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HUONG DAN SU DUNG
Thude nay chi ban theo don ciia Bdc s§, doc ky hudng dén st dung trude khi dung.
Mudn biét thém thdéng tin chi tiét, xin hoi Béc s§ hodc Duoc s¥.

SYNFOVIR-L

(Vién Tenofovir disoproxil fumarat & lamivudin)

PHAN LOAI DIEU TRI: Diéu tei HIV-1 cho ngudi trudng thanh

THANH' PHAN: M&i vién nén bao phim chira;
Hoat chiat:  Tenofovir disoproxil lumarat 300 mg
Lamivudin USP [00mg

T4 duge: Microcrystallin cellulose, colloidal anhydrous cilica, magnesi stearat, tale tinh khiét,
natri croscarmellose, natri starch glycolat, hypromellose E13, 1|tan dioxid, Macrogels (PEG-6000),
chit mau vang sunset.

DANG BAO CHE: Vién nén bao phim /// :
TRINH BAY: Vi 10 vién, 03 vi trong mot hop carton va mdt 1o hudng din sir dung. // 5
-
DUQC LUC HOC:
Tenofovir disoproxi! fumarat ¢é céu triic mét nucleotid diester vong xodn, 1 dang mudi fumarat
cha tién thubce tenofovir disoproxil. Sau khi duge hap thu thube thuy phan thanh tenofovir, va tiép
theo duge phosphoril hod nhd enzym trong té bao tao thanh chét chuyén hda cé hoat tinh:
Tenofovir diphosphate, chat nay cé tac dung tic ché enzym DNA polymerase clia virus vidm gan B
(HBV) va enzym sao chép nguge HIV, Tac dung nay do tenofovir diphosphat canh tranh véi
deoxyribonucleotid va lam dit chudi DNA sau khi xdm nhap vao DNA cla vi rat. Tenofovir
diphosphat (ic ché yéu céc enzym anpha va beta-DNA polymerase cua dgng vat co v va enzym
gama-DNA polymerase ¢ dong vat ¢o xuong song.
Lamivudin 1a | thudc tong hop khang retrovirus, thube nhom dideoxynucleosid tc ché enzym
phién mé nguoge cia virus. D€ ¢6 tac dung lamivudin phai duoc enzym t& bao phosphoryl héa va
bién dbi thanh mot chédt chuyén hoa c6 hoat tinh, chat chuyén héa 5° — triphosphat. Chét chuyén
hoa nay cd cAu trac tvong tu deoxycytidin triphosphat 13 co chét tu nhién cho enzym phién mé
nguge. Thude cd hoat tinh canh tranh voi deoxycytidin triphosphat ty nhién aé hop nhit vaio DNA
cha virus bm enzym phlen mi nguge, gly két thiic sém 10ng hop DNA cua virus. Lamivudine ¢d
dde tinh rét thap déi vai t bao.

DUQC DONG HOC:

Tenofovir disoproxil fumarat: Sau khi udng thude duoc hip thu nhanh chong va thuy phén thanh
tenofovir, va tiép theo duge phosphoril hoa nhd enzym trong té bao tao thanh chét chuyén hoa cé
hoat tinh: Tenofovir diphosphat. Dat nong 46 tbi da trong vong 1 g khi uong thude vao lic déi va
2 gid khi ubng thude vao lic no. Sinh kha dung dudmg uéng khi d6i cua tenofovir xép xi 25%.
Duing tenofovir disoproxil fumarat v6i bita an ¢é nhiéu chit béo lam ting sinh kha dung. Tenofovir
duoc phan bd dén hiu hét cac md vii néng dd cao nhit & thin, gan va rudt. Ty 1€ gén két voi
protein huyét trong hodc huyét thanh 12 < 0,7 va 7,2% theo lan lugt, vai ndng dd tenofovir trong
pham vi 0,01 =25 pg/ml.

Tenofovir chu yeu duoc bai xuat qua than bing cach loc va vén chuyén chi dong trong dng thén.
Xap xi 70-80% li¢u ding duge bai xuat qua nudc tiéu dudi dang khéng bi bién d6i. Nira doi thai
trir cudi clia tenofovir xap xi 12 — 18 gio. Duoce dong hoe clia tenofovir doc |ap véi lidu 75-600 mg
va khong bi anh hudng bai lidu nhic lai & bat cii mire dd nao.

