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Film coated tablets
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Specification: In-House.
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r disoproxil fumarat, Lamivudin, Efavirenz
Dé xa tim tay tré em.
Poc ky hwéng din st dung truée khi ding.
Thude nay chi diang theo don thude
Thong biao ngay cho bac si hodc dwoc si nhirng tic dung
khong mong mudn gip phai khi sir dung thudc.

THANH PHAN

M3i vién nén bao phim c6 chia:

Hoat chat:

Tenofovir disoproxil fumarat ............300 mg
LOMIVOIIE oniinsisssios ssssominipinmens ..300 mg
Efavirenz ...........ccoooiviiiiiiiiiiin, 600 mg

magnesi stearat, hydroxypropyl methyl cellulose E6, propylen glycol, titan dioxid, tartrazin, talc.

MO TA SAN PHAM
ALPHA-ARYV la vién nén bao phim mau vang, canh va thanh vién lanh lan.

DANG BAO CHE VA QUY CACH PONG GOI
Vién nén bao phim
Hop 1 chai x 30 vién

CHI PINH
Alpha-ARV dugc chi dinh dé diéu tri nhiém HIV-1 cho ngudi trudng thanh va tré em véi can ndng
> 40 kg.

CACH DUNG

Thudc dung dudng ubng.

Nén udng thude lic bung doi, tt nhét 1a trudc khi di ngi. Udng thue trude khi di ngi dé han ché
mdt s tridu chimg than kinh lién quan t&i efavirenz. Nong do efavirenz ting 1én khi udng thudc
sau bira in, va c6 thé gy ting tan sudt cac phan ing bét loi.

Luu y khi ding thudc:

Trude khi bit diu diéu tri bing Alpha-ARV, can kiém tra tinh trang nhiém viém gan B ciia bénh
nhan.

Cén phai kiém tra ndng do creatinin huyét thanh, phospho huyét thanh, do thanh thai creatinin,
glucose va protein niéu trudc va trong qua trinh sir dung vién nén Alpha-ARV & tét ca cc bénh
nhan (Xem thém phan Canh bdo va than trong).

CAn theo d3i chirc ning gan trudc va trong qué trinh diéu tri bing vién nén Alpha-ARV (xem thém
phan canh bao va than trong).

LIEU DUNG



Ngudi lén va tré em > 40 kg

1 vién/ 1an/ ngay.

Tré em duwéi 40 kg

Khéng khuyén céo.

Ngudi cao tudi (trén 65 tudi)

Khéng khuyén céo.

Suy than

Khéng khuyén céo cho bénh nhan suy than vira va niing c6 do thanh thai creatinin < 50 mL/phut.
Bénh gan

Khong khuyén céo cho bénh nhan suy gan niing va trung binh.

CHONG CHi PINH

Chéng chi dinh Alpha-ARV cho bénh nhdn c¢6 min cam véi efavirenz/lamivudin/tenofovir
disoproxil fumarat hay bat ctr thanh phin nao cua thudc.

Khoéng ding phdi hop véi elbasvir va grazoprevir.

Bénh gan, than ndng.

CANH BAO VA THAN TRONG

- Nhiém toan lactic va gan nhiém m& ning

Nhi&m toan lactic va gan nhiém m& niing, bao gdm ca trudng hop tir vong, di duoc béo céo khi sir
dung céc chat twong ty nucleoside va cac thude khang retrovirus khac. Pa s§ nhiing trudng hop
nay déu 1a phu nit. Nir gi6i va ngudi béo phi c6 thé 1a yéu t& nguy co cho sy phat trién ctia nhidm
toan lactic va gan nhiém m& niing & nhitng bénh nhan dugc didu tri bing cac thude twong tu
nucleoside khang retrovirus.

Nén dirng thudc & nhirng bénh nhan c6 ddu hiéu 1dm sang hodc qua xét nghiém c6 dau hiéu ning
hon ctia nhi&m toan lactic hodc nhiém doc gan (bao gdm gan nhidm m& ngay céa khi khéng phat
hién ndng do cao transaminase).

- Pot cép ning cua viém gan B & bénh nhan dong nhim HIV-1 va HBV

+ Dot cép sau diéu tri viém gan: T4t ca bénh nhan nhim HIV-1 cin dugc xét nghiém viém gan B
(HBV) man tinh trude khi bit ddu didu tri ARV. Ngimg diéu tri khang HBV, bao gdm 3TC va
TDF, ¢6 thé lién quan dén viém gan cip tinh nghiém trong. Bénh nhan nhiém HBV khi ngimg sir
dung Alpha-ARV cin dugc theo ddi chit ch& ca 1am sang ciing nhu cdc xét nghiém trong it nhét
vai thang sau khi ngimg diéu tri. Néu c6 thé nén tiép tuc diéu tri chéng HBV.

+ Su khéc biét quan trong giita cac san phidm chira Lamivudin (3TC):

Lamivudin 100mg dugc sir dung cho nhitng bénh nhén viém gan B man tinh. Ham luong
Lamivudin 100mg khong pht hop di v6i nhitng bénh nhan bi méc ca HIV-1 va HBV. An toan va
hiéu qua cua 3TC khi diéu tri viém gan B man tinh & bénh nhan bj mic ca HIV-1 va HBV chua
dugce thiét 1ap.

Néu diéu tri viém gan B man tinh v6i 3TC, TDF (Tenofovir disoproxil fumarat) hodc san phim
chira tenofovir alafenamide (TAF) & bénh nhan nhiém HIV-1 ma khong phat hién ra s& 1am Xut
hién nhanh chéng su khang thudc HIV-1, didu nay co thé do sy khong phu hop khi sir dung liéu
don tri trong diéu tri HIV-1.
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- Nguy co phan ting bat lgi hodc mat dap tmg vai virus do twong tac thude
Viéc sir dung ddng thoi vién nén Alpha-ARV vdi cac thude khac c6 thé gay tuong tac thude (Xem
thém phan Chdng chi dinh va twong tac thubc).

+ Lam mat tic dung diéu trj ciia thudc Alpha-ARV va ting nguy co khang thudc.

