho{c nhi6u
,, A ,A
thudc chdng vi6m kh6ng steroid, aminoglycosid, amphotericin B, foscarnet, ganciclovir, pentamidine,

vancornycin, cidofbvir, interleukin-2). N6u bEt buQc phdi dung d6ng thoi, theo ddi chric ning thQn hdng

tudn.
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Tenofovir disoproxil chua dugc d6nh gi6ldm sang cr o bQnh nhdn dang dung c6c thu6c khdc dugc thdi
tru qua cung mQt con ducmg d thfln, bao gdm c6c k6nh protein v4n chuy6n anion hffu co (hOAT) 1 vd

3 hodc MRP 4 (vi dp nhu cidofovir), Trir khi that sg cdn thii5t, trtffi dirng clOng thoi v6i cdc thu0c thfli
tru qua th6n qua cung mQt con dulng, ntiu bit buQc ph6i dung d6ng thdi, theo d6i chric ndng thfn hdng

tuan

Neudi lfn tuOi

B6nh nhAn l6n tu6i d6 bi suy gi6m chric ndng thQn; do d6 cAn thfln trgng khi diAu trf cho b6nh nhdn

l6n tu6i bing tenofovir disoproxil.

Anh hu0ng trOn xucrns

Nghi0n cfiu lAm sdng cho th6ry mdt dQ kho6ng ch6t cria xucmg cQt s6ng gi6m dAn vd nhiing thay

ddi v0 chi sd sinh hoc xucrng duoc quan s6t d cd hai nh6m di6u tri, nhrmg nh6m di6u tri vdi tenofovir
disoproxil fumarat l6n hon d6ng ki5 so v6i nh6m dOi ctrrmg duqc didu tribdng stavudin 1m5ithuOc
ndy cld:u cluoc dung kCt hqp vdi lamivudin vd efavirenz) vdo tuAn tht 144. Gi6m mQt d0 kho6ng
ch6t cua xuong h6ng l6n hon dSng kti trong nh6m ndy cho dtin tuAn thu 96. Tuy nhi6n, kh6ng c6

nguy co gdy xuong hodc bing chring cho c6c b6t thucrng cira xuong li0n quan dtin l6m sdng tai tuAn

tht 144. 'l'lieo nghidn cfu hoat ch6t tenofovir dirng cho trd nhi6m HIV-I tir 12 tu6i tro l6n. Trong
,' i
di0u ki0n thu'crng. nr4t dQ kho6ng chdt o xucrng ting nhanh. Cfing trong nghiOn cuu ndy, tj' lQ t[ng
trung binh c[ta xuong ld th6rp hon o nh6m di6u tri v6i tenofovir so v6i nh6m dirng giA duoc. Tlng
truong xuong (chi6u cao) ducrng nhu kh6ng bi anh huong. Nh6m tudi ndy cflng c6 mflt d0 xuCIng

ph6t triOn binh thuong, phU hgp vdi nhimg t6c <lQng quan srit dugc o nguoi truOng thdnh.

Nhtng hi6n ttrong bAt thucrng d xucrng (hudng xuyOn gdy xucrng) c6 th6 1i0n quan d€n bQnh lj 6ng
th4n gAn. Vi the n6u c6 gi bAt thudng bQnh nhdn cao thdttg bfuo ngay cho b6c s! d6 dugc tu vAn

Hoai tri" xuong

Chung hoai tu xuong dd duoc b6o c6o clac biQt o nhflng bQnh nhdn mic bQnh HIV giai do4n ti6n
tri6n hoac sau khi di6u tri bing thu6c kh6ng retrovirus k6t hgp l6u ddi. Cdn nguydn cria ho c6 th6
ld da yt5u t6 vd bao g6m su dung corticosteroid, u6ng qu6 nhi0u rugu, ric chti mi6n dich nghiCm

trong vir thua cAn. B€nh nhdn nOn d6n gQp bac s! dd <luqc tu v6n ntSu hq bf dau nhric khdp, cring
kh6p ho4c kh6 v4n dQng.

Chrl'c nlng gan

Chua x6c dinh dugc tinh an toirn vd hiQu qud cira Vi6n n6n Dolutegravir, lamiwdine vd tenoforvir
disproxil fumarate 50/300/300mg o nhtrng benh nhAn ndy. OOi vOi bQnh nhdn dang bi r6i lo4n chric
ndng gan bao g6m vi6m gan m4n tinh hoat dQng, c6 tdn suAt b6t thucrng chric ndng gan tang l6n
trong khi cti6u tri bang thudc kh6ng virus k6t hqp, cAn dugc theo d6i theo ti6u chudn thqc hdnh. N6u

b6nh gan ti6n tri0n nbng l0n, cAn nhSc t4m ngimg ho{c ngrmg di6u tri.

BQnh nhdn bi vi0m gan B hopc C m4n tinh ttugc di6u tri bing ph6c dd kh6ng virus ktit hgp c6 nguy co
gdp c6c t6c dtrng phu trOn gan nflng vi c6 kh6 ndng gdy ttr vong. BQnh nhan bi vi€m gan B ho6c C mdn

tinh duoc diOu tri v6i liQu ph6p kh6ng retrovirus t<Ct trqp c6 nguy co tdng c6c phdn ring c6 h4i o vC gan

nghi€m trong vd c6 khd ndng gdy ttr vong. Lamivudine vd tenofovir disoproxil cffng c6 hoat tinh ch6ng

l4i IJtlV. I)o do, viQc ngung sit dpng Vi6n n6n Dolutegravir, lamivudine vdr tenoforvir disproxil
fumaratc 50/300/300mg o b6nh nhdn d6ng nhiOm HIV vd HBV c6 the li0n quan d6n c6c dgt kich ph6t
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cAp vi6m gan B. BQnh nh6n d6ng nhi6m HIV vd HBV da ngring diAu tri Vi€n ndn Dolutegravir,
lamivudine vd tenoforvir disproxil fumarate 50/300/300mg n6n dugc theo ddi chat ch6 c6 l6m sdng
vd xdt nghiQm trong it ntr6t OO thang sau khi ngirng diAu tri. N6u thich hgp, viQc ti6p tsc diAu trivi6m
gan B c6 th6 clugc ddm b6o. O nhirng bQnh nh6n bi bQnh gan ti6n tri6n ho4c xo gan, kh6ng n6n ngung
di6u tri vi clcrt cAp cua benh vi€m gan sau diAu tri c6 th6 aan a6n xo gan m6t bn.

Dltlirrsdellea_ea! 3
Buns ph6t khi di6u tri: Dqt bung ph6t vi6m gan B mdn tinh tuong eOi ptrO bi6n vd dugc ddc trung bdi
su gia tdng tho6ng qua cira ALT huy6t thanh. Sau khi Uat AAu diOu trf kh6ng vi-rrit, ALT huy6t thanh
co th6 ting o m6t sd bQnh nh6n. O nhirng b6nh nhdn bi bQnh gan cdn bu, tdng ALT huy6t thanh ndy
thuong khdng kdm theo ting n6ng dQ bilirubin huytlt thanh hoflc m6t bu o gan. BQnh nhdn xcr gan c6
th6 c6 nguy ccr cao bi mAt bi o gan sau dgt c6p vi6m gan, vd do d6 cAn dugc theo d6i chat ch€ trong
khi dieu tri.

Su dgng d6ng thoi tenofovir disoproxil vdi ledipasvir/sofosbuvir, sofosbuvir/velpatasvir hodc
sofosbr.rvir velpatasvir/voxilaprevir dd ilugc chring minh ld ldm tdng n6ng dQ trong huy6t tuong cua
tenotbvir (ddc biOt ld khi duoc sir dung cung vdi ph6c d6 di6u tri HIV c6 chria tenofovir disoproxil vd
thu6c khang fllv). B€nh nhAn dung ledipasvir/sofosbuvir, sofosbuvir/velpatasvir hodc sofosbuvir/
velpatasvir'/voxilaprevir ddng thoi vdi tenofovir disoproxil n6n dugc theo d6i c6c ph6n ring c6 h4i li€n
quan c16n tenolbvir disoproxil.

[,d thu6c k6t hcrp cO dinh cira Dolutegravir, lamivudine vd tenoforvir disproxil fumarate, kh6ng n6n
ducvc str dung ddng thoi v6i c6c s6n phAm thu6c kh6c c6 chria b6t k) thdnh phAn ho4t tinh tucng tp,
dolutegravir. larnivudine hodc tenofovir disoproxil.

Do tuong tu vdi lamivudine, Vi0n ndn Dolutegravir, lamivudine vd tenoforvir disproxil fumarate
50/300/300mg kh6ng n6n ding cl6ng thoi v6i c6c ch6t tuong tu cytidine kh6c, ching han nhu
emtricitabine. Vi6n n6n Dolutegravir, lamivudine vd tenoforvir disproxil fumarate 50/300/300mg
kh6ng nen dirng ddng thoi vdi c6c sdn phdm thu6c c6 chria adefovir dipivoxil hodc tenofovir
alalbnamide.