Lamivudin: Sau khi udng, lamivudin hép thu nhanh voi sinh kha dung khoang 80%. Sau khi tiém
tinh mach, thé tich phén bh 1a 1,3 + 0,4 litkg. Ty 1& gén vdi protein huyét tuong thap (<36%). 5 -
6% t moc duge chuyén hoa thanh chat trans — sulfoxyd. Nira doi thai trir trong huyet twong trung
binh 14 2,5 gié va khoang 70% cia liéu duge thai trir khong thay dbi trong nudgc ti€u. Nira ddi cuia
lamivudin triphosphat trong té bao kéo dai, trung binh trén 10 gidr trong té bao lympho ¢ mau
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ngoai bién. DO thanh thai toan b 1a 0,37 £ 0,05 lit/gidorkg.

CHI PINH:
Vién SYNFOVIR — L (tenofovir dlSOpIOXI| fumarat va lamivudin) dugc chi dinh két hop vdi cac
thude khang retrovirus khac trong digu tri nhiém HIV-1 cho ngudi trudng thanh (> 18 tudi).

L1EU DUNG:

Ngudi trudng thanh: Lidu dé nghi ctia vien SYNFOVIR — L 1a | vién x 1 lan/ngdy, udng cling hoac
khéng ciing thirc an,

Diéu chinh liéu cho nguoi suy thdn:

Khong can diéu chinh liéu cho bénh nhén suy than co do thanh thai creatinin >50ml/phit.

Vi day 1a dang két hop do dé khéng ding vién SYNFOVIR - L cho nhimng bénh nhan ¢6 dé thanh
thai creatinin < 50ml/phut.

CHONG CHI DINH:
Chong chi dinh vién SYNFOVIR - L cho:

Bénh nhan man cam vdi tenofovir disoproxil fumarat, lamivudin hodc bit et thanh phén nao
cnia vién thude.
- Tréem dudi |8 tudi.

- Nhing bénh nhan suy thdn néng (d6 thanh thai creatinin < 50 ml/phat). //[ :

Cac ba me dang cho con bu.

THAN TRONG:
Thén trong chung:
Khong Khuyén cdo diing SYNFOVIR - L nhu mét nucleosid béc ba.
Khéng duoc ding vién SYNFOVIR ~ L phdi hop voi vién tenofovir disoproxil fumarat, vién
lamivudin hodic cdc dang phdi hop nao khac cua tenofovir disoproxil fumarat va lamivudin.
Piéu tri bang vién SYNFOVIR — L cin duoc chi dan boi cde phép thir phong thi nghiém va lich
str diéu tri.
- Nhiing bénh nhan cao tudi d& bi suy than hon, do dé can thén trong khi diing SYNFOVIR — L
cho nhitng bénh nhén cao tudi.
Vién SYNFOVIR — L khéng ding dé diéu tri nhiém viém gan virus B. Hidu luc va dé an toan
ctia vien SYNFOVIR - L khi diéu trj cho ngudi bi nhi€m HIV kém HBV chua duge xéc dinh.
SYNFOVIR — L khéng thé ngan ngua nguy co lay truyén HIV cho ngudi khéc qua dudng tinh
duc hodc qua dudng méu do do van phai tiép tuc sir dung céc bign phap phong tranh thich hgp.
Nhiém acid lactic: Nhiém acid lactic, thuong di kém gan nhiém m&, di duge bao céo khi ding céc
chét tuong tu nucleosid ké ca tenofovir va lamivudin, Nhi&m acid lactic c6 ty I& tir vong cao va cé
thé dan dén viém tuy. suy gan hodc suy thén. Nhiém acid lactic thudmg xay ra sau vai thang diéu tri.
Phai ngung didu tri voi cac chit glong nucleosid khi bt dau co cac lueu ching ting acid Iactlc mau
vd nhiém acid lactic/chuyén héa, chimg phi dai gan tién trién hoic ting nhanh ndng do
aminotransferase.
Phai than trong khi ding cdc chét gidng nucleosid cho bat ky bénh nhin nao (dac biét 13 phu nir béo
phi) bl bénh gan phi dai, viém gan hodc cac yéu t& nguy co khac ddi v&i bénh gan va gan nhidm
md, can giam sat chat ch& nhitng bénh nhin nay
Chtre niing than: Tenofovir duge thai trir chi yéu qua than. D3 xay ra suy thén, tang creatinin,
giam phosphat-huyét khi ding tenofovir disoproxil fumarat. Cén gidm sdt do thanh thai creatinin.va
chirc nng than (d6 thanh thai creatinin va phosphat huyét thanh) mdi 4 tuén trong sudt nam dau
tién va sau d6 3 thang mét lan cho tat c¢a bénh nhan diéu tri voi tenofovir disoproxil fumarat. Doi
v6i nhiitng bénh nhan ¢6 nguy co suy thin, gdm ca nhimg bénh nhén trude dé da trai qua cdc bénh
vé than khi diing adefovir dipivoxil, phai gidm sat chirc nang than thudng xuyén hon.
Bénh nhdn c6 do thanh thai creatinin < 30 mi/phin: Day 1a dang két hop do dé khéng ding
SYNFOVIR — L cho nhting bénh nhan suy than ndng {dé thanh thai creatinin < 50 ml/phut).
Phai tranh diing tenofovir disoproxil fumarat dong thdi hodc gén véi cac thube gy doc cho than
(nhu aminoglycosid, amphotericin B, foscarnet, ganciclovir, pentamidin, vancomycin, cidofovir
hozc interleukin-2). Néu khéng thé tranh viéc diing ddng thai tenofovir disoproxil fumarat véi cdc
thude gay dde cho than, can phai giam sat chirc nang than hang tudn.
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Tac dyng i&n xuong: O nhitng bénh nhan nhiém HIV, khi ding déng thai tenofovir disoproxit
fuma: at voi Iamwudln va efavircnz, da bi glam nhe mat d6 khoang trong xuong séng that lung, ting
ndng d6 cla cac véu t6 sinh hod trong chuyén hoa xuong, ting ndng 46 hormon luyén can gidp
trong huyét thanh. Cn gidm sat chit che nhitng bé&nh nhan HIV c6 tién si gay xuong, hodc ¢d nguy
co loding xwong. Khi ¢o nhitng bt thudng vé xuong phai tu van bac s¥.