+ GAy ra céc phan ting bét loi ning khi sir dung ddng thoi v6i nhidu thude.
Xem phan tuong téc thudc dé biét cac bude dé ngan ngira hodc kiém soat cc phan tmg bt loi
dang luu y, bao gdm ca liéu ding khuyén cdo. Cin xem xét nguy co vé viée tuong téc thude trude
va subt trong qua trinh diéu tri bing vién nén Alpha-ARV; xem xét cac thude dong thoi sir dung
khi diéu tri v&i Alpha-ARV; va theo ddi cac phan tmg bt loi xay ra khi sir dung ddng thoi cac
thubc nay.
- Khéi phat hodc lam ndng hon bénh suy than.
TDF, mdt thanh phén cua vién nén Alpha — ARV dugc thai trir qua than. Suy than, bao gém ca
trudng hop cdp va hdi chimg Fanconi (t6n thuong 6ng than vai tang phospho huyét ning), da dugc
bao cao khi sir dung TDF (Xem phén tac dung khong mong mubn).
Cén danh gia do thanh thai creatinin & tit ca cac bénh nhan trudc khi diéu tri bing TDF. O nhiing
bénh nhan c6 nguy co rdi loan chirc ning than, can phai danh gia do thanh thai creatinin, ndng do
phospho huyét thanh, glucose nudc tiéu, protein nude tiéu trude, dinh ky va trong sudt qua trinh
str dung TDF.
Cén tranh sir dung vién nén Alpha -ARV ddng thoi hoic sir dung gan diy véi mot sb tac nhan gay
doc cho than (Vi du nhu liéu cao hoic két hop nhiéu loai thubc chdng viém khong steroid (NSAID)
(Xem phan twong tac thubc). Khi sir dung TDF & bénh nhan nhiém HIV (c6 cic yéu to nguy co
rbi loan chirc nang than), nhiéu trudng hop suy than cip da duoc bao céo khi sir dung cing véi
lidu cao hoic két hop nhiéu NSAID. Mt s bénh nhan da phai nhép vién va diéu tri thay thé loc
mau than. D4i v6i nhitng bénh nhéan nay, viéc lya chon sir dung thay thé NSAID la can thiét.
Pau xuong dai ding, dau tir chi, gdy xuong, dau co hoic yéu co la cic biéu hién ciia bénh
tubulopathy thén gén va can danh gia chirc ning than & nhitng bénh nhan c6 nguy co cao.
- Céc triéu chimg tim than.
Céc tac dung khong mong mudn nghiém trong trén tdm than da dugc bdo cdo & nhitng bénh nhan
dugc diéu tri bang EFV (Efavirenz), mot thanh phan ciia thudc Alpha-ARV. Trong mét thir nghiém
lam sang trén 1008 bénh nhan dugc diéu tri véi phac do chira EFV trong 2,1 ndm va 635 bénh
nhan dugc diéu tri véi phac dd 1,5 nam, tan sb (bat ké nguyén nhan hé qua) cua cac truong hop
tam than nghiém trong khi sir dung EFV trong phéc dd diéu trj twong tng vSi: TrAm cam ning
(2,4%; 0,9%), c6 y tudng tu tir (0,7%; 0,3%), 6 hanh vi ty tir nhung khong nguy hiém t6i tinh
mang (0,5%; 0%), ting dong (0,4%; 0,5%), hoang tudng (0,4%; 0,3%), hung cam (0.2%; 0,3%).
Cac yéu t6 lién quan dén sy gia ting xut hién céc triéu chimg tdm thin nay 1a tién sir tiém chich
ma tuy, tién sir tim than. Trong mdt nghién ctru str dung EFV 600mg, khoi phat céc triéu chimg
tAm thin nghiém trong ca & nhém diéu tri bing EFV va nhém diéu tri kiém soat. Khoang 1 % bénh
nhan & nhém diéu tri bing EFV ngimg diéu tri hodc gian doan diéu tri vi xay ra mot hodc nhiéu

triéu ching tam than.
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Di ¢6 bao cdo vé trudng hop tir vong do ty sat, 4o tudng, rdi loan tdm than hanh vi mic du médi
quan hé gitta viéc sir dung EFV va céc triéu chimg tdm than nay khong thé dugc két luan tir cac
bdo cdo nay.

Céc trudng hgp Catatonia ciing di duoc bo cdo va c6 thé lién quan dén Efavirenz. Bénh nhan c6
tién sir tim thin nghiém trong nén duoc kiém tra danh gia céc triéu ching c6 thé lién quan dén
viéc sir dung EFV, va can danh gia loi ich nguy co c¢6 nén sir dung thudc hay khong.

- Céc triéu ching trén hé than kinh

Trong thir nghiém 1am sang c6 d6i chirng, c6 53% (531/1008) bénh nhan sir dung EFV (trong vién
nén chira Efavirenz, Lamivudin va Tenofovir Disoproxil Fumarat) xuét hién cac triéu chimg trén
hé than kinh trung uvong trong khi 25% bénh nhan & nhom chimg xuét hién cac triéu chimg nay.
Céc triéu chiing dugc bdo cdo bao gdbm (khong giGi han): chong mit (28,1% trong 1008 bénh
nhan), mét ngi (16,3%), suy giam tap trung (8,3%), budn ngii (7,0%), xuét hién gidc mo bat thudng
(6,2%) va ao giac (1,2) %). 2,0% bénh nhén cé cac tri¢u chirng nay ¢ mirc nghiém trong va co
2,1% bénh nhan ngung diéu tri. Nhimng triéu chimg nay thuong bit diu trong ngay dau tién hoic
ngdy thi hai trong liéu trinh diéu tri va thuong hét sau 2 dén 4 tuan diéu tri. Sau 4 tudn diéu tri, ty
1& bénh nhan xuét hién cic triéu chig trén hé than kinh & mirc do trung binh trd 1€n & nhém sur
dung EFV 1a tir 5-9%, & nhém dbi chimg 1a 3-5%. Thong bao cho cac bénh nhéan vé céc triéu chimng
thudng gip c6 thé cai thién khi tiép tuc diéu trj va khong phai 1a ddu hiéu cia cac triéu chung trén
tam than hiém gap. Ubng thudc trude khi di ngi c6 thé 1am giam anh hudng cua céc triéu chimg
trén hé than kinh.

- Doc tinh trén bao thai

Trong sudt 3 thang dau thai ky, me udng EFV (trong vién nén chira Efavirenz, Lamivudin va
Tenofovir Disoproxil Fumarat) c6 thé gy hai trén thai nhi. Tranh mang thai khi sir dung EFV.

- Phan tng bét lgi trén da va qua min

Trong thir nghiém 1am sang c6 d6i chimg, man d6 xut hién & 26% bénh nhan diéu tri vai liéu 600
mg EFV va 17% & nhém bénh nhan & nhém ching. Man dé di kém véi phong rop chira dich, hodic
loét xay ra & 0,9% bénh nhan diéu tri bang EFV. Ty 1& phat ban cp do 4 (vi du: hdng ban da dang,
Hoi ching Steven-Johnson) & céc bénh nhan diéu tri véi EFV 12 0,1%. Phat ban tir nhe dén trung
binh, ban ¢6 thé phing hoic phong rdp 1én, xuét hién trong 2 tudn diu cua lidu trinh diéu tri khai
dAu v6i EFV (thoi gian trung binh ban moc & ngudi 16n 1a 11 ngay), & hau hét bénh nhan tiép tuc
diéu tri voi EFV ban do bién mét trong vong 1 thang (thoi gian trung binh 1a 16 ngay). Ty 1¢ ban
lin trong céc thir nghiém 1am sang 1a 1,7% (17/1008).

C6 thé diu tri lai tir dAu bing EFV vai nhitng bénh nhan ngimg diéu tri do phat ban. Nén ngimg
str dung EFV & nhitng bénh nhan phét ban ning kém phong rdp, c6 dich, xudt hién trén niém mac
hozic ¢6 sbt. Cac thude khang Histamin va/ hoic corticoid c6 thé cai thién tinh trang phat ban. Nén
can nhic liéu phap thay thé & nhitng bénh nhan xuét hién phan tmg qua man de doa tinh mang (vi
du: hdi ching Stevens-Johnson).

- Nhiém doc gan

Pi ¢6 bdo céo sau khi thude luu hanh trén thi truong vé viéc bénh nhan diéu tri bing EFV bi viém
gan, tir tién trién thanh dot cdp cta viém gan dén suy gan can ghép gan, thdm chi tir vong. Cac
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trudong hop duge béo cdo bao gdm ca cic bénh nhan dang mic bénh gan, bénh nhan dong nhiém
HBYV hoic HCV, bénh nhan khong bi bénh gan trudc do, va ca bénh nhin khong c6 yéu té nguy
co mic bénh vé gan.