Kh6ng khuyOn c6o su dpng d6ng thoi tenofovir disoproxil vd didanosine vi phoi nhiSm v6i didanosine
tdng l6n d6ng k0 sau khi dung d6ng thdi tenofovir disoproxil. C6c trudng hg,p hiOm g4p v6 vi6m tuy
vd nhi6m toan lactic, d6i khi gdy tir vong, dd duoc b6o c6o.

Kh6ng khuydn c6o k€t hqp lamivudine v6i cladribine.

Kh6ng c6 dir liQu v€ tinh an todn vd hiQu qud cria dolutegravir, lamivudine vd tenofovir disoproxil
k6t hqp v<ri c6c thu6c kh6ng retrovirus kh6c.

Nhi6m trirne co'hdi

Sir dpng Vi€n ndn Dolutegravir, lamivudine vd tenoforvir disproxil fumarate 50/300/300mg ho{c b6t
kj'liQtr ph6p di6u tri ARV ndo kh6c bQnh nh6n vAn c6 khA ndng bi nhi6m trung co hQi vd gflp nhtng
bi6n chirng l<h6c li€n quan d6n HIV. Do d6, bQnh nhdn cAn dugc theo d6i ch4t ch€ du6i su quan s6t
cira biic s! c6 kinh nghienr trong didu tr! HIV.
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Cric cl6ng dang nucleoside vd nucleotide c6 th€ gdy rat6n thuong ty th6 O mric rlQ kh6c nhau. D6 c6
b6o c6o vO r6i loan chric ndng ty th6 o tr6 scv sinh phoi nhiSm oo"giu cung ho{c sau khi sinh vdi c6c
d6ng dang nucleoside; nhirng ngudi ndy chtr yi5., q.run tdm d6n viel AiAu tl Ua* c6c ph6cd6 c6 chria
zidovudine.

Cdc t6c dung kh6ng mong mudn cht y6u ld vd huy6t hgc (thi6u m6u, gi6m b4ch cAu trung tfnh) vd
chuycn hoa (tang lactat huy6t, tdng lipid m6u). Nhirng bi6n cd ndy thuLg ld nh6t iltoi. liOiri.oi
loan thAn kinh khoi phrit mu6n dd duoc b6o c6o hi6m g6p (tdng trucrng luc, co gi6t, hdnh vi b6t
thuong). Hi6n chua td cdc roi lo4n then kinh tr6n ld tho6ng qua hay vinh vi$n. f6t f.1,tr6 ndo ti6p
xtic tlong tit cung v6i c6c chdt tuong ty nucleoside vd nucleotide, ngay cttnhtng tr6 6m tinh v6i
HIV, vAn ph6i duoc theo ddi ldm sdng vd x6t nghiQm vd cAn duqc ki# tra dAy ari uc khd nang r6i
loan chf'c ning ty th6 trong trudng hqp c6 c6c d6u hi6u hopc triOu chring li6n quan. Nhirng ph6t hiQn
ndy kh6ng inh hu'crng d6n c6c khuyr5n nghf qu6c gia vc didu tri ARV a pnp rrr mang ttr-aiac ngan
ngua ldy truydn HIV theo chiAu dqc.

7. TUONG TAC, TUOl\c KY CUA THUOC

Kh6ng c<i nghiCn cfu tuong tric thu6c ndo duoc thgc hiQn khi sri dgng Vi6n n6n Dolutegravir,
lantit'ttdinc vd tcnofbrvir disproxil fumarate 50/300/300mg. Vi thu6c ndy chria dolutegravir,
lamivudine vd tcnofovir disoproxil, b6t kj,tuong tdc ndo d6 duoc xric dinh voi citct6c nh6n ndy ri6ng
16 co thO x6y ra vdi vi6n t<6t frgrp ndy. C6c nghidn cfu tuong t6c v6i cdc t6cnh6n ndy chi duoc thuc
hiQn o nguoi l6n.

Tuo'ng tdc li6n quan tl6n dolutesravir

Tdng cdn, tdng nong dQ lipid m6u vd glucose c6 thO xhy ratrong qu6 trinh dieu tri bang thu6c kh6ng
virus. Ki0m soet r6i loan lipid thich hq,p.

R6i loan chri'c nlns tv tho

NOn tranh cdc y6u tO lam giAm n6ng dQ dolutegravir trong huy6t tuong khi c6 HIV-I kh6ng v6i c6c ch6t
uc chO tich hop. Di0u ndy bao g6m vi6c sri dpng d6ng thdi cdc loai thu6c ldm gi6m nong aiaolutegravir
trong miiu (vi dp nhu thu6c kh6ng axit c6 chria magi6 ho4c nh6m, ch6t b6 sung ,at ua canxi, uiiu-ln
t6ng hqp vd chAt gdy chm img, etravirine (kh6ng c6 ch6t ric ch6 protease tdng cucrng), tipranavir /
ritonavir, rifampicin, st. John's wort) vd mQt s6 lo4i thu6c ch5ng itQng kinh) (xem bang b€n du6i).

Doltrteglavir duoc thai tru chri ytiu qua chuy6n h6a boi UGTlAl. Dolutegravir cfrng ld co ch6t cta
UGTlAS. tJG'llA9, CYP3A4,P-gp vd BCRP; do d6, cric lo4i thu6c c6m ring c1c enzymndy c6 th6
llrnr gidrnr n0ng d6 clolutegravir trong huytit tuong vd ldm gihmtdcdgng di6u tri cua n6 (xem b6ng b6n
duoi)' Ph6i hop voi dolutegravir vd c6c thudc kh6c ric chti c6c enzymndy c6 th6 ldrn teng n6rig dQ
dolutegravir trong huytSt tuong.

Tr€n in vlvo, dolutegravir kh6ng c6 tric dung trOn midazolam. DUa tr6n dfr liQu in vivo valho[c in vitro,
dg ki6n dolr-rtegravir kh6ng 6nh hucmg d6n duoc clQng hoc cua c:6cthu6c ld co ch6t cua b6t ki, ch6t van
chuyen hodc cnzym chinh nao nhu Cyp3A4, Cyp2cg vd p-gp.

C6c ttLong tttc dd duqc thi6t l4p vd theo l! thuytit v6i c6c s6n phAm thu6c khring retrovirus vd thu6c
khring retrovirus duoc chon lgc dugc figt kc trong b6ng du6i; dt liQu dugc rlQng hgc ph6n 6nh c6c
nghi€n criu ir nguoi ldn.

7
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Khd ndng tuong t6c chuy6n h6a th6p do lamivudin it chuytin h6a, li6n t<6t vOi protein huyt5t tucrng th6p
va thai tru'qui.r thdn gAn nhu hodn todn.

kiuel h aufu 1_$ uUgwlhuszel
Su dung ddng thoi v6i trimethoprim / sulfamethoxazole 160 mg / 800 mg ldm tdng 40Yo phoinhi6m
lamivudin, do thAnh phAn trimethoprim (thenh phAn sulfamethoxazole kh6ng tucrng t6c). Tuy nhien, trir
khi bQnh nhdn b! suy thfn, kh6ng can AiAu chinh li6u lamivudin. Lamivudin kh6ng co tdc dgng trdn
duoc dQng hoc cira trimethoprim ho{c sulfamethoxazole. Khi sri dpng d6ng thdi, benh nhdn cAn duoc
theo d6i lAm sdng. Ndn trdnh su dung d6ng thoi lamivudin v6i hAu cao co-trimoxazole Ae eieu tri vi€m
ph6i do Pneunrocystis jirovecii (PCP) vd nhi6m toxoplasma.

CAn xen, xdt kha nang tuong tirc voi c6c sin pham thu6c kh6c ding d6ng thoi c6 con ducrng thii trt
chinh ld th6ng qua hQ vdn chuyOn cation hiru co, vi dg trimethoprim. C6c thu6c kh6c (vi du: ranitidin,
cimetidin) thdi tru mQt phAn theo co ch6 ndy dE ctugc chimg minh ld kh6ng tucrng t6c v6i lamivudin.
Ztdptudttt
Cmax cua zidovudin tdng nhe (28%)khi dung d6ng thoi v6i lamivudin, tuy nhi6n AUC khdng thay d6i
d6ng kO. Ziovudin kh6ng inh hucrng d6n dugc dQng hqc ctra lamivudin.
Do sy tuong d6ng, kh6ng n6n dirng d6ng thoi lamivudin vdi c6c ch6t tuong tu cytidin kh6c, ching han
nhu emtricitabin. Hon nira khOng n6n dirng d6ng thoi v6i b6t kj'thu6c ndo kh6c c6 chria lamivudin.
Cladribin

Tr€n iir ttitro \anivudine uc ch6 su phosphoryl h6a nQi bdo cria cladribin d6n d6n nguy co ldm giAm

hi6u qua lAm sdng ctra cladribin. MQt s6 ph6t hi6n tr6n lAm sdng kh6c cflng ung h6 diAu ndy. Do d6,
kh6ng n6n dung d6ng thoi hai thudc.