P cd truong hop hoai t xrong duge bao cao dic biét & nhitng bénh nhan bénh HIV tién trién hodc
ding phac dé phdi hop thube khang retrovirus trong thoi gian dai. Bénh nhin cén bio cho béc sy
néu bi dau khép, cting khdp hode khé cir dong.

Bénh gan: Tang néng viém gan:

Trong qud trink diéu tri: Tang nang tu phat viém gan B man tinh tuong d&i phd bién (tang thodng
qua ALT huyét thanh), su tang ning nay xay ra sau 4-8§ tudn di¢u tri. O nhiing bénh nhan bénh gan
6 bu, su gia ting ALT huyét thanh ndy thudng khéng kém theo su gia ting néng dé bilirubin trong
huyét thanh hodic méat bu & gan. Nhitng bénh nhan bi xo gan ¢6 nguy co mét b cao hon khi bénh
viém gan bi tang nang, do d6 phai gidm sat chit ché bénh nhan trong qué trinh didu tri.

Ting sinh mé ma: O céc bénh nhan nhiém HIV, phéac dé phm hop khéng retrovirus c6 thé din dén
phén bo lai hodc tich ty m& trong co thé bao gdm: tich ma & bung va ngoai bién, phi dai mat trugc—
sau cb (“gl trau™), tdn hai thin kinh ngoai vi, mat, phl dai tuyén v, xuat hién hdi chiing cushing.
Nguy ¢o loan dudng lipid cao hon khi ¢6 cdc yeu t keém theo nhu: tudi gia, thoi gian didu trj kéo
dai va su rdi loan chuyén hoa kém theo. Phai kiém tra lipid trong huyét thanh va glucose huyét ]uc”{
doi. Sy rdi loan lipid phai duge kiém soat phi hgp véi 1am sang.

Hgi chirng phin dng mién diclh: O nhiing bénh nhan nhiém HIV bj suy mién dich ning lac khon
ddu phac d6 thude két hop khang retrovirus (CART), phan tng gay viém co thé ting 1&n va gay ra
céc tinh trang 1dm sang nghiém trong, hodc lam tridu ching trdm trong hon. Phai giam sat nhiing
iriéu chitng nay trong vai tuan hodc vai thang diéu tri diu tién voi CART.

SU DUNG CHO PHU NU €O THAI VA BA ME CHO CON BU:

Diing cho phy nir ¢6 thai:

Tenofovir disoproxil fumarat: Phin loat B

Cé rht it div kién lam sang vé tenofovir disoproxil fumarat trén phy nit ¢é thai do dé chi diing
tenofovir disoproxil fumarat cho phu nit cé thai khi Igi ich hon han nhiing nguy co cé thé xay ra ddi
vai bao thai.