EFV khong dugc khuyén cdo ding cho bénh nhén suy gan vira va ning. Theo ddi than trong &
bénh nhan suy gan nhe trong qua trinh sir dung EFV.

Theo ddi ndng dd enzym gan trudc va trong qua trinh diéu tri d6i véi moi bénh nhan. Céan nhic
dimg thudc dbi v6i bénh nhan c6 transaminase huyét thanh lién tuc ting cao gip hon 5 lan gi6i
han binh thuong.

Ngimg thude néu ndng do transaminase huyét thanh tang kém véi cac biéu hién hoic triéu ching
lam sang cuia viém gan hoic hién tuong méit bu gan.

- Nguy co hién tugng mat bui gan khi dugc sir dung ciing phac dd chia Interferon va Ribavirin
Nghién ciru in vitro chi ra ring ribavirin c6 thé lam giam sy phosphoryl héa ciia cac ciu trac
nucleoside twong tu pyrimidin nhu 3TC. Mic du khong c6 bing chimg vé tuong tic dugc luc hoc

hay dugc dong hoc (vi du: mét tac dung trc ché HIV-1/HCV) khi sir dung ribavirin cung v§i 3TC -

& bénh nhan ddng nhidm HIV-1/HCV, da xay ra hién tuong mit bi gan (mdt sb ca tir vong) &
nhitng bénh nhan ddng nhidm HIV-1/HCV dugc diéu tri két hgp phirc hgp ARV véi alfa interferon
kém hogic khong kém ribavirin. Nhitng bénh nhan diéu tri bflng alfa interferon cing ribavirjn, cing
hodc khong cung véi 3TC cén dugc theo doi chit ché ddc tinh, dédc biét 1a hién tugng mat bu gan.
Can nhic dirng thudc 3TC néu can. Can nhic giam liéu hoic ngirng dung alfa interferon, riabvirin
hodc ca hai néu doc tinh ting 1én bao gdm mét bu gan (Child-Pugh>6). Poc thong tin diy du vé
interferon va ribavirin.

- Viém tuy

O bénh nhi c6 tién sir sir dung ARV, tién sir viém tuy, hoic c6 cac yéu t6 nguy co déng ké din dén
phat trién viém tuy, nén than trong khi ding 3TC (thanh phan trong vién Alpha-ARV). Nén ngimg
diéu tri voi Alpha-ARV néu xuit hién céc dau hiéu, triéu ching 1dm sang hodc cac bat thuong
trong xét nghiém viém tyy.

- Co giat

D3 xuét hién co giat khi dung EFV trén bénh nhén c6 tién sir co giat. Can than trong ddi voi bat
ky bénh nhan nao c6 tién sir co giat. Bénh nhan dang sir dung dong thdi thudc chdng dong kinh
chuyén hoa qua gan nhu phenytoin va phenobarbital can theo dai dinh ky ndng do cac thude trong
huyét twong.

- Téng lipid

Diéu tri véi EFV lam tiang ndng d9 triglycerid va cholesterol toan phan. Nén kiém tra nong do
cholesterol va triglycerid trude khi bt diu diéu tri véi EFV va kiém tra dinh ky subt qué trinh diéu
tri.

- Anh huéng dén xuong

Mait do khoang trong xuong (BMD): Trong céc thir nghiém 1am sang ¢ ngudi 16n nhiém HIV-1,
TDF ¢6 lién quan dén viéc giam nhe mat do khoang trong xuong va ting d4u hiéu sinh héa cla
qua trinh chuyén héa xuong, ting van chuyén xwong. Nong do hormon tuyén cén giap trong huyét
thanh va ndng d6 1,25 Vitamin D ciing cao hon ¢ nhig ngudi sir dung TDF.
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Anh huodng cua nhitng thay ddi lién quan dén TDF d6i voi BMD va cac chi thi sinh héa vé stc
khoe xuong lau dai va nguy co gdy xuong trong tuong lai chua duoc biét r3. Can can nhéic danh
gia BMD 6 nhitng bénh nhan c6 tién sir gy xuong do bénh ly hoic céc yéu té nguy co khac gay
lodng xuong hodic mat xuwong. Mic du chua nghién ctru hiéu qua nhung viéc bd sung calci va
vitamin D ¢6 thé ¢6 lgi. Hoi ¥ kién bac s§ néu nghi ngd bat thudng vé xuong.

Thiéu hut khodng: Cac truong hop lodng xuong lién quan dén tubulopathy dng than gan biéu hién
nhu dau xuong hogc dau tir chi va c6 thé 1a nguyén nhan gy giy xuong da duoc béo céo lién quan
dén sir dung TDF. Pau kh6p va dau co hay yéu co ciing dugce béo cdo trong céc ca méc tubulopathy
dng than gan. Giam phosphat mau va lbﬁng xuong thir cip dén bénh tubulopathy dng than gan can
dugc theo di & bénh nhan c6 nguy co rbi loan chirc néng than c6 céc tri¢u ching trén co xuong
x4u di, dai ding khi sir dung thudc chira TDF.

- Hoi chimng tai tao mién dich

Hoi chimg tai tao mién dich da xudt hién & bénh nhan nhiém HIV dugc diéu tri bing ARV gém
EFV, 3TC va TDF. Trong giai doan dau diéu tri ARV két hop, bénh nhan c6 phan tng viém voi
nhiém tring co hoi 1a tac nhan dang ton tai trong co thé hoic cac khang nguyén con lai cla céc tac
nhan nay khi hé mién dich méi dwoc phuc hdi (vi du: nhiém Mycobacterium avium,
cytomegalovirus, viém phdi do Pneumocystzs Jirovecii [PCP] hodc bénh lao). Can danh gia mirc
do va diéu trj phd horp ‘

Ghi nhan xuat hién rdi loan ty mi&n (vi du: bénh Grave, viém da co, va hdi chimg Guillain-Barre)
trong giai doan c6 hdi ching tai tao mién dich; thoi gian dau c6 nhiéu bién ddi hon va c6 thé xuit
hién nhiéu thang sau khi bit dau diéu tri.

- T4i phan b6 m& |

O bénh nhan nhiém HIV, xut hién tai phan bd/ tich Iily m& cia co thé bao gdm phi phén giira, phi
dorsocervical- phi phan sau ¢ giira hai vai (buffalo humb), gy phf?m ngoai bi€n, mit, nd nguc, va
dang vé cushing & bénh nhan diéu tri ARV két hop. Co ché va hau qua lau dai chua 3, chua thiét
1ap quan hé nhén quévtrong truong hgp nay.

- Kéo dai khoang QTc

Bénh nhén sir dyng EFV co thé xuét hién kéo dai khoang QTc. Can nhic thay thé thudc chua EFV
khi cung str dung véi mot thude khac cé nguy co giy X0dn dmh hodc khi sir dung cho bénh nhan
¢ nguy co cao bi xoén dinh.