Chuy6n h6a lamivudin kh6ng li6n quan d6n CYP3A, n€n tuong tfuc voic6c thu6c dugc chuy6n h6a qua
hQ th6ng nay kh6ng th6 x6y ra.

Sorbitol

O nguoi l6n dung d6ng thoi dung dich sorbitol v6i mQt hAu dung dich udng lamivudin 300 mg duy nh6t
ldm tang AUCm vd Cmax ctra lamivudin. Tr6nh dung d6ng thoi lamivudine m4n tinh v6i cdc sdn phAm
thudc c6 chira sorbitol hodc c6c poly-alcol c6 thc dung tham th6u kh6c hodc ruqu monosacarit (vi dp:
xylitol, mannitol, lactitol, maltitol). N6u b6t buQc dtrng d6ng thoi m4n tinh, cdn nhic theo d6i t6i luong
virus IIIV-l thucmg xuy€n hcrn.

Vi tenofovir chi y6u dugc th6i tru qua thdn, n6n viQc dung d6ng thoi tenofovir disoproxil fumarat vdi
c6c san phdm ldm gi6m chric ndng thfln ho4c cpnh tranh ti6t dich bing 6ng th6ng qua c6c protein vAn
chuy6n hOAT 1, hOAT 3 hodc MRP 4 (vi dg cidofovir) c6 thOldm tdng n6ng dQ tenofovir huydt thanh
vir/hoac c6c thu6c duoc sir dpng d6ng thoi
Kh6ng ndn sit dung tenofovir disoproxil fumaratv6i nhirng thu6c dQc nguy hai cho th4n, ching han nhu
aminoglycosid. amphotericin B, foscarnet, ganciclovir, pentamidin, vancomycin, cidofovir hoac
interleLrkin-2. Vi tacrolimus c6 th6 anh huong d6n chric ndng thfln, ndn theo ddi ch4t ch€ khi dung d6ng
thoi vryi tenofbvir disoproxil fumarat,

Dua tr€n cdc thi nghi6m in vitro vit c6c con ducrng thdi trir da bi0t cta tenofovir, khd ndng tucrng t6c qua
trung gian CYP450 giira tenofovir v6i cric thu6c kh6c ld th6p.

Kh6ng nOn dirng cl6ng thoi tenofovir disoproxil fumarat voi cdcthu6c khSc chria:
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- tenofbvir disoproxil

- tenofovir alafenarnide

- adefbvir dipivoxil

- didanosine

Bine tucrne tfc thu6c

Tucnrg tric giira ViAn ndn Dolutegravir, lamivudine vd tenoforvir disproxilfumarate S0/300/300mg
vd c6c sdn phAm thu0c su dung <16ng thoi duqc liQt k6 trong bdng sau (tdng dugc bi6u thf ld f , gi6m ld
J, khong thay dOi ld *), diQn tich du6i tludrng cong AUC, N6ng dQ thu6c tOi ea Cmax, nOng dQ tfi di6m
cu6i Ct).

irc tuorg t:ic thu6c
eo linh vgc tli0u tri.

Chiing nhi6m khu6n

Thu6c kh6ne retrovirus

Thu6c [rc ch€ men sao cheip ngaqc non - nucleoside (NNRTIs)

Etravirine kh6ng dugo
. ,: .rang cu0rlg chat uc

/DolLrtegravir

Khuy6n c6o khi sfr dgng ddng thdi

Dolutegravir J

AUC J 7l%o; Cmax I 52%;

Ct .J. 88%

Etravirine +'
(c6m ring enzym UGTIAI
cYP3A)

Etravirine ldm
dolutegravir trong h uong.

LiAu khuyiSn c6o ddnh cho ngudi lcrn
cria dolutegravir ld 50 mg x2ldn/ngiry
khi dung d6ng thoi v6i ltravirin. md
kh6ng c6 tdng cudng ch6t ric ch6 men
proteas.

O benh nhi, fiAu ding mQt tAn / ngdy
dga tr6n cdn n{ng n6n dugc dirng hai
l6n mQt ngdy.

Kh6ng n6n sri dpng dolutegravir v6i
etravirine khi kh6ng t<Ct hqp
atazanavirl ritonavir, darunavir/
ritonavir, ho{c lopinavir/ ritonavir cho
bQnh nhAn kh6ng INI.
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inavir/r'itona

virine/Dolut

pinavir/ritona

fovir disopro

Darunavir/ritona

Etravirine/Dolutr

Nevirapine/dol

navir I
utegravir

vir *
rxil

"a"t, 
*

utegravir

utegravir

utegravir

Kh6ng dnh hucmg d6ng kC dCn

Kh6ng cAn di6u chinh li6u

Dolutegravir J

AUC J 25o/oi Cmax I l2%; Cr I
36%

DRV ->

RTV ++

Kh6ng cAn di6u chinh fi6u

Dolutegravir J

AUC J 57Yo; Cmax 139%o; C

I7s%
Efavirenz +-+ (c6m rlmg enzym
UGTIA1 vd CYP3A)

Li6u dolute duoc
khuy6n c6o y tiri
sr? dpng ktit

O bQnh nhi, li6u ding mQt lAn / ngdy
dlra tr6n c6n n{ng nOn duoc dung 2 lAn
mQt ngdy.

Khi c6 su dd kh6ng v6i nh6m
inlergrase, n6n.cdn nh6c sir dung c6c
k6t hqp thay th6 kh6ng chfa efavirenz.

Dolutegravir J

(Chua duoc nghiOn criu, dg kitin
sE gi6m mric phoi nhi6m tucrng
tU nhu quan s6t duoc vdi
efavirenz, do cim img) cAn ndng n6n duoc dung hai lAn mQt

ngdy.

Khi c6 su dd kh6ng v6i nh6m
intergrase, n6n cdn nhic str dirng k6t
hqp thay tht5 kh6ng chria nevirupi.r..

tegravir Dolutegravir <+

AUC 1 I2o/o; Cmax I l3%; Cr 1

22%

Rilpivirine.-'

Kh6ng can eiOu chinh li6u.

=
,5

AN

D{

PI

\1

Rilpivirine/dolu
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)c ac chA men sqo chdp nguqc nucleoside NRTI)

Emtricitabine /

lamivudine

Vi6n n6n Dolutegravir, lamivudine vd
tenoforvir disproxil fumarate
50/300/300mg kh6ng ndn dung ddng
thoi v6i emtricitabine, do sU gi5ng
nhau gifra emtricitabine vd lamivudine,
vd do ct6 ldm tdng khd ldng gia tdng clQc
tinh vi khdng c6 lgi vd hiQu qud.

)idanosine / tenofovir

isoproxil

Didanosine AUC t 40-60%

Dolutegravir, lamivudine vd tenoforvir
disproxil fumarate 50/300/300mg v6i
didanosine. Ngodi ra didanosine 250
mg phdi hqp v6i tenofovir disoproxil
trong mdt sd ph6c dO ph6i ho. p ihuOc
kh6ng retrovirus kh6c nhau c6 li6n
quan tl6n tj' lQ thAt bai vA virus hoc cao.
Kh6ng n€n su dung d6ng thoi vd
didanosine.

defovir dipivoxil/

nofbvir disoproxil

AUC: ++

Cmax: .t

Tenofovir disoproxil kh6ng n6n dung
ddng thoi v6i adefovir dipivoxil.

ntecavir/ tenofovir

Lsoproxil

AUC: ++

Cmax:.,

Kh6ng.c6. tuong t6c duoc dQng hgc
dring kO vO mdt l6m sdng khi tenofovir
disoproxil dugc dtrng d6ng thoi vdi
entecavir.

Chnt Li't' chA Protease (PLt

Alazanav irld o I ute grav
ir

Ata'zanav irlte n o lb v ir

disoproxil

Dolutegravir J

AUC 19Io/o;CmaxI50%;

Cr 1180%

Atazanavir e (cAm img
enzym UGTIA1 vd CYP3A)

Atazanavir: AUC: 125%; Cmax:

I2r%
Tenofovir:AUC: | 24%; Cmax: 1

r4%;

Cmin: 122%

Li€u dolutegravir !h6rg duoc wqt qu6
50 mg hai lAn m6i ngdy t<tlt trqp vcyi
atazanavir vi dfi liQu kh6ng c6 sin.