Do nguy co d&i véi su phat trién bao thai & ngudi chua duge biét, phu nir trong dé tudi sinh san khi
dung tenofovir disoproxil fumarat phai kém theo moét bién phap tranh thai hiéu qua.

Lamivudin: Phan loal C

D3 an toan cua lamivudin cho phu nii cé thai chua duge nghién ciu, Lamivudin c¢6 qua hang rao
nhau thai, do d¢ phai than trong khi dang lamivudin cho phu nit ¢6 thai, Néu co thai phai bio cho
béc s§ trude khi ding lamivudin,

B4 me cho con bu:

Tenofovir disoproxil fumarat; Khdng biét lidu tenofovir co tiét qua stra ngudi hay khéng. Do d6,
cac ba me khéng dugc cho con bii néu ding tenofovir disoproxil fumarat.

Lamivudin: Vi thube ¢6 bai xuit qua sira me, do dé cdc ba me dung lamivudin khéng nén cho con
ba.

Trung tAm kiém sodt va phong bénh da khuyen cdo rang néu.ngudi me bi nhidm HIV, khéng nén
cho con bl trong bt cir hoan canh ndo vi cé thé truyén bénh HIV cho con.

TAC PONG CUA THUOC KHI LAl XE VA VAN HANH MAY MOC:

Chua co nghién ctru vé anh hudng cia thude 1én kha ning 1ai xe va van hanh may. Tuy nhién do thé
trang cUa bénh nhan va nhiing téc dung khdng mong mudn, cin canh bao bénh nhan phai than trong
khi lai xe hodc van hanh médy moc.

TAC DUNG KHONG MONG MUON:

Tenofovir disoproxil fumarat: Cac tac dung khong mong mudn thudng xay ra gdm: giam phosphat
huyét, chéng mat, dau cléu, tiéu chay, nén, budn nén, dau bung, dﬁy hoi.

Khoang 1% bénh nhén dugce diéu tri véi tenofovir disoproxil fumarat phai ngimg thude do céc tac
dung khéng mong mubn trén dudng tiéu hoa, ting ALT, mét moi.

Phiac d6 diéu tri phdi hop thubce khang retrovirus gay bét thuong chuyén héa nhu tang triglicerid
huyét, tang cholesterol huyét, khang insulin, ting glucose huyét va tang acid lactic huyet l[am phén
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b6 lai md trong co thé (loan dutng lipid) ¢ nhitng bénh nhdn HIV gbm ca m& vung ngoai bién va
dudi da mit, tdng m& 6 bung va ndi tang, tang truong fuc va tich [Ty md ¢ lung-c6 (bénh gi trau)
tén hai than kinh ngoai vi, mat, phi dai tuyén vii, xudt hién hoi ching cushing.

Cac tuong hop hoai tir xuong ciing dé duge bao cdo, ddc bigt & nhitng bénh nhén duge biét ¢6 cac
yéu 16 nguy co, bénh HIV tién tr ien hoac dung phac d& diéu tri phdi hgp khang retrovirus dai ngay.
Nhiing tac dung khong mong muon co thé xay ra nhung hiém: kho the, nhiém acid lactic, viém tuy,
tang transaminas, viém gan, ndi mén, suy thin cép, suy thén, bénh 6ng than gan gbe (gdbm ca hoi
chirng Fanconi), tdng creatinin, hoai ti dng than cip, suy nhuoc,

Lamivudin:

Thuong gap, ADR> 1/100

Thén kinh trung wong: nhire ddu, mét ngy, khé chiu, mét mdi, dau, chéng mat, tram cam, sét, rét
run.

Tiéu hoa: budn nén, ia chay, chén dn, dau bung, kho tiéu, tang amylase.

Thin kinh — co va xuong: bénh day than kinh ngoai bién, di cam, dau co, dau khadp.

M6 hap: ddu hidu va tridu chéng & mii, ho.

Da: ban.

Huyét hoc: giam bach cdu trung tinh, thidu mau.

Gan: tang AST, ALT.

{1 gap, 1/1000<ADR<1/100 /ﬁ/,r L

Tiéu hoa: viém tuy.

Huyét hoe: giam tiéu cau, =il

Gan: tang bilirubin huyét.

Hudng din cich xi tri ADR;

Phai ngung lamivudin ngay néu ¢ n hitng déu hiéu 1am sang, triéu chimg, hodc két qua xét nghiém
cho thiy ¢ thé xay ra viém tuy.