PHU NU CO THAI VA PHU NU CHO CON BU

Phu ni¥ c6 thai

Nguy co: Pi ¢6 bao céo cac trudng hop hdi ciru vé cac khuyét tat than kinh & tré c6 me dugc diéu
tri voi phac dd chira Efavirenz trong 03 thang dau cua thai ky. Mic du mbi quan hé chua duge
thiét 1ap giira Effavirenz sir dung trong 3 théng dau va cac khuyét tat 6ng than kinh. Cac di tat
tuong tu da dugc quan sat thay & khi vai liéu tuong ty liéu ciia con ngum Ngoai ra doc tinh véi
bao thai va phdi thai xay ra & chudt, v6i lidu thip hon liéu khuyén cao.

Do nguy co khuyét tat dng than kinh, Efavirenz khong nén khuyén céo sir dung trong ba thang dau
cua thai ky. Can tu van cho phuy nit vé nguy co tiém 4n véi thai ky.

AU

~

iC

[\ER}



Khéng c6 dir liéu day dii vé nguy co say thai va cac khuyét tat cho thai nhi. Dit liéu nghién ciru c6
sin cho thdy khong c6 su khac biét vé& nguy co khuyét tit do Efavirenz va 3TC so v6i nén di tat
ban sinh 1a 2,7%.

3TC gy ra doc tinh phoi & tho vai kiéu tao ra sy phoi nhiém tuong ty nhu & ngudi véi lidu 1am
sang dugc khuyén cdo. Chwa c6 nghién ciru day du va dugc kiém soét tét voi Tenofovir disoprixil
fumarat trong thai ky. Bdi vi céc nghién ctru sinh san trén dong vat khong phai luc nao ciing tién
doan dugc dép (g cia con ngudi, vi thé TDF chi nén ding lic mang thai khi can thiét.

Ty 1€ say thai khong dugc bdo cdo. Ty 1€ udce tinh sdy thai trong thai ky dugc cong nhan 1am sang
& Hoa Ky 14 15% dén 20%. Cac nguy co di tat bam sinh va say thai la khong rd rang.

Efavirenz: C6 bdo c4o sau khi luu hanh thudc ra ngoai thi trudng vé cac truong hop khuyét tat ng
than kinh & tit ca cac tré so sinh ctia cac ba me sir dung Efavirenz trong phac dd diéu tri trong ba
thang dau tién cua thai ky.

Phu ni¥ cho con bu

Céc ba me nhiém HIV-1 khong nén cho con bi dé tranh rui ro truyén nhim HIV-1.

Efavirenz: EFV da dugc chimg minh c6 thé vao dugc sita me. Khong c6 thong tin vé anh huong
cua EFV trén tré so sinh b sita me¢, hodc anh huong cua EFV [én kha néng bai tiét sira me.
Lamivudin (3TC): 3TC duoc bai tiét qua sita me. Tuy nhién khong c6 thong tin vé anh hudng ciia
3TC trén tré so sinh bi sita me, hodic anh hudng ciia 3TC 1én kha ning bai tiét sita me.

Tenofovir disoproxil fumarat: Mau sita me thu duoc tir 5 ba me nhiém HIV-1 trong tuin diu sau
sinh cho thiy tenofovir bai tiét trong sita me & ndng do thap. Anh hudng ctia TDF trén tré so sinh
bu sita me ciing nhur anh hudng 1én kha ning bai tiét sira chua dugce biét r5. Cac nguy co tiém tang
nhu: 14y truyén HIV (& tré 4m tinh véi HIV), phat trién virus khang thudc (¢ tré nhiém HIV duong
tinh), phan g bt loi & tré so sinh bu sita me twong tw nhu véi tré nhd. Khuyén cdo ba me khong
cho con bt néu ho dang dung Efavirenz, Lamivudin, Tenofovir disoproxil fumarat.

Phu nir trong dp tudi sinh sin:

Do tac dung gdy quai thai, nén tranh mang thai & phu nit dang sir dung thuéc. Phu nit trong d6 tudi
sinh san nén thir thai truc khi sir dung thudc. Nén sir dung bién phap tranh thai hiéu qua trong
thoi gian diéu tri va sau 12 tudn sau khi ngimg thudc do thoi gian ban thai dai cia EFV. Phuong
phép noi tiét co chira progesterone c6 thé lam giam hiéu qua cua thude.

Lai xe va vin hanh miy moéc

Khéng c6 cac nghién ciru vé tic dong cia thude 1én kha ning 14i xe va viéc diing may méc duge thuc
hién. Tuy nhién, chong mét da dugc ghi nhéan trong thoi gian diéu tri v6i tenofovir disoproxil fumarat.
Etavirenz c6 thé gy chong mat, giam tap trung, va/hodc budn ngii. Bénh nhan nén dugc biét ring néu
ho ¢6 céc triéu chimng nay thi ho nén tranh nhiing cong viéc ¢ kha ndng nguy hiém nhu 1ai xe va van
hanh may moc.

TUONG TAC THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG TAC KHAC

- Khong khuyén dung ciing cac thude khang céc loai virus khéc

Vién nén chira Efavienz, Lamivudin va Tenofovir Disoproxil Fumarat 1a phac db hoan chinh dé
diéu tri HIV-1, do d6, khong nén ding két hop vai cic thude khang retrovirus khac dé diéu tri
HIV-I1.

- Cac thude kéo dai khoang QT
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DA ¢6 béo cdo vé twong tac duge luc hoc gitra EFV va cac thude 6 tac dung kéo dai khoang QT
hiéu chinh (QTc). Vi thé, cin xem xét lya chon thay thé cho EFV & bénh nhan dang str dung thude
¢ nguy co gy xodn dinh khéc.

- Cac thube anh hudng dén chirc nang than

Vi tenofovir thai trir chii yéu qua than nén khi sir dung EFV/3TC/TDF cung v6i céc thude lam
giam chirc nang than hodc canh tranh bai tiét chii dong & dng than c6 thé 1am ting ndng do tenofovir
va/hogc ting ndng dd cua cac thudc thai trir qua than khac trong huyét twong. Vi du: cidofovir,
acyclovir, valacyclovir, ganciclovir, valganciclovir, cic aminoglycosid (nhu gentamycin), va
NSAID liéu cao,... "

- Phan (mg kiém tra Cannabinoid

EFV khong gin vao cac receptor ctia Cannabinoid. Két qua test cannabinoid niéu dwong tinh gia
da dugc bdo céo trong mdt s thir nghiém sang loc & ca bénh nhan khong nhidm HIV va bénh nhan
nhiém HIV sir dung EFV. Vi thé nén thir nghiém xét nghiém sang loc duong tinh véi cannabinoid
bing cac phuong phap cu thé khéc.

- Céac tuong tic c6 y nghia khac

EFV gay cam img CYP3A va CYP2B6 nén ndng do ciia mot s chat chuyén héa qua CYP3A va
CYP2B6 trong huyét tuong cé thé bi giam khi dung cung voi EFV. Céc thudc cam tmg CYP3A
(vi du phenobarbital, rifampin, rifabutin) c6 thé s& lam ting do thanh thai cua EFV va lam giam
ndng do ciia EFV trong huyét twong. Khong cé nghién ctru vé tuong tac thude nao dugc tién hanh
khi sir dung vién nén Efavirenz, Lamivudin va Tenofovir Disoproxil Fumarat. Tuy nhién, da thuc
hién cac nghién ciru vé twong tac thude ctia timg thanh phan Efavirenz, Lamivudin va Tenofovir
Disoproxil Fumarat.