N6u atazanavir vd Vi0n n6n
Dolutegravir, lamivudine vd tenoforvir
disproxil fumarate 50/300/300mg duoc
sir dqng d6ng thoi, lidu atazanauir :OO
mg mQt tan m6i ngdy cirng voi ritonavir
100 mg mQt l6n m6i ngdy ("tdng cuong
ritonavir").

i
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Ataz,anav ir+r i t o navi r/
Dolutesravir

Atazanav ir+ r i t o n avi r/
Tenofovir disoproxil

Dolutegravir I
AUC t 62%; Cmax | 3a%;

Cr | 121%

Atazanavir r--t

Ritonavir +-+

(cAm img enrym UGTlAl vd
cYP3A)

Tenofovir:

AUC: 137%: Cmax: I 34%: 
l

ViQc tdng ti6p xric vcri tenofovir c6 th6
ldm tdng c6ctic 4U.rg phu li6n quan d6n
tenofovir, bao g6m ca rdi lo4n th{n.
Chric ndng than c6n duo. c theo d6i chdt

Tipranavir l ritonavir/

dolutegravir

Dolutegravir J

AUC J 59Yo; Cmax I a7%;

Ct I 76% (c6m tmg enzyrn
UGTIA1 vd CYP3A)

Li6u khuy6n c6o cho ngucri l6n ld
dolutegravir 50 mg x 2 ldn / ngdy khi
dirng cirng vdi tipranavir / ritonavir.

x
0u lugng duatrOn cdn
ngdy ndn duoc dung

OOi vOi nhi6m trung d0 kh6ng v6i c6c
ch6t ric ch6 tich hgp, nOn xem xdt c6c
--t4: | .. ,r .i'i ,' ^ ' ).pnol nQrp may tne khong bao gom

Fosamprenavir *
ritonavi r/d olutegravir

Dolutegravir I
AUC J 35Yo; Cmax 124%; Cr I
49% (ctm img enzym UGTIA1
vd CYP3A)

Kh6ng can Aieu chinh liAu trong trucrng
hgp kh6ng c6 su dC khang cira lcrp tich
hqp.

nd' r .i al ., ,rrol vol nnrem trung de khang voi c6c
chft ric ch6 tich hgp, n6n xem x6t c6c
phOi hgrp thay thC khdng bao g6m
fosamprenavir / ritonavir.

Darunav i r-f ritonavir/
Dolutegravir

Dolutegravir I
AUC J 22o/o; Cmax I ll%;
C24giir I3g%
(cdm ung enrym UGTlAl vd
cYP3A)

Khdng can Cieu chinh li6u

Darunavir Fritonavir/

Tenofovir disoproxil
Darunavir:

Kh6ng dnh hucmg d6n th6ng sl
PK cua darunavir/ritonavir

Tenofovir: AUC: | 22%; Cmin:

ViQc tdng ti€p xric v6i tenofovir c6 th€
ldm tdng cilctdc dUng phU li6n quan d6n
tenofovir, bao g6m cd r6i lo4n th4n.
Chric ndng thQn cAn duoc theo d6i chat
ch6.

P
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Lopinavir+ritonavir/

Dolutegravir

Lopinavir*ritonavir/
Tenofovir disoproxil

Lopinavir/ritonavir:

Khdng 6nh hucrng cltin th6ng s6
PK ctra lopinavir/ritonavir.

hcnOng cAn di6u chinh liOu

ViQc tdng ti6p xric voi tenofovir c6 thO
ldm tdng c6c t d6n
tenofovir, bao hric
ndng thfn cAn

Thudc khdng vi-rilt vi€m ran C

Daclatasvir/

Dolutegravir

Daclatasvir/tenofovi

disoproxil

Dolutegravir ++

AUC t 33o/o; Cmax I 29%; Cr I
+s%

Tenofovir *+

AUC t l0%o, Cmax I5Yo, Cmin

IL7%

Daclatasvir ++

|IchOng can ei6u chinh liOu

e> Daclatasvir

AUC: 1.10 (1 .0l,L2l)
Cmax: 1.06 (0.98, 1.15)

Cmin: 1.15 (1 .02,1.30)

.+ Tenofovir

AUC: 1.10 (1.05, 1.15)

Cmax:0.95 (0.89, 1.02)

Cmin: l.l7 (1.10,1.24)

Li

HI

)l

rl

Hi

a
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S o fo s b u vi r/terro fo v i r
disoproxil

Tenofovir

J Cmax L25 (L 08, 1.45)

*+ AUC 0.98 (0.91, 1.05)

*' Cmin 0.99 (0.91, 1.07)

Kh6ng cAn cti6u chinh lidu sofosbuvir

Ledipasvir/Sofosbuvir

*Dolutegravir I
Tenofovir disoproxil

(+Emtricitabine)

Sofosbuvir:

AUC: e+

Cmax: e>

GS-3310072

AUC: ++

Cmax:..

Cmin: ++

Ledipasvir:

AUC: ++

Cmax:.t

Cmin: *

Dolutegravir

AUC: ++

Cmax: *t
Cmin: +-+

Emtricitabine:

AUC: ++

Cmax: *->

Cmin: *t

Theo ddi cric phan img c6 hai li6n quan
d6n tenofovir o bQnh nhdn dung d6ng
thdi ledipasvir / sofosbuvir v6i Vi€n
ndn Dolutegravir, lamivudine vd
tenoforvir disproxil fumarate
50/300/300mg. Theo ddi chric ndns
th4n chBt ch6.

I4
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Tenofovir:

AUC: I 65%

Cmax: I6I%

rvir/Velpatasvir

fovir disoproxil

Cmin: I ll5%

Sofosbuvir:

AUC: ++

Cmax: e+

GS-3310072:

AUC: ++

Cmax: <+

Cmin: I 42%

Velpatasvir:

AUC: | 142%

Cmax: 155%
Cmin: I30l%
'fenofovir:

AUC: ++

Cmax: 155%
Cmin: I 39%

Sofosbuvir / velpatasvir dd duoc chring
minh la v6i
tenofovir khi
phoi nhi vd
Cmax).ld khoang 40-80% trong khi sir
dr,mg ddng thdi sofosbuvir / velpatasvir
vd tenofovir disoproxil nhu mQt phAn
cira c6c ph6c d6 diAu tri HIV khric.

Tinh an todn cria tenofovir disoproxil
khi sri dgng v6i sofosbuvir / velpatasvir
vd chdt tdng cuong dugc dQng hgc (vi
dp nhu ritonavir hodc cobicistat) chua
dugc x6c dinh.

B0nh nhdn dung cl6ng thdi tenolbvir
d / velpatasvir
n phAn irng c6
h r disoproxil ,

15
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Sofosbuvir/V elpatasvir/

Voxilaprevir +-

Tenofovir disoproxil

(+ Emtricitabine +

Darunavir/ritonavir)

I Sofosbuvir:

AUC: e>

Cmax: 130%

Cmin: N/A

GS-33 10072:

AUC: .+

Cmax:*t

Cmin: N/A

Velpatasvir:

AUC: +-+

Cmax: *
Cmin: ++

Voxilaprevir:

AUC: I 143%

Cmax:I72Yo

Cmin: I 300%

Tenofovir:

AUC: | 39%

Cmax: 148%

Cmin: I 47%

Sofosbuvir / velpatasvir d6 dugc chring
minh ld ldm tdng phoi nhi6m v6i
tenofovir (ric chiS P-gp .

Sp gia tang khi phoi nhiSm vdi
tenofovir (AUC vd Cmax) ld khoAns
40%o trong L,hi srlr dpng d6ng thdl
sofosbuvir/velpatasvir/voxilaprevir vd
darunavir+ritonavir+tenofovir
disoproxil iemtricitabine.

disoproxil
velpatasvir
ucrng duoc

dQng hqc (e.g. ritonavir or cobicistat)
chua dugc x6c dinh.

Benh nhan dirng ddng thdi tenofovir
disoproxil vd sofosbuvir/ velpatasvir
/voxilaprevir n6n dugc theo d6i vA cric
phdn img c6 h4i li6n quan d6n tenofovir
disoproxil.

D/

Thtt6rkh,rit_as Inn

dga tr6n cdn ndng ndn duoc dung hai
l6n mdi ngdy. Khi c6 sg d€ kh6ng vdi
nh6m intergrase,n€n tr6nh dung d6ng
thoi dolutegravir vd rifampicin.

Ri fampicin/dolute gravir Dolutegravir J

AUC J 54o/o; Cmax I 43Yo: Ct
172%

(cim img enzym UGTlAl vi
CYP3A)

Ri fabutin/dolutegravir Dolutegravir <-+

AUC J 5%o; Cmax I 16%; Cr I
)0%

(cdm img enzym UGTIA1 vd
cYP3A)

Kh6ng can ei6u chinh li6u
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Fluconazole

Itraconazole

Ketoconazole

Posaconazole

Voriconazole

Dga tr€n dti liEu li thuy6t, kh6ng c6
tucrng tilc voi dolutegravir, tenofovir
disoproxil ho[c lamivudine.