“Thdng bao cho Bac s§ cia ban trong trudng hp cd bt ky tie dyng khiéng mong mudn nio lién quan
to viée diing thube”

TUONG TAC THUOC:

Céc nghién clru vé tuong tac thude chi duge thue hién trén ngudi trudng thanh.

Khuyén cdo khong ding dong thoi:

Khong duoe ding chung véi bat k¥ duge phdm nao chira tenofovir disoproxil fumarat hoic véi
adefovir dipivoxil, lamivudin,

Didanosine: khong duoe diing ddng thoi tenofovir disoproxil fumarat voi didanosin vi viée dung
chung ndy giy tang ndng dd didanosin 40-60%, diéu nay co thé din dén ting céc tac dung khong
mong mudn ¢ lién quan dén didanosin.

Cdc thuée théi triv qua dudmg thdn: do tenofovir chi yéu duoc thai trir qua than, viée ding déng
théi tenofovir disoproxil fumarat véi cac thude thai trir qua than lam suy giam chiic nng than hoic
canh tranh su bai tiét chi dong qua éng than.

Céc thuse gdy djc cho than: phai tranh dung tenofovir disoproxil fumarat déng thai hodic gan vai
cac thude gy ddc cho thadn, nhu aminoglycosid, amphotericin B, foscarnct, ganciclovir,
pentamidin, vancomycin, cidofovir hode interleukin-2.

Tacrolimus duoc cho 12 anh hudng dén chire niing than, do dd phai gidm sat chit ché khi ding két
hop tacrolimus voi tenofovir disoproxil fumarat.

Atazanavir/ ritonavir:

Atazanavir: dién tich dudi dudng cong (AUC) giam 25%, ndng do tdi da (Cmax) giam 28%, nong
do thi thiéu (Cmin) giam 26%;

Tenofovir: AUC tang 37%, Cmax tang 34%, Cmin tang 29%,;

Phai giam sat chat ch& chie nang théin.

Lopinaviv/ ritonavir: lam AUC cia tenofovir ting 32%. Cmin tdng 51%. Phai gidm sat chit che
chiic ndng thén.

Darynavir/ ritoravie: lam AUC cia tenofovir ting 22%, Cmin tang 37%. Phai gilam sét chat ché
¢hire ndng thin,

Zidovudin: ndng do zidovudin trong huyét tuong tang 18n dang ké ( khoang 39%) khi dung két hop
vai lamivudine.

P ~Fn
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Trimethoprim/ sulfamethoxazol 1am tang sinh kha tich duéi dudng cong ndng do - thii gian (AUC),
va lam giam dg thanh thai qua thdn (30%) cua lamivudine.

Mic dit AUC khéng bi anh huong nhiéu, sy hdp thu lamivudine bj chim lai va nng dé dinh huyét
tuong thip hon 40% khi cho nguoi bénh ubng thude lic no so voi khi uéng thude luc déi,

QUA LIEU:

Kinh nghiém 1am sang voi tenofovir disoproxil fumarat lidéu cao hon liéu diéu tr con han ché. Néu
x&y ra qua lidu, phai giam sat chit ch& hién tugng ngd doc ciia bénh nhén va ap dung ngay cic bién
phap diéu trj hd trg can thiét.

Tham tach mau ¢ thé loai bo tenofovir. Sau khi diing liéu duy nhit 300 mg. thdm tach méu kéo dai
4 gio foai dugce 10% lugng tenofovir 43 udng,

Cé rét it thang tin vé qua lidu lamivudin, mac da khi qua liéu, khong thay ¢6 ddu hiéu lam sang
hodic tridu ching, mat khac xét nghiém mdu vin binh thuong. Khéng co thude giai ddc. Khang biét
15 Jamivudin ¢ bi loai trir bang tham tach mang bung hodc thim tach mau hay khéng.

TIEU CHUAN: Theo tiéu chudn Nha san xudt,

HAN DUNG: 24 thang tinh (r ngdy san xut,
Khong ding thube qud htan cho phép.

8 S , /
BAO QUAN: Béo quan 6 nhiét do dudi 30°C, trdnh dm va dnh sang. /[Q
DE THUOC XA TAM TAY TRE EM <
Tén va dia chi co s& san xuét:

SYNMEDIC LABORATORIES

Dia chi: 106 — 107, HSIDC, Industrial Estate, Sec-31, Faridabad — 121 003 Haryana, An D
Tel :91-129-4104047

Fax 1 91-129-4104048
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