Céc thudc tuong tac voi EFV dugce tom tit & bang dudi. Bang dudi bao gdm cac tuong tac déng
ké co thé xay ra nhung khong bao gom tat ca cac tuong tac cua EFV.

Bang: Cac tuong tac ¢ ¥ nghia c¢6 kha ning xay ra ciia EFV véi cac thudc khac:

C6 thé thay dbi liéu hodc phac dd diéu tri dua vao céc nghién ciru twong tac thude hodc du doan
tuong tac thudc

Thuoc sir dung cing Twong tac Xir tri

Phén loai: tén thudc

Thudéc chong déng: | 1 hodc | warfarin Kiém soat chi s INR va thay doi

warfarin lidu warfarin néu can.

Thudc chong co giat: | | carbamazepin* Khong du dir liéu dé thay ddi liéu

carbamazepin | EFV* EFV. Nén st dung liéu phap chng
co giat thay thé khac.

Phenytoin | thubc chdng co giat Dinh ky kiém soat ndng do thudc

Phenobarbital | EFV chong co gidt trong mau do nguy co

giam ndng do cua thudc chdng co
giat va/ hoac EFV trong mau.

Thudc chéng tram cam: .
Bupropion | Bupropion* Tang liéu bupropion dua vao dap
ing trén 1am sang. Khong nén ting
dén t6i da liéu Bupropion.

Sertralin | Sertralin*
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Tang liéu sertralin dya dap tng trén
1am sang.

Thubc chong nim:
Itraconazol

Ketoconazol

Posaconazol

| Itraconazol*
| hydroxyitraconazol*
lketoconazol

lposaconazol*

Can nhéc thay thé bang thudc chng
nam khéc, khong c6 lidu thay dbi
khuyén cdo cho itraconazol va
ketoconazol. i

Tranh ding cung, cén nh,'Z'lc loi ich
nguy co khi thdt can thiét phai st
dung.

Thubc  chong  nhiém
khuan

lclarithromycin*

Can nhic thay thé bang cac khang
sinh nhém macrolid vi nguy co kéo

Clarithromycin 1 14-OH metabolit* dai khoang QT.

Thudc chdng lao

Rifabutin rifabutin* Tang lidu hang hang cua rifabutin
lén 50%. Can nhic gip doi lidu
rifabutin khi rifabutin dugc chi dinh
2-3 lan/tuan.

Rifampin | EFV* Tang tdng lidu dung hang ngay cta

EFV 1én 800 mg/ngay khi dung
cung rifampin & bénh nhan tir 50kg
tro 1€n.

Thudc chong sbt rét | artemether* Cén nhic thay thé
Artemether/lumefantrin | dihydroartemisinin* Artemether/lumefantrin vi nguy co
| lumefantrin* kéo dai khoang QT.

Atovaquon/proguanil

| atovaquone

Khong nén sir dung dong thoi.

| proguanil

Chen kénh Calci

Diltiazem ldiltiazem* Diéu chinh lidu Diltiazem duya trén
| desacetyl diltiazem* déap ung lam sang (xem thong tin
! N- | ddy du vé diltiazem)

monodesmethyldiltiazem*

Thubc chen kénh calci
khdc (vi du: felodipin,
nicardipin, nifedipin,
verapamil)

|thudc chen kénh calci

Khi dung cung EFV, ¢6 thé can diéu
chinh liéu cua thudc chen kénh calci
va nén diéu chinh dya theo dép img
trén 1am sang. (xem thong tin diy du
vé thudc chen kénh calci)

Thuéc we ché enzym
HMG-CoA reductase

Atorvastatin  Pravastatin
Simvastatin

| atorvastatin*
| pravastatin*
| simvastatin

Nong do trong méu cua atorvastatin,
pravastatin va simvastatin giam.
Tham khao thong tin ddy du cua cac
thudc e ché enzym HMG-CoA dé
¢4 nhan héa liéu cho bénh nhén.

Cac thubc chong virus
viém gan C

Boceprevir

| boceprevir*

Khoéng nén dung dong thdi véi
boceprevir.
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Elbasvir/Grazoprevir

| elbasvir
| grazoprevir

Chéng chi dinh ding cing EFV vi
¢6 thé dan dén mét dap ung cua
virus véi elbasvir/grazoprevir

Pibrentasvir/Glecaprevir

| pibrentasvir
| glecaprevir

Khong nén dung dong thoi voi EFV
vi ¢6 theé dan dén giam hi¢u qua diéu
tri cua pibrentasvir/glecaprevir

Simeprevir

| simeprevir*
— EFV

Khong nén dung clung simeprevir.

Velpatasvir/Sofosbuvir

| velpatasvir

Khong nén dung ciing EFV vi ¢ thé
lam mat hi¢u qua diéu tri cua
Velpatasvir/Sofosbuvir.

Velpatasvir/Sofosbuvir/
Voxilaprevir

| velpatasvir
| voxilaprevir

Khong nén ding ciing EFV vi ¢6 thé
lam mat hiéu qua diéu tri cua
sofosbuvir/velpatasvir/voxilaprevir.

Ledipasvir/Sofosbuvir

1 TDF

Theo d3i cac phan (mg bat lgi lién
quan dén TDF.

Ciac chat chéng virus
viém gan B
Adefovir dipivoxil

Khong nén dung cung Adefovir
dipivoxil.

Thubc tranh thai chia
hormon

Ethinyl estradiol/
Norgestimat dudng uong

ldang chuyén héa c6 hoat
tinh cuia norgestimat

Nén dung thém bi¢n phap tranh thai
st dung rao can hiéu qua khéc.

Etonogestrel dang cay
dudi da

| etonogestrel

Nén dung thém bién phap tranh thai
su dung rao can hiéu qua khac.
Khong nén dung etonogestrel vi da
¢6 bao cao vé tranh thai that bai khi
st dung etonogestrel & bénh nhén
phoi nhiém véi EFV sau khi san
pham dugc luu hanh trén thi truong.

Thudc e ché mién dich:
Cyclosporin, tacrolimus,
sirolimus, va céac thubc
khac bi chuyén hoa boi
CYP3A

thude trc ché mién dich

Hiéu chinh liéu thudc tc ché mién
dich. Theo d&i chit ch& ndng do
thudc trc ché mién dich trong it nhét
2 tuan (cho dén khi ndng d6 on

dinh) khi bat dau hay két thuc diéu

tri véi EFV.

Thuoc cai nghién
Methadon

| methadon*

Theo ddi cac dau hiéu cai nghién va
tang lieu methadon néu can dé giam
bdt céc tri€u chirng cai nghién.

* Tuong tac gitta EFV va thubc dugc lugng gia dua trén nghién ctru 1am sang. Cac tuong tac véi

thudc khéc 1a dugc du doan. Bang nay khong bao gom tét ca cac twong téc.

- Céc thude khong c6 tuong tac dang ké trén 1am sang

Khong can hiéu chinh liéu khi uéng vién nén Alpha-ARYV clng v6i céc thude: céc antacid (Nhom/

Magnesi hydroxid); azithromycin, cetirizin, famotidin, fluconazol va lorazepam.