Thu6c ch6ng tlQng kinh

Carbamazepine/

dolutegravir

Oxcarbazepine/

dolutegravir

Phenytoi r/do lutegravir

Phenobarbital/

dolutegravir

Dolutegravir J

AUC J 49%o; Cmax 133%o; Cr
! 73%

Dolutegravir J

(Chua dugc nghiOn ciru, dp
ki6n giAm do cdm img men
UGTIA1 vd CYP3A, giim
phoi nhi6m tucrng tr,r nhu
carbamazepine dugc mong doi)

T:1lgro4n 
nhlptim

Dofeti I ide/dolute gravir

Thudc khring acid vdr thqr

Dofetilide J

(Chua duoc nghi€n criu, khi
ndng ldng do ric chti ch6t vAn
chuy6n OCT2)

Chdng chi dinh dung d6ng thoi
Dolutegravir vir dofetilide do dOc
tinh cria dofetilid n6ng dQ cao c6 khd
ndng cle dga tinh mang.

ph0m chri'c nlng

Thu6c kh6ng acid
magnesi hodc
/dolutegravir

chr

nh6
Dolutegravir J

AUC J 74o/o; Cmax 172%
(Li0n t<t5t ptrfc voi cdc ion da
h6a tri)

NOn u6ng thu6c kh6ng acid chria
magnesi hodc nhOm c6ch xa thoi
di6m udng dolutegravir (it nhdt 2
gid saud6 ho4c 6 gid trudc d6)

4
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Ctr6t UO sung chria calci I

dolutegravir

Chfc b6 sung chria sit /
dolutegravir

Dolutegravir J

AUC I 39o/o; Cmax ! 37%;

C24hours !39%
(Li6n ket ptlic v6i c6c ion da
h6a tri)

NOn dung,ctr6t UO sung chria calci
hoBc ch6t b6 rung sit vd
multivitamin c6ch xa thoi di6mA ,,uong clotutegravir (it nhet 2 gio sau
d6 ho4c 6 gio tru6c d6)

Dolutegravir J

AUC J 54%o; Cmax I 57%;

C24giit 156%
(Li6n ket phuc voi cdc ion da
h6a tri)

Multivitamins/

dolutegravir

Dolutegravir I
AUC I 33Yo; Cmax I 35%

C24giit 132%

(Li6n k€t phric v6i c6c ion da
h6a tri)

Thu6c h4 ilu'dng huytit

Metforrni n/dolute sravir

Thu6c tr6nh thai cluong u6ng

Su dUng tl6ng thoi v6i
dolutegravir 50 mg ngdy I
ldn:

Metformin t
AUC 1 79%o;CmaxI 66%

St dung ddng thdi v6i
dolutegravir 50 mg ngiry 2
lAn: Metformin t

Can cdn nhic diAu chinh li6u
metformin khi bat dAu vd k6t ttuic

metformin khi dung d6ng thoi v6i
dolutegravir, vi tdng n6ng dg
metformin o nhirng bQnh nhdn ndy
ldm tdng nguy c0 nhi6m acid lactic)

Dolutegravir <+

Ethinylestradiol *-'

AUC 1 3o/o; Cmax I l%o

Norelgestromin +-+

AUC J 2o/o; Cmax I I),%

Dolutegravir kh6ng c6 tdc dpng dugc
lpc hgc d6i v6i hormone tao hoirng
thC (LH), hormone kich thich nan!
tpne (ESH) vd progesterone. Kh6ng
cdn di6u chinh li6u cria thu6c trrffi
thai khi dung chung v6i dolutegravir.

Dolutegravir +->

AUC I llo/o;CmaxI6%;

Cr I 17%

Kh6ng cAn di6u chinh li6u

Ethinylestradiol vd

Norelgestromin

/dolutegravir

Thu0c C'orticosteroid

Predni sone/dolutegravir

Thudc nghidn
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Methad on e/dolute sravir

Sin phAm tu th6o duoc

Dolutegravir ++

Methadone ++

AUC J 2Yo; Cmax <-+ \Yoi

Crll%

Kh6ng can ei6u chinh tAu

C6 St. .lohn's wort/

dolutegravir

Dolutegravir J

(Chua dugc nghi6n criu, dg
ki6n sE gi6m do cdm img men
UGTIAI vd CYP3A, giam
phoi nhi6m tucrng tg nhu
carbamazepine)

Trti em

c5c nghidn cfru vd tuong tfc thu6c chi dugc thuc hiQn 0 ngudi lcm.
Tu'ong ky crta thudc

Do khdng co citc nghidn criu v6 tfnh tucrng ky cria thu6c, kh6ng trQn lfin thu6c ndy v6i c6c thu6c kh6c.

s. su DUNG THUOC CHO pHU Nr.I CO THAr VA CHO CON BU

Chi dung thudc khi lqi ich dg ki6n dugc chimg minh ld lcrn hcrn nguy co tidm An tr6n thai nhi.

PhU nil'mang thai

Dqblcgrays

Dolutegravir dd du'oc chirng minh ld c6 th€ di qua nhau thai o dQng v6t. Trong c6c nghi6n criu vA
d6c tfnh sinh san dQng v{t, kh6ng c6 ktit qud ph6t tri6n b6t loi ndo, bao gdm c6 khuy6ttQt 6ng thAn
kinh, dugc xdc dinh' Oe neu rd hon vA nguy co c6 th6 xiy ra, cdc nghi6n criu vd gi6m s6t tich cuc
dang duoc ti6n hdnh o nhirng phu nir mang thai tiOp xric vdi dolutegravir vdro thoi JiCm thp thai.

Phu nf lrong ba th6ng dAu cira thai k! n6n dugc th6ng b6o v6 nguy co gia tdngtj/ lq di t6t 6ng thAn
kinh khi s[r dung dolutegravir. Cfrc lga chon thu6c khring retrovirus duoc tru ti6n c6 thd kh6c nhau tuy
thuQc vdo d6nh gi6 lqi ich / rui ro cira timg c6 nhdn vir hodn c6nh dia phuong.

Hon 1000 k6t qu6 do phoi nhi6m trong tam c6 nguyOt thli hai vd thrl ba o php nt mang thai cho th6y
kh6ng co b[ng chimg vd viQc tdng nguy co di tflt.

LamfVudiler a tenofovir disoprod

C6c nghi€n ctru tr6n dQng v?t khdng chi ra t6c hai tr.uc ti6p ho4c girin ti6p cria tenofovir disoproxil hoflc
lamivr'rdine AOi vOl d6c tinh sinh sdn. Tinh an todn cira tenofovir trong thai kj, o ngudi vfln chua dugc
th.i6t ldp dAy dir. Tuy nhi€n, ngudi ta de theo d6i dn s6 luq,ng phoi nhGm trong tam c6 nguyQt dAu ti6n
dc phrit hi€ri nguy co df tpt bAm sinh t6ng thO tdng it nnilt gaphai l6n. rhon gthay su gia,a"L oi tdt bAm
sinh d6i voi tenofovir disoproxil ho4c lamivudine,
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Phu nti'c'6 kha ndng mang thai

M[c du nguy co tuyQt d6i th6p, v6n c6 kh6 ndng tdng khoang 3 l6n nguy co khuy6t tat 6ng than kinh d
phu nfr' drrng dolutegravir trong giai do4n thq thai so voi cdc thudc diAu tri HIV kh6c, k(:7a efaviren .

Phu nir cung c6p th6ng tin vd lgi ich vd rrii ro, d6 dua ra lga chgn ,arrg ,uot v€ viQc sir dung
doluteg liQu ph6p ktang retrovirus kh6c. Thay th6 uu ti6n c6c lua chgn c6 th6 khric nhau tuy
thudc v 6 lqi ich / rui ro cri nhdn vd hoan c6nh dfa phuong.

N6u kha thi. phu nir c6 khd ndng mang thai n€n thtr thai tru6c khi Uat eAu ding dolutegravir.

Phu nil'tlang c,ho con bil

Dolutegravir, lamivudine vd tenofovir disoproxil duo. c tim th6y trong sira mg c:tla c6c bd m9 dang cho
con bu.

Phr"r nir mang thai vd cho con bri n6n tudn thri theo "Hucrng dan chdm s6c vd di6u tri HIV/AIDS" cria b6
Y l'e"

q. ANIT TlUoNG cun TTTuoC LTN KHA NANG LAI xE, VAN HANH MAY Moc
BQnh nhdn cAn du-o, c th6ng b6o rdng ch6ng m4t dd duo. c b6o c6o voi bQnh nhdn dtrng dolutegravir vd
tenofovir disoproxil fumarat. Xem x6t tinh tr4ng l6m sang cria bpnh nh6n vd hd so phan tmg bAt tqi cta
dolutegravir khi danh gi6 khA ndnglfui xe vir v{n hanh m6y m6c cta benh nhan. Chua c6 nghi6n criu vA anh
hucrng cua lamiwdin vd tenofovir disoproxil fumarat trdn kh6 ndng l6i xe vd vQn hdnh m6y m6c.

10. TAC DUNG KHONG MoNG MU6N

Dir liOu tu' cdc thri nghiQm l6m sdng dugc str dpng tl6 udc tfnh tAn su6t cria c6c tiic dung kh6ng mong
mu6n li6n quan dtin cii6u tr! dolutegravir. C6c phan ung c6 h4i nghiem trong nh6t ld ph6n img qu6 m6n
bao gdnr ph6t ban vd dnh hucrng nghiOm trong d6n gan. Cdc ph6n rmg c6 h4i thucrng gaf nfrdt cta
dof utegravir Id budn n6n (13%), tiou ch6y (rg%) vd nhric dAu (13%).

