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Emtricitabine and Tenofovir
Disoproxil Fumarate Tablets

200 mg/300 mg

30 Tablets
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Dimensions : 52x52x 110 mm
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Each film-coated tablet contains 200 mg of ‘7
emtricitabine and 300 mg of tenofovir disoproxil
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TENOF EM

disoproxil
Emtricitabine and Tenofovir
Disoproxil Fumarate Tablets

USUAL DOSAGE: See package insert for
dosage and administration

PHARMACIST: Dispense the patient

infc?ﬂ'pﬂeaﬂet with drug product.
5 200 mg/300 mg
Store below 30°Chand protect from moisture.

30 Tablets

Keep out of reach of children.

Route of administration; Ciral
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Rx-Thubc bin theo don Hp 1 1 30 vién
TENOF EM
Vién nén bao phim

Emtricitabin 200mg va Tenofovir
Disoproxil Fumarat 300mg

Mdi vién nén bao phim chira 200mg
emtricitabin va 300mg tenofovir
disoproxil fumarat, tuomg duong 245
mg tenofovir disoproxil. Chi dinh,
cach diung, chong chi dinh va cic
thong tin khic: Xem Hudmg din sir
dung kém theo. Dge k¥ Hwdmg din
sir dyng trwde khi ding Bao quin ¢
nhiét d§ dudi 30°C. tranh dm. D& thude
ngoai tim tay tré em.

Doanh nghiép nhap khiu:

Manufactured by/San xudt tai An-do bi:
HETERO LABS LIMITED

Unit-111, 22-110, LD.A.,
Jeedimetla, Hyderabad - 500 055,
Telangana, INDIA.
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Mai vién nén bao phim chira 200mg
emtricitabin va 300mg tenofovir
disoproxil fumarat, wromg duong 245
mg tenofovir disoproxil. Chi dinh,
cich ding, chéng chi dinh va cic
thong tin khac: Xem Huimg din sir
dung kem theo Poc kj Huomg din
sit dung tneire khi dung. Béo quin &
nhiét 46 dudi 30°C, wanh am. DE thude
ngodi 1am tay tré em

Doanh nghiép nhap khiu: Vm Unit-H11, 22-110, DA,
Jeedimetla, Hyderabad - 500 055,
INDIA

Colour:; 4 B s

Spec.:
Aqua Varnish,
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[ENOF EM
Vién nén bao phim Emtricitabin
200mg va Tenofovir Disoproxil
Fumarat 300 mg

Lo 30 vién

Mifg, Lic No. 22/RR/AP/2001/F&B/CC
Batch No./S6 16 §X

Mfg Date™SX: dd/mm/yyyy
Exp DateHD: dd/mm/yyyy
VN Reg No /SPK

2XXXXXX

Manufactured by/San xudt tai An-do ban.
HETERO LABS LIMITED

.

ted on 80 GSM Fasson fas print permanent (HITAC) of Avery Dennison with
62 GSM release paper, in roll form with number printed on release paper.
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HUONG DAN SU DUNG
Doc k§ Huéng din sir dung trwée khi dung. Néu cin thém théng tinxin héi bic si. Thude ban
theo don.

Thanh phén:

MGi vién nén bao phim chira 200mg emtricitabin va 300mg tenofovir disoproxil fumarat tuong
duong v6i 245 mg tenofovir disoproxil.

T4 dwge: Pregeltanized starch, lactose monohydrate, microcrystalline cellulose (Avicel pH 102),
croscarmellose sodium, magnesium stearate, opadry II blue 32K 10849.

MG ta thude:

TENOF EM la thudc ding duong udng.

Tén hoa hoc cia emtricitabin 1a 4-amino-5-fluoro-1-[(2R, 5S)-2-(hydroxymethyl)-1, 3- oxathiolan-5-
yl]-2(1H)-pyrimidinone. Emtricitabin 1a mot chat bot mau tir tring dén trdng nhat véi do hoa tan
khoang 112 mg/mL trong nuéc ¢ 25°C. Cong thirc phan tir cua no | HYOFN3O3S vai trong luong
phén tir 1a 247,25. Cong thic cdu tao cia emtricitabin dugc biéu dién nhu dudi day.
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Tenofovir disoproxil fumarat ¢6 tén héa hoc la [[(1R)-2-(6-amino-9H-purin-9-yl)-1- methylethoxy|
methyl] phosponic acid disoproxil fumarat. Tenofovir Disoproxil Fumarat ¢6 mau tir trang dén tring
nhat & dang bot tinh thé véi do hoa tan 1a 13,4 mg/mL trong nude cit & 25°C. Tenofovir disoproxil
fumarat c6 hé dém octanol/phosphat (pH 6.5) h¢ s6 phan chia (log p) 1a 1,25 & 25°C. Céng thire phan
tir cua nd 1a C1I9H30N5010P.C4H404 véi trong lugng phan tir 1a 635,51, Cong thic cau tao cua

tenofovir disoproxil fumarat dugc biéu dién nhu duéi day.