- Thudc rc ché van chuyén cation hitu co

3TC la mdt thanh phn cta vién nén Alpha-ARV dugc thai trir chi yéu qua nudc tiéu bang cach
chu dong bai tiét cac cation hitu co. Can xem xét kha ning tuong tic véi cac thudc cung dudng
udng, dic biét khi ching c6 chung chi yéu dugc bai tiét chu dong qua than thong qua hé van



chuyén cation hitu co (vi du: trimethoprim). Khong ¢6 dit liéu vé tuong tac véi cac thude khéc co
co ché thai trir qua than twong ty nhu 3TC.

- Sorbitol

Str dung déng thoi 3TC va sorbitol dan dén phu thudc liéu sorbitol. Néu ¢6 thé, tranh sir dung céac
thude ¢6 chira sorbitol véi 3TC.

TAC DUNG KHONG MONG MUON

Phan loai theo tin suat xay ra ADR

Rét thudng gap > 1/10

Thuong gap < 1/10 nhung > 1/100

it gap < 1/100 nhung > 1/1000

Hiém gip < 1/1000 nhung > 1/10 000

Rét hiém gap < 1/10 000

Tén s6 khong biét (tan sb khong thé dugc udc tinh tir dit liéu c6 sin).

Dir liéu vé& céc tac dung phu cua thudc két hop tenofovir/lamivudin/efavirenz hién con han ché. Vi
thuée ¢6 chira tenofovir, lamivudin va efavirenz nén cac tac dung khong mong muén cua ting
thanh phan thudc nay déu c6 thé xay ra khi sir dung. Trong nghién ctru 1am sang va sau khi thude
duge sir dung rong rdi trén thi truong, céc tac dung khong mong mudn do tirng thanh phin cua
thudc két hop tenofovir/lamivudin/efavirenz trong phac do diéu tri phbi hop khang retrovirus dugce
liét ké trong bang bén dudi theo hé co quan va tan sé xuat hién tuyét doi.

Tenofovir  disoproxil | Lamivudin Efavirenz
fumarat

Cic roi loan vé mau va hé bach huyét

it gap Giam bach cau trung
tinh va thiéu mau, giam
lrgng tiéu cau

Rt hiém gip Bat san hong cau

- Ko A . .
Cic réi loan h¢ miém dich

it gap | | | Qué min

R6i loan chuyén héa dinh dudng

Rat  thudng | Giam phosphat huyét

gap

Hiém gip Nhiém acid lactic

Réi loan tam thin ‘

Thudng gip . Lo au, tram cam

it gap D& xuc dong, giy go,

tam trang khoan khoadi,
ao giac, tinh gan, bénh
hoang tudong, cb ging
tu tir, c6 y dinh tu tu

R&i loan hé than kinh

Rat  thudong | chéng mit
gap
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Thudng gap Pau dau, mét ngi Gidc mo di thuong, rdi
loan trong sy chu vy,
chéng mét, dau dau mét
ngi, budn ngu

it gap Lo au, quén, mat diéu

hoa, roi loan phoi hgp,
roi loan vi gidc, co giat,
roi loan y nghi.

Rat hiém gap

Bénh nhan than kinh
ngoai bién (hodc cam
giac khac thuong)

Roi loan hd hap, ngue va trung thit

Thuong gép

Ho, céc triéu chung ¢
mili

Rét hiém gip

Kho thé

Cdc roi logn vé mat

it gip | Nhin mo
Cic rdi loan vé tai va trong tai
it gap | | Choéng mit

R6i loan da day, rudt

Rat  thuong | Tiéu chay, budn ndn, non

gap i i

Thuong gap Dbay hoi Budén ndén, ndén, dau Day bung, ti€u chay,
bung hodc vop bé, ti€u | budn nén, noén
chay.

It gap Viém tuy cap

Hiém gdp Viém tuy Viém tuy, tang amylase
huyét thanh.

R6i loan gan mit

it gap Tang cadc enzyme gan | Viém gan cép
thodang qua (AST,
ALT).

HUGNG DAN XU TRi ADR

Phat ban ngoai da thudng xudt hién sau 2 tudn dau tién diéu tri. Tan suit va mirc do niing khong
lién quan t6i liéu ding. Phai ngimg thude khi thdy phat ban ning kém theo nét phong nudce, da
bong, ton thuong niém mac hoic s6t. Cac phat ban ngoai da nhe hoic vira ¢6 thé tu hét ¢ da sb
ngudi bénh trong vong 1 thdng mic du van tiép tuc diéu tri thudc. Phat ban & ngudi 16n trung binh
16 ngay. Diéu tri bing thubc khang histamin, corticosteroid ¢6 thé 1am nhe céc triéu chimg rit
ngén thoi gian bi phét ban. V&i tré em nén ding thudc khang histamin dé phong ngira phat ban vi
ty 18 bi phat ban & tré em cao. C6 thé can nhic ding khéng histamin va/hogc corticosteroid khi

ding lai thudc cho ngudi phai tam ngirng vi phét ban.

52% ngudi bénh diéu tri bing Efavirenz c6 bao cdo vé cac triéu ching tim-than Kinh, trong s6 d6
2,6% phai ngimg thudc vi biéu hién ning. Céc tri¢u chimg tam-than kinh thudng xuét hién trong

vong 1-2 ngay diéu tri va thudng hét sau 2-4 tudn.
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Ngimg thudc néu c6 nhing diu hiéu 1am sang, triéu ching, hodic két qua xét nghiém cho thiy viém
tuy. '

Ngimng thude néu c6 nhiing ddu hiéu 1dm sang, triéu ching, hodc két qua xét nghiém cho thay
nhiém toan lactic, hodc bi doc 1én gan (gan to, tich m&, ngay ca khi transaminase khong cao).
QUA LIEU VA CACH XU TRi

Néu qué lidu say ra, bénh nhan phai dugc theo ddi bing chimg vé ddc tinh va diéu tri hd trg dugc
ap dung khi can thiét.

Efavirenz: D4 ghi nhan mét s bénh nhan ching may udng efavirenz 600 mg, 2 1an mdi ngay da
tang cac triéu chimg hé than kinh.

Diéu tri qué liéu v6i EFV gdm céc bién phap hd trg chung, nhu theo doi cdc d4u hiéu quan trong
va quan sat tinh trang 1am sang cua bénh nhén. Than hoat tinh ¢ thé duoc sir dung dé hd tro loai
bo céc loai thude khong duge hép thu. Khong c6 thude giai doc diic hidu cho qua lidu véi efavirenz.
Vi efavirenz c6 lién két protein cao nén tham tach khong thé loai bo déng ké thude khoi mau.
Lamivudine: C6 rat it thong tin vé qua liéu. Khong ¢6 thudc giai doc dic hiéu. Thim tich mau
hogc thdm phan phic mac sau 4 gio chi ldy di duge mot lugng khong dang ké. Ngd doc ning (viem
tuy, bénh than kinh ngoai bién, gan nhiém m&, suy than cp, nhim toan) xay ra sau diéu trj ma
khong xdy ra ngay sau khi uéng qua lidu. Dung lau dai c6 thé gdy doc cho ty thé dAn dén nhidm
toan lactic ¢6 hodic khong kém theo nhiém m& vi thé & gan. Diéu tri ngd doc ning bao gdm:
ngirng thue, diéu tri hd trg, dung benzodiazepin dé an than va chdng co giat, thubc chéng non,
diu chinh toan mau.