O nhimg bdnh nhAn.dung tenofovir disoproxil, c6c truong hgp hi6m gip vA suy thfln, suy th6n vd bgnh
6ng thdn gAn (bao gdm ci h6i chimg Fanconi) d6i khi d6n d€n c6cbeithucmg uA *o-rg (khong thucrng
xuy0n g6p phAn gdy gdy xucrng) dd dugc b6o c6o. Theo d6i chric ndng th4n dugc khuv.n cao Jno uontt
nhdn dung Vi0n nen Dolutegravir, lamivudine vd tenoforvir disproxil fumarate 50/300/300mg.

i
I

i

hai dugc coi ld li6n q utegravir, tenofovir d duoc
heo hQ thdng co th6, I vd tAn su6t tuyQt d6i. ld r,5t
10), thuong gAp (l/10 it g4p (l/1000 d6n U 0 d6n
i6rn g4p (< 1/10 000).

uan T0n suAt Tdc dgng khdng mong mu6n
mdu vd hO

ohuy0n hiia

dudng:

ln hd

trc vd

hdp,

trung

It gap Giam bpch cdu va thieu m6u (c16i khi nghiOm trgng), gi6m

ti6u cAu, h4 kali m6u

Rdt hi€m gflp Bdt san hdng cdu dcm thudn
RAt thuong g4p giim phosphate huy6t
Hi€m gap nhi6m axit lactic
Khdng bi€t ha kali m6u

Thucrng g{p Ho, c6c triQu chimg tr€n mfii

Rdt hi6m gdp Kh6 thd
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It g4p Phan img quii m6n

hQi chung t6i kich ho4t mi6n dich .

Thucmg g4p mAt ngtr, nhimg gi6c mo b@
It gap C6dinhhoflc c6 g6ngtutf (da@

sri trAm cim ho{c bQnh l)t tdm than;
ROi loan hq thdn

kinh
Rdt thuong gflp

Thuong g{p Ch6ng mdt

Rdt hi6m g4p BQnh lf thdn kinh ngopi bi6n (hoac df c6m)
Ror loan tiuru h6a Rat Bu6n ndn, ti6u chiy

Thuong g4p n6n mta, dAy hoi, dau bpng tr6n, dau U.rtrg, t nO cfriu O

bung,

Hi0m gdp Vi6m tpy tdng amylase huydt thanh

ROr loan gan mdt It gap

Kh6ng bi6t Gan nhi6m md
Roi loan da vd m6

duoi da

Thucrng gdp phdt ban, ngua, ryng t6c

ROr loan c<r xuong
vd m6 li6n k6t

It gip clau kh6p, dau co
Kh6ng bi6t ti6u co v6n, y6u co, nhuy6n xuong, bgnh co

Roi loan thqn vd ti0t

ni6u

Hi6m gflp Suy th4n cAp hiem g+p, suy ttrgtr, U@
g6m cA Fanconi) ,tdngcreatin

Rdt hi6m ho4i tri 6ng cAp tinh
Kh6ng bi6t vi6m thAn (bao g6m cd vi6m th4n te -6p ti"n;3ai tnao

nh4t do th4n
R6i loan chung vd

tai vi tri dung thu6c

thuong gdp MOt moi, kh6 ch!u, s6t

Hi€m gflp Suy nhuoc

Khdng bi6t H6i chimg phuc h6i mi6n dfch
Cdn ldrn sang Thuong g4p Ting ALT, AST

4Il

Ddi tu'nns allc bi6t

Tre crl

Dfr li6u c6 sin h4n chd cr tre em vd thanh thi6u ni6n (tir 6 d6n 18 tu6i vd c6n n4ng it ntr6t t 5 kg) sri dpng
dolutcgravir cho thAy kh6ng c6 phdn rmg phu ndo kh6c ngodi nhimg phdn img xhy rao nguoi lon.

Cric phdn Li'ng ngoai y quan siit duoc d benh nhi cluoc di6u tri blng tenofovir disoproxil ho{c lamivudine
dcrn le phi hop vdi nhirng ph6n img dd quan s6t th6y trong c6c nghi€n criu lAm sdng o ngudi l6n.

Gidm mAt d0 kho6ng cita xuong (BMD) dd dugc b6o c6o khi ding tenofovir disoproxil o bQnh nhi. O
thanh thi0u niOn nhi6m HIV, di6m sO gNrll o nhiing d6i tuqng dugc su dung tenofovir disoproxil th6p
hon o nhii'ng ddi tuong duoc sir dpng gi6 dugc. O tre em nhi6m HIV, di6m sO eN4O d nhfine d6i tuons
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chuycn sang dung tenofovir disoproxil th6p hcm so vdi nhimg d6i tuqng tiiip tpc sri dpng ph6c d6 chria
stavudine hoac zidovudine.

Ngu'tli l6'n tu6i

CAn thdn trong vi bOnh nhdn cao tudi c6 nhi6u khd ndng bi suy gi6m chric ning th4n.

Th6ng bdo ngay cho bdc s! nhirng ph,rtn hng khilng mong mu6n tuong khi sdr dryng thuiic.
11. QIJA r,I|ru vA cAcH xrI rRi
TriQu chring

N6u qur6 li6u xay ra, Theo ddi dQc tinh vd 6p dung tti6u trihd tro ti6u chuAn ni5u cAn

Xfr trf

Kh6ng co phuong ph6p di6u tri cp th6 cho trucrng hgp qu6li6u Vi6n n6n Dolute gravir,lamivudine vd
tenoforvir disproxil fumarate 5013001300mg. Ntiu xhy raqu6 li6u, benh nhan n6n duqc di6u tri h6 tro
vdi su theo ddi thich hqp (n€u cAn)

Vi nrdt lr'Lorrg kh6ng d6ng k6 lamivudine dd dugc lo4i b6 qua thAm t6ch m6u (4 gio), th{m phdn phric
mac lien tr-tc vd thAm phAn phfc mac tp d6ng, ndn khdng biet lieu thAm trich mriu li6n tuc c6 mang lai
lgi fch vd n-r{t ldm sdng khi qu6 fiAu lamivudine hay kh6ng.

Tenofovir disoproxil co thd duoc loai bo beng thAm tach m6u; itQ thanh th6i qua thfim phdn miiu trung
binh cua tenofbvir disoproxil liL 134 ml / phrit. ViQc lo4i b6 tenofovir disoproxil bang thAm ph6n phric
mac chua ducrc nghi€n cuu.rrt4v wl I Lt 4 u Lt \JU uEuJ

Vi dolutcgravir 1i6n ket nhiCu v6i protein huy6t tucrng,
th6m ph6n,

12.DAC'rfNrr DUqc LU. c HQC

Dolutegravir
MhAm rltuv, lri' I(1ninn rrin,. 'l,\-^ +^A* +LA.^ ^t^ +t--A ^ tNh6m du'oc llt:Kh6ng virus dung tod,n thdn, c6c thu6c k -g vrrus Knac.

l4a/1TC .lOsAXl2

Lamiv ud i ne ond tenofov ir dis oproxil
NhpU,rfurye;_!11:_Thu1c khting virut, dilng trong itiiu tr! HIV-I
Md ALq.J0sARl2
Co chO ho4t ilQng

Dolr'119g,r3-vir,-ric ch6 virus HIV tich hqp beng c6ch li€n t<tit vOi vitri tich hgp ho4t ctQng vd ngdn ch4n
bucrc chLryen r:hu5i cta qu6 trinh tich hqp ADN phi6n md ngugc - r6t can thi6t cho chu trinh sao ch6p
HIV.

Larlrvudl-tle vd tenofovir: cluoc phosphoryl h6a boi chc enzym tt5 bao dd t4o thdnh lamivudine
triphosphate vd tenofovir diphosphate, tuong img. Lamivudine triphosphate vd tenofovir diphosphate
ric ch6 canh tranh men sao ch6p ngugc HIV-I, d6n <ttin kCt thric ctr"6i lNa. CA hai ct6t OCuio4t dQng
ch6ng lai lllV-1 vh HIV-2, cfrng nhu chiSng ei vi-rrit vi6m gan B.

13. DaC TiNu DI/OC DQNG HQC

Dolutegrovir

uilp rhu
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Dolutegravir h6p thu niranh sau khi u6ng, Tmax trung binh ti 2-3 gio. Thric dn ldm tdng mric d0 vd
giam t6c clQ hAp thu' Sinh khd dpng cria thu5c phy thuQc vdo thdnh phAn bfia dn: bfia dn it, trung binh,
nhieu chAt beo lAn lugt ldm t[ng AUC 33yo, 4l%o, 66%; ttngCmax 46Vo, 52o/o, 67% vitkdo ddi Tmax
3,4,5 gio. Sg gia tdng ndry c6 the enh hucmg it6n l6m sdng trong trucrng hgp c6 su c6 m{t cria m6t s6
nhom ir-rtergrase kh6ng thu6c. Do d6, khuy6n c6o ding dolutegravir cirng thric 6n d bQnh nh6n nhi6m
HIV co c6c nhom intergrase kha.tg thu6c. Sinh kha dpng tuyQt t16i ctra dolutegravir chua dugc thi6t l6p.
PMlr bd
Doluleglavir li6n k6t cao (> gg%) vdi protein huy6t tucrng ngudi dya tr6n dfl liQu in vitro. th6 tich ph6n
Uo uieu kiOn la 17-201, o bQnh nhdn nhiSm HIV, dpa tr6n phdn tich duoc dQng hgc quAn th6. rien tct
v6i protein huy6t tuong khdng phu thuQc n6ng dQ thu6c. Tf lQ kh6ng li6n tet cria dolutegravir dang tu
do trong hury0t tuong ting khi albumin huytft thanh gi6m (<35 glL) 6bQnh nh6n suy gan mric d6 trung
binh.

Dolutegravir c6 mdt trong dich ndo triy (CSF). Dolutegravir cflng c6 mflt trong niQu dao o nfl vd nam.
A{.JC trong dich c6 tu cung, md c tri cung vd m6 dm d4o liL 6-10% so v6i trong huy6t tucrng tucrng fng
o trang th6i ern dinh, AUC trong tinh dich ld 7%vdtrong m6 tryc trang ld,I7%so vdi trong huy6t tuong
trang th6i 6n dinh.

ehuyQr hdpt

Dolulegravir chuydn h6a chtr y6u th6ng qua li6n hgp vdi glucuronic nho UGTIA1 vd lugng nho
CYP3A. Dang kh6ng ddi trong nu6c ti6u thdp (<I% licu). 53% li6u bdi ti6t AuOi d4ng kh6ng d6i qua
phitn.32% liOu bdi ti6t qua nudc ti6u, chir ytiu ld ether glucuronid ctra doluteg ravir (I8,ivd, cn6t chuy6n
h6a N-dealkylation (3,60A) vd m6t ch6t chuy6n h6a hinh thdnh qua qu6 trinh oxy h6a d carbon benzylic
Q,A%).

lh!u-!rit
Thoi gian b6n thAi ctra dolutegravir - 14 gid. CLIF xdp xi lllgid o bQnh nh6n nhi6m HIV, dpa tr6n
phdn tich dtroc d6ng hgc quAn th6.

D|tJurrygd_qc' hi€t

Tri cnt

Durvc dong hoc o 10 tre em nhi6m HIV-1 (12 ddn< 18 tu6i) dung dolutegravir 50 mg mQt lAn tr6n ngdy
tuong 1u nhu o nguoi lon dung cung lidu.

Du'o'c cfdng hoc o 11 trd em tu 6-12 tudi dirng li6u 25 mgmdi ngdy mQt lAn (nang ft nh6t 20kg) vd 35
mg nrSi ngdy rnot lAn (nang it nh6t 30 kg) tucmg tu nhu 0 ngudi lcm.

M0 hinh dtroc ddng hoc quAn th6 vd phdn tich cho th6y dugc dQng hoc d tr6 tir 6 tu6i, n4ng it nhAt l5kg,
dung liOu vi€n ndn dolutegravir dya theo c6n ndng (20 mg,25 mg, 35 mg, 50 mg), tucmg tu nhu o nguoi
l6n (50 mg), voi khoAng cdn ndng nh6 nhAt tir 15 d6n < 20 kg tuong img v6i li0u 20 mg m6i ngdy.
Ngu'rii giit

PhAn tfch dtrcrc d6ng hoc quAn th6 cho th6y tu6i tric kh6ng c6 6nh huong ldm sang d6n duqc dQng hoc
cria dolutegravir d ngudi trucrng thanh nhiSm HIV-1. Dt liQu duoc d6ng hoc cta dolutegravir d nhtng
d6i tucrng >65 tudi bi han ch6.

Suy'thun

Thanh thai clua thdn d4ng kh6ng d i ld m6t con duong nh6 thei tru dolutegravir. Ndng d6 dolutegravir
giam khoArry 400/o o nhting ddi tuqng bi suy than n[ng. Co chti chua 16. Kh6ng cAn hiQu chinh li6u o
bQnh nhdn sury thAn. Dolutegravir chua dugc nghi6n criu 0 benh nhdn ch4y th4n nhdn tpo.
Sul,gan

=

,I

tl

HC
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Dolutegravir chri ytiu chuyOn h6a vd ddo th6i o gan. Gifia bQnh nh6n suy gan trung binh (child-pugh B)
vd d5i tus'g khoe m4nh, t6ng ndng dQ dolutegravir trong huytit il;;;*; ts nhau, nhmg o b6nh
nhdn suy gan trung binh c6 su gia tdng 1,5 d6n 2 Dn n6ng dQ dolutegravir ty do. Kh6ng rAn rrig, chinhli6u o bQnh nhdn suy gan nhg di5n trung binh. Anrr rruoig cta suy gan n{ng ddn duoc d6ng hoc cria
dolutegravir chua dugc nghidn criu.
Da hinh enzym chuy€n h6a thuijc
Kh6ng c6 bing chring cho th6y cdc dahinh enzym chuy6n h6a thu6c ptro uicn ldm thay d6i duqc dQng
hoc cria dolutegravir d6n mQt mric dQ c6 y nghia l6m sdng.
Gihftinh
cric ph6n tich duoc dong hoc quAn th6 sri dgng df, li6u t6ng hgrp tir c6c thri nghiem pha Iib vd pha 3 cho
thAy gidi tfnh kh6ng c6 dnh hucmg l6m sdng ai5n nong ao Jria dolutegravir.
Chitng tQc

c6c ph6n tich hoc quAn th6 str dgng df liQu t6ng hgp tu c6c thir nghiQm pha IIb vd pha III
cho th6y chun c6 6nh huong l6m sdng d6n n6ng d6 cria dolutegravir.
D6ng nhidm v odc C
Phan tich dugc dQng hqc quAn th6 chi ra rdng d6ng nhiSm virus vi6m gan c kh6ng c6 anh hucrng ldm
sdng d6n n6ng dd dolutegravir. Dir li6u tron c.ic doi tuqng d6ng nhi6m u"**" B cdn hgn ch6.
Lsmivudin

H@rh,
Lamivudin hAp thu t6t qua duong ti6u h6a, vd sinh kha dpng duong uting cr ngudi l6n thucmg nim trong
khoang tir 80 d€n 85%' Sau khi udng, thdi gian trung binh (t,"*) dat norrg a6 toi da r.on, i*^, tr,unt,
(Cln,*) khodng m6t gio.
C6 sg khdc biQt ve n6p thu gifla ngudi tru&ng thanh vd tr6 em.
Dung lamivudin cung v6i thric dn ldm k6o ddi t,o* vd gi6m C,',.* (gi6m 47%).Tuy nhi6n, mric dQ (dga
tr6n AUC) h6p thu kh6ng bi anh hucrng.

Phdn b6

j
?t

0

T8

rC

Tu c6c nghien cilu dtrng thu6c ducrng tinh m4ch, th6 tich phan b6 trung binh ld 1,3 l/kg. Thoi gian b6n Ihuy tu 5 d€n7 gicr. E6 thanh th6i todn th6n trung binh cria lamivudin khoing 0,32//h/kg, thanh thai chtr
y6u qua than (> 70%) thdngqua hQ v4n chuy6n cation hiru co.
Lamivudin th6 ni9n duoc cl6ng hoc tuy5n tinh trong pham vi hAu didu tri vd li6n t<6t tran ch6 v6i protein
chinh cria huydt tuong albumin (<16% - 36%trong nghiOn criu in vitro).
Lugng han ch6 cac dir li6u cho th6y hmivudin thAm nhfp dugc vdo hQ th6ng thAn kinh trung uong vh
d6n dich nao tuy (csF). Tj'16 trung binh n6ng dQ trong CSF/nOng dQ trongiuyct thanh sau khi u6ng
2-4 gid ld khoang 0,12. chua ro m6i li6n quan dtin hiQu qu6 l6m sang.
Chuviln h6a

chdt chuydn h6a c6 hoat tinh, lamivudin triphosphat nQi bdo, c6 thoi gian brin hriy n6i bdo ddi hcm (16
ddn 19 gio) so voi thoi gian b6n htry cria lamivudin trong huy6t tucrnf (s d6n 7 gio).

Lamivudine cliu yt5u bi thai tru bing c6ch bdi ti6t qua thdn. KhA ndng x6y ra tuong t6c chuy6n h6a v6i
cac thu6c kh6c th6p do mirc dQ chuytln h6a qua gan nh6 (5-10%)ua lcn ttlt voi protein huy6t tuong
Inap.