Tenofovir Disoproxil Fumarate: Tenofovir c6 thé dugc loai bo béng su tham phan méu; do thanh
thai thAm phan méu trung binh cta tenofovir 1a 134 ml/phut. Su thai trir cta tenofovir boi su thAm
phan mang bung chua dugc nghién ciru.

CAC PAC TiINH DUQC LUC HQC, DUQC PONG HOC

Nhom duge ly: thube didu tri nhidn HIV

Ma ATC: JOSAR

Lamivudin: Lamivudin (2°,3’-dideoxythiacytidin) thuoc nhém nucleotid trc ché enzym phién ma
nguoc. Lamivudin ¢6 cdu tric tuong tu zalcitabin. Lamivudin dugc cac enzym trong té bao chuyén
thanh din xudt c6 hoat tinh 1a lamivudin-5’-triphosphat (3TC-TP). Do ¢6 céu tric tuong tu
deoxycytidin triphosphat 1a co chat tw nhién cho enzym phién ma ngugc nén 3TC-TP canh tranh
v6i deoxycytidin triphosphat tur nhién va lam sy téng hop DNA cua virus bi két thuc som.
Lamivudin ¢6 ddc tinh rat thap ddi véi té bao. Lamivudin c6 hoat tinh 1én virus HIV typ 1 va 2
(HIV-1, HIV-2), va ciing ¢6 tac dung wrc ché virus viém gan B & ngudi bénh man tinh. Tuy
lamivudin duge dung nap tdt, nhung khong dugc dung lamivudin don doc vi dé sinh khang thude.
Su khang thudc nay do dot bién vé enzym phién ma nguoc, 1am giam tinh nhay cam hon 100 lan
va lam mat tic dung khéng virus trén ngudi bénh. Céc ching HIV khang lamivudin 13 ching
M184I (isoleucin thay thé methionin & codon 184) va M 184V (valin thay thé methionin & codon
184) cuia enzym phién ma ngugc. Diéu tri viém gan B man tinh bing lamivudin mot thoi gian thi
s& xuét hién cac chung dot bién khang thudc trén enzym polymerase. Cac ching HBV dot bién
khang lamivudin 1a M552V (valin thay methionin & codon 552) va M552I (isoleucin thay
methionin). Mic dii xuét hién khang thé anti-HBe nhung ADN-HBYV lai ting cao sau khi ngimng
lamivudin va ALT lai ting, bénh tai phat. Ty 1¢ khang lamivudin sau 1 ndm diéu tri 1a 24%, sau 2
nim 1a 38%, sau 3 nim 1a 50%. Liéu phap phbi hop lamivudin va zidovudin & ngudi bénh chua
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duoc didu tri trude ddy, lam giam khoang 10 1an mét do virus trong huyét twong, tac dung kéo dai
hon 1 nam, mic du ¢6 sy dot bién cia enzym phién ma ngugc. Cach dung thude khang retrovirus:
Trong liéu phap khang retrovirus, thuéc chon loc 1a nhing thudc twong tu nucleosid. Hién nay
chua xéc dinh rd lic nao 1a thoi diém tSt nhat dé bt dau diéu tri voi thude khang retrovirus. Liéu
phép khang retrovirus ciing lam ting thoi gian sdng s6t & ngudi bénh c6 sé lugng té bao CD4 dudi
500 trong 1 mm3. Liéu phap nay ciing c6 thé dung cho nhimg ngudi bénh c6 mat do HIV trén 30
000/ml huyét tuong, khong phu thude vao sb luong té bao CD4, vi tai lugng virus HIV 1a mot yéu
td tién luong su tién trién ciia bénh. Muc tiéu diéu tri 1a dat mat do HIV & muc khong thé phat hién
dugc. Liéu phap chuén hién nay gébm 2 thudc tuong tu nucleosid khang retrovirus, cung v4i mot
thudc trc ché protease. Su tudn thu diéu tri ¢6 tinh quyét dinh cho hiéu lyc duy tri ciia thudc. Nguoi
bénh diéu tri khong c6 két qua (tang gip 3 1dn mat do virus, hodic giam sé luong té bao CD4, hoic
tién trién thanh bénh AIDS) phai chuyén sang dung mot két hop thube khang retrovirus khac. Phai
lya chon két hop thudc mai sao cho nguy co khang chéo véi nhitng thude da dung 1a i thidu. Khi
liéu phép cii khong con tac dung can cho thém thudc méi, nguyén tic 1a cho thém khong chi mot
thudc, ma két hop 2 thude méi. Phai xem xét nguy co cia tuong tac thude khi didu trj voi cée thube
khang retrovirus.

Tenofovir disoproxil fumarat: Tenofovir 14 mot nucleotid trc ché enzym phién ma nguoc, duoc
dung phéi hop v6i cac thube khang retrovirus khéc (it nhat 1a 1 thube khéc) trong diéu tri nhidm
HIV typ I & ngudi trudng thanh. Thude duge dung theo dudng udng dudi dang disoproxil fumarat
ester. 300 mg tenofovir disoproxil fumarat tuong duong vdi khoang 245 mg tenofovir disoproxil
hay khoang 136 mg tenofovir. Tenofovir disoproxil fumarat 1a mdt mudi cua tién dugc tenofovir
disoproxil dugc hap thu nhanh va chuyén thanh tenofovir rdi thanh tenofovir diphosphat do dugc
phosphoryl héa trong té bao. Chat nay tic ché enzym phién ma ngugc cia virus HIV-1 va trc ché
enzym polymerase cia ADN virus viém gan B, do tranh chip vGi co chat ty nhién la
deoxyadenosin 5’-triphosphat va sau khi gin vao ADN s& cham dut kéo dai thém chudi ADN. Di
véi HIV in vitro, ndng d¢ tenofovir can thiét dé tc ché 50% (CE50) cac chung hoang da trong
phong thi nghiém HIV-1 14 tir 1 - 6 micromol/lit trong dong té bao lympho. Tenofovir ciing c6 tac
dung dbi véi HIV-2 in vitro, v6i ndng do trc ché 50% la 4,9 micromol/lit trong céc té bao MT4.
Céc ching HIV-1 nhay cam giam dbi vai tenofovir disoproxil fumarat ¢6 thé tao ra in vitro, va
cling da tim thdy trong lam sang khi diéu tri bing thudc nay. Céc ching nay ddu c6 mot dot bién
K65R. C6 thé c6 khang chéo tenofovir véi cac thude trc ché enzym phién ma nguoc khéc. D6i voi
virus viém gan B, hoat tinh khang virus in vitro cuia tenofovir da dugc danh gia trong dong té bao
HepG 222.15. Nong do tenofovir can thiét dé e ché 50% 14 0,14 - 1,5 micromol/lit, ndng do gay
doc té bao 50% 1a > 100 microgam/lit. Chua thiy c6 virus viém gan B nao khang thudc tenofovir
disoproxil fumarat. O dong vat tenofovir diphosphat 1a chit tic ché yéu ADN polymerase alpha,
beta va ADN gamma cuia ty thé.