Thdi trir
C6c nghien cf'u o b6nh nh6n suy thfn cho th6y viQc thAi trtr lamivudin bi Anh hucrng boi r6i loan chric
nans thdn.
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Tuong tirc voi trinethoprim, m6t thdnh ph6n cua co-trimoxazol,litmt|ng 40%on6ng dQ lamivudin khi
dung li6u di6u tli. Kh6ng cAn thi€t phdi hiQu chinh li6u tru khi benh nhdn bf suy thfn. Sir dpng d6ng
thoi co-trimoxazol va larnivuclin o bQnh nhdn suy thfn n6n duo. c d6nh gi6 cAn thfn.
Ddi nong ddc bi€r

Tri em

Sinh kha dpng tuyQt doi cta lamivudin gi6m o bQnh nhdn nhi du6i 12 tu6i. C6c nghi6n cfu dugc d6ng
hoc d tr6 em chrlng minh ring ctr6 a6 fi6u I 16:/ ngdy cho AUCo- z+ tuong ducrng v6i ch6 dQ liau 2
lAn/ngdy c6 cing t6ng li6u hdng ngdy.
Dir liQu duoc d6ng hoc <v bQnh nhdn du6i ba th6ng tu6i con han ch6. O trd so sinh mQt tuAn tu6i, thanh
thai cira lamivudin gi6m so vdi bQnh nhi, c6 khd ndng ld do chric n6ng thQn chua hodn thiQn vd thay d6i
h6p thu' Do d6, de Oat dugc n6ng dQ tucrng tr,r nhu ngudi lon vd tr6 em, li6u thich hgp cho tr6 so sinh ld
4 mglkglngdy, li6u thich hop cho tr6 tir s6u tudn tu6i trd l€n c6 the ld 8 mg/kg/ngdy.
Phu nir c6 thai
Sau khi u5ng, duqc dQng hoc lamivudin o php nt mang thai trong giai doan cu6i thai kj,tucrng tu nhu
phu nfr kh6ng mang thai.
T e nofov ir dis op r ox i I fumar at
Tenofovir disoproxil fumarate ld mQt ti6n thu6c ester tan trong nu6c. Tenofovir chuy6n h6a n6i bdo
thdnh tenofovir monophosphat vd thdnh phAn c6 hoat tfnh, tenofovir diphosphat.
Hiip rhu

Sau khi b6nh nhAn nhiSm HIV u6ng tenofovir disoproxil fumarat, thu6c nhanh ch6ng duqc h6p thu vd
ch uy6n thdnh tenoi'ovi r,

Thoi gian d4t n6ng d6 tenofovir t6i da trong huy6t thanh ld m6t gid sau khi dirng thu6c d tr4ng th6i nhin
dn, vd hai gid sau khi u6ng cung vdi thric dn. Sinh khA dung ducrng uOng cr:a tenofovir cy b€nh nhdn -{
nhin [n khoing 25%. St dung tenofovir disoproxil fu
kh6 dgng ducrng u6ng, AUC tang khoAng 40% vit C
disoproxil fumarat cung v6i m6t bira dn nhg kh6ng 6nh

PhAL rA
Sau khi ti6m tinh mach, th€ tich ph6n ph6i tenofovir d tr4ng thrii 6n dfnh dugc u6c tinh ld khoang g00 !
ml/kg. Sau khi u6ng tenofovir disoproxil fumarat, tenofovir duoc phan b6 vdo hAu htlt ciic m6 voi nOng
d6 cao nfr6t O thAn, gan vd dulng ru6t. Trong diAu kiQn in vitro, li6n ktit v6i protein huy6t tucrng hodc
protein huy6t thanli lAn lugt nho hcrn 0,7 vitT,2yo,trong khodng n6ng c10 tenofovir tir O,Ot a1niS p,gt
ml.
gfuw!trea
Cl6c nghidn criu in vitro dd xdc dinh rang cd tenofovir disoproxil fumarate hay tenofovir d6u kh6ng ph6i
ld chAt nAn cira erzym CYP450. Hcrn nta, o n6ng dO lcrn hcrn d6ng k6 so v6i n6ng dQ in vivo t*ap *i
300 lAn), tenofovir khdng uc ch6 in vitro cric thu6c chuy6n h6a qua c6c Cyp450 chinh o nguoi
(CYP3A4' CYP2D6, CYP2C9, CYP2El, or CYP1All2). Do d6, tucrng tdc co y nghia ldm sdng gifra
tenofovir disoproxil fumarat vit cdc thu6c chuy,Sn h6a qua CYP450 it c6 kh6 n6ng x6y ra
UstJzu
Tenofovir thdi tru chti y6u qua thdn th6ng qua cA lgc vd kdnh vfn chuyen chri d6ng o 6ng thqn. Kho6ng
70-80% th6i tru dr-roi dang kh6ng dOi qua nuoc tiiSu sau khi ti6m tinh mach. TOng thanh th6i duoc u6c
tinh ld khoang 230 ml/gicr/kg (kho6ng 300 ml / phrit). D6 thanh thdi thfln duoc u6c tinh ld kho6ng 160
ml/gio/kg (khodng 210 ml / phut), cao hon mric loc cAu thAn. Dieu ndy chi ra ring ho4t d6ng bdi ti6t o
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ong thpn ld mQt phAn quan trgng trong viQc thii trir tenofovir. Sau khi u6ng, thdi gian b6n huy cua
tenofovir khodng 12 dln 18 gio.

fuyen ti* t pni Uyen m
Duoc dQng hqc cita tenofovir kh6ng phg thuQc vdo li6u trong kho6ng li6u tir 75 d6n 600 mg vd kh6ng
bi anh huong khi dung lap lai d b6t k! mric H6u ndo.
Dtji tuone ddc bjgl

Ngudi cao tu6i
C6c nghi€n cuu dugc d6ng hoc chua duoc thgc hipn o nguoi cao tu6i (tr€n 65 tu6i).
Gi6ftinh
Dfl li6u han ch6 vC dugc dQng hqc cria tenofovir o php nt cho th6y gi6i tinh kh6ng c6 6nh hucrng l6n
d0n dugc ilQng hoc.

Chilng tQc

Duoc dQng hQc chua dugc nghidn cuu cp th6 o c6c chring tQc khric nhau
Trd em

HIV-I: N6ng clO tenofovir d4t dugc d benh nhdn vi thenh ni6n dtrng li6u u6ng tenofovir disoproxil (du6i
dang fumarat) 245 mg hdng ngdy tuong tu nhu d ngudi l6n dung liAu tenofovir disoproxil245 mg m6i
ngdy mQt lAn.

Vi0m gan B m6n tinh: N6ng cl6 tenofovir o tr4ng th6i 6n dinh d bQnh nhdn vi thanh ni6n nhi6m HBV
(12 d€:n<18 tuoi) dung li6u tenofovir disoproxil (dudi dang fumarat) 245 mg hang ngdy tuong tr,r nhu
phoi nhi6m o nguoi l6n dung tenofovir disoproxil 245 mg(dudi d4ng fumarat) m6t lAn -di "guy.Kh6ng c6 nghi€n criu duoc dQng hoc vdi tenofovir disoproxil (du6i dpng fumarat) d tr6 em du6i 12 tu6i
ho[c suy thdn.

Suy thQn

So vdi ngudi binh thuong (CrCl > 80 ml/phrit), n6ng d6 tenofovir trung binh tdng dAn d bQnh nhAn suy
than ttr nhe (CrCl =' 50-79 ml/phirt) d6n trung binh (CrCl : 30-49 ml/phirt) vd n6ng (CrCl : I0-2g
ml/phrit). Chua 16 1i nghia ldm sdng cria di€u ndy.
O b6nh nh6n m6c b6nh than giai doan cuOi IESRO) (CrCl <10 ml / phrit) c6n ch4y thQn nh6n tao, gita
hai ldn loc m6u n6ng dQ tenofovir tdng d6ng k6 trong vong 4g gid.
Khuytin c6o hiQu chinh kho6ng crich li6u d benh nhdn trucrng thdnh c6 dQ thanh thdi creatinin <50 ml /
phut ho4c 6 nhfrng bdnh nhdn m6c bQnh th4n giai do4n cu6i vd cdn loc m6u.
Duoc dQng hqc cua tenofovir o bQnh nhdn kh6ng chay th6n nhdn t4o c6 dQ thanh th6i creatinin <10 ml
/phrit vd o bQnh nhAn bQnh th4n giai doan cu6i dugc ki6m so6t bdng thAm phdn phric mac hodc c6c hinh
thtlc loc m6u kh6c chua dugc nghi6n criu.
Duoc dQng hqc cha tenofovir o bQnh nhdn suy thdn chua dugc nghiOn cr?u. Hi6n chua c6 dfl liOu d€ dua
ra khuy6n c6o v0 li6u.

Suy gan

Du'oc d6ng hoc cua tenofovir thay O6i ttrOng d6ng kd o nhtng ddi tuqng b! suy gan cho th6y rang kh6ng
cAn di6u chinh lieu cr nhirng d6i tuqng ndy.

14. cAC tAu HrEU LUU Y V.q, KHUYEN CAO KHr DUNG THUOC

Kh6ng c6.

rs. QUY CACU DONG GOr

HQp 1 l9 HDPE x 30 vi6n n6n bao phim.

N
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M
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16. DIEU KIFN BAO QUAN: BAo quan d nhigt d0 dudi 30oC.

17' H4'N DUNG: 24 thangko ttr ngdy san xudt . Kh0ng dung thuoc qu6 h4n dung ghi tr6n bao bi.
18. TrEU CHUAN CHAT Lr./qr[G: TCCS

19. TEN, DIA cHi cuA co sd sAN xuAr rHU6c
M/s. Hetero Labs Limited

Dia chi: Unit- III, 22-ll0,I.D.A, Jeedimetla, Hyderabad, Telangana State, ao oO.
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