Efavirenz: Efavirenz thudc nhém khong nucleosid, c6 tic dung trc ché khong canh tranh (khong
gén truc tiép vao vi tri xiic tic clia enzym) nhung dic hiéu 1én enzym phién ma nguoc ctia HIV-1,
do d6 trc ché sy nhan 1én cia HIV-1. Thudc khong gin dugc vao enzym phién ma nguge ciia HIV-
2, nén khong cé tac dung trén HIV-2. Efavirenz khong anh huong lén hoat tinh cia ADN
polymerase alpha, beta, gamma, delta & té bao nguoi binh thudng nén khong c6 tac dung doc té
bao. Trén HIV-1, efavirenz c6 tac dung hiép ddng vai cac nucleosid trc ché enzym phién ma nguoc
(didanosin, zalbitacin, zidovudin), v&i thudc trc ché protease ciia HIV nhu indinavir. Nguoi ta da
thdy c6 su khang efavirenz trong mot thoi gian ngin khi ding don tri liéu. Do d6 efavirenz khong
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dugc ding 1a thude duy nhit trong diéu tri hodic thém vao mét liéu phéap da that bai. Co ché khang
thudc efavirenz ciia HIV con chua duoc biét hét nhung sy dot bién enzym phién ma nguoc cua
HIV ¢6 vai trd quan trong. Ciing nhu mét s6 thude khong nucleosid trc ché enzym phién ma ngugc
(vi du, delavirdin, nevirapin), efavirenz thuong gy cac dot bién & cac ving cé chira acid amin &
céc vi tri 98 - 108 va 179 - 190 trén enzym phién ma nguoc. Efavirenz khang chéo véi cac thude
khang virus thudc nhém khong nucleosid nhu nevirapin, delavirdin nén khi diéu tri bing efavirenz
that bai thi khong nén thay thé bang nevirapin. O bénh nhan khang efavirenz khi dung efavirenz
két hop véi cac thude khang virus khac (nhu indinavir hoic zidovudin va lamivudin), nguoi ta da
thy cac dot bién KI103N, V108I, Y188L, G190S, KI103N/V108I, K100I/K103N hoic
K103N/G190S. Ngoai ra con c6 cac dot bién acid amin & cac vitri 98, 101, 106 va 225. Dot bién
acid amin & vi tri 103 (trc 12 K103N) 1a hay giip nhat.

Pic tinh dwge dong hoc

Lamivudin: Sau khi ubng, lamivudin hap thu nhanh va ndng do dinh huyét thanh dat sau khoang
I gior (ubng lic doi), 1a 3,2 gid (ubng lic no). Thirc an lam chim nhung khong lam giam hip thu
thudc. Sinh kha dung & ngudi 16n nhiém HIV 1a khoang 80 - 87%; & tré em tir 5 thang dén 12 tudi
nhiém HIV 1a 66%. Ty 1¢ gin véi protein huyét twong thap (< 36%). Thé tich phan bd 1a 1,3 lit/kg,
khong phu thudc vao liéu va khong c6 twong quan voi can ning. Chi khoang 10% lamivudin qua
hang rao méu - ndo; ty 1¢ ndng do trong dich ndo - tuy/ndng do huyét thanh 1a 0,12. Lamivudin
dugc chuyén hoa trong té bao thanh dang triphosphat ¢6 hoat tinh. Thudc bi chuyén hoa it & gan
va dugc dao thai chi yéu qua than dudi dang khong thay déi. Nira doi trong té bao lympho & méu
ngoai vi 1a 10 - 19 gio. Nira doi dao thai sau khi udng liéu mot 1an 12 5 - 7 gio & ngudi 16n; 1a 2
gidr & tré em tir 4 thang dén 14 tudi.

Tenofovir disoproxil fumarat: Hap thu: Sau khi cho ngudi bi HIV udng tenofovir disoproxil
fumarat, thudc duge hip thu nhanh chéng va chuyén thanh tenofovir. Nong do dinh tenofovir trong
huyét twong 1a 296 + 90 nanogam/ml sau khi uéng 300 mg dugc 1 - 2 gid. Sinh kha dung & nguoi
doi 1a khoang 25%, nhung ting cao néu udng tenofovir disoproxil fumarat ciing véi bira an nhiéu
md. Tenofovir dugc phan bd & khip cic mo, nhét 1a & gan va & than. Ty 1é thudc gin vao

protein huyét twong 1a duéi 1%, gin véi protein huyét thanh 1a khoang 7%. Nira doi thai trir 1a 12
- 18 gio. Tenofovir duge dao thai chi yéu qua nude tiéu nhd qué trinh loc & cau than va bai tiét
tich cuc & dng than. Tham phan mau loai bd thudc ra khoi mau duoc.

Efavirenz: Efavirenz dugc hip thu & dng tiéu hoa, ndng do dinh trong huyét trong dat dugc trong
vong 5 gid & ngudi binh thudng sau khi udng mot lidu duy nhit tir 100 - 1 600 mg. Hap thu thude
s& kém hon khi liéu cao hon 1 600 mg. O ngudi bi nhiém HIV, udng thude hang ngay trong nhiéu
ngay, ndng do dinh trong huyét tuong ciing dat duoc 3 - 5 gid sau mdi 1an ubng va ndng do thude
trong huyét trong dat mirc 4n dinh sau 6 - 7 ngay udng thudc lién tuc. Sinh kha dung ting néu
udng thudc sau bira &n giau chét béo. Efavirenz c6 thé udng ciing hoiic ngoai bita in, tuy nhién
khong nén udng cing bira in gidu md. C6 t6i 99,5 - 99,75% thudc gén vao protein huyét tuong.
Thuéc di qua hang rao mau - ndo va c6 trong dich ndo - tiy; ndng do thude trong dich ndo - tiy
sau khi dung efavirenz liéu 200 - 600 mg ngay mdt lan trong hon 1 thang 14 0,26 - 1,19% ndng do
thudc trong huyét twong, tirc 1a gép 3 14n lwong thude tu do trong huyét tuong. Thude duge chuyén
hoa chi yéu boi cac isoenzym CYP3A4 va CYP2B6 ciia cytochrom P450 thanh dang khong c6
tac dung. Efavirenz hoat héa cac enzym cua cytochrom P450 va ty lam tang chuyén hoa; nira doi
dao thai cudi cing 1a 40 - 55 gio sau khi udng liéu 200 - 400 mg/ngay trong 10 ngay; 1a 52 - 76
gid sau khi udng mot liéu duy nhat. Nira doi dao thai cudi cuing kéo dai hon ¢ ngudi bi bénh gan
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man tinh va suy than giai doan cudi. Khoang 14 - 34% liéu dung duoc dao thai theo nudc tiéu chu
yéu dudi dang chuyén héa, 16 - 61% dugc dao thai theo phan chi yéu dudi dang thudc khong bi
thay ddi. Thudc it c6 kha ning bi loai khoi co thé bing chay thin nhan tao hodc thdm tach mang
bung vi thudc gén nhidu vao protein va chi dudi 1% thude duge dao thai trong nude tiéu dudi dang
khong ddi.

CAC DAU HIEU CAN LUU Y VA KHUYEN CAO

Khéng co.

BAO QUAN

Noi kho rdo, tranh anh sang, nhiét d6 dudi 30°C.

HAN DUNG

24 thang ké tir ngay san xuat.

TIEU CHUAN CHAT LUQNG: TCCS ) . ‘
KHONG DUNG THUOC KHI QUA HAN SU DUNG IN TREN BAO Bi

CO SO SAN XUAT N
CONG TY CP DUQC VAT TU'Y AM
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