rungtamfﬁao\éfégm/ ) B
" CUC QUAN LY DUQC G UR/A OO 5,54
A PHE DUYET F(N B
Lén ddu:.04...031..A 0K TENOF EM
(Vién Emtricitabin va Tenofovir Disoproxil Fumarat 200mg/300mg)
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Duoe Iy hoc:

Pic tinh dwoce lwe hoc:

Nhém duge 1y: Thude khang virus dudng toan than; thude khéng virus dé diéu tri nhiém HIV, céc
lieu phap diéu tri két hop. Ma ATC: JOSAR03

Co ché tic dung va hiéu lyc dwoc luc hoc:

Emtricitabin 1a mot dong déng nucleosid cua cytidin. Tenofovir disoproxil fumarat dugc chuyén doi
in vivo thanh tenofovir, mot dong dang nucleosid monophosphat (nucleotid) cua adenosin
monophosphat. Ca emtricitabin va tenofovir déu c¢6 hoat tinh dic hidu dbi véi virus gy suy giam
mién dich & nguoi (HIV-1 va HIV-2) va virus viém gan B.

Emtricitabin va tenofovir dugc phosphoryl hoa boi cac enzym trong té bao dé tao thanh emtricitabin
triphosphat va tenofovir diphosphat, tuong mg. Céc nghién ctru in vitro da chi ra rang ca emtricitabin
va tenofovir déu c6 thé bi ryl héa hoan toan khi dugc dung két hop véi nhau trong té bao.
Emtricitabin triphosphat va tenofovir diphosphat trc ché canh tranh men sao chép ngugce HIV-1, dan
dén lam két thic chudi DNA.

Ca emtricitabin triphosphat va tenofovir diphosphat déu 1a chét trc ché yéu déi v6i polymerase DNA
ctia dong vat ¢6 vii va khong c6 dau hidu doc tinh doi véi ty thé & ca in vitro va in vivo.

Hoat tinh khang virus in vitro: Hoat tinh hiép df’)ng khéng virus da duoc quan sat théy & thube két
hop emtricitabin va tenofovir in vitro. T4c dung bd sung vao cac hoat tinh hiép déng cling da duoc
quan sat thdy trong cc nghién ciru két hop thude véi cic thube (e ché protease va vai cac thude tre
ché men sao chép nguoc HIV nucleosid va khong nucleosid.

Khdng thuoc: Tinh khang thude da dugc quan st thdy in vitro va & mot s6 bénh nhan nhiém HIV-1
do ¢6 su xudt hién cua dot bién M184V/I véi emtricitabin hodc dot bién K65R véi tenofovir. Céc
virus khéng emtricitabin mang dot bién M184V/I ciing thé hién tinh khang chéo vai lamivudin,
nhung van duy tri do nhay cam voi didanosin, stavudin, tenofovir va zidovudin. Dot bién K65R cling

¢ the duge chon loc boi abacavir hodc didanosin va lam giam d nhay cam véi cic chat ndy ciing
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nhu véi lamivudin, emtricitabin va tenofovir. Tranh dung tenofovir disoproxil fumarat cho nhirng
bénh nhan nhiém ching HIV-1 ¢6 mang dot bién K65R. Ngoai ra, mgt dot bién thay thé K70E trong
men sao chép nguoc HIV-1 cling dugce chon boi tenofovir va lam giam mot muc thap do nhay cam
véi abacavir, emtricitabin, lamivudin va tenofovir.

Nhitng bénh nhan bi nhiém HIV-1 ¢6 3 hoac nhiéu hon 3 dot bién lién quan dén cac dong dang
thymidin (TAMs) bao gém hodc dot bién M41L hogc dot bién L210W trén men sao chép nguoc thé
hién sy giam tinh nhay cam véi tenofovir disoproxil fumarat.

Kinh nghiém khang thuée in vivo (doi véi bénh nhén chia ting diéu tri véi thudc khdng virus sao
chép nguge trude dsé): Trong mdt nghién clru 1dm sang ngiu nhién mo (GS-01-934) ¢ bénh nhan
chua timg diu tri véi thude khang virus sao chép nguge trude do, xét nghiém kiéu gen da duoc thyc
hién trén cdc ching HIV-1 trong huyét turong tir tit ca nhitng bénh nhan ¢6 xac nhan RNA HIV > 400
ban sao/ml & cdc tudn 48, 96 hodc 144 hoic tai giai doan dau cua nghién clru ngung dung thude. Tinh
tai thoi diém tudn 144

« Dot bién M184V/I xuit hién & 2/19 (10,5%) chung da duoc phan tich tir bénh nhan trong nhom diéu
tri voi emtricitabin/tenofovir disoproxil fumarat/efavirenz va & 10/29 (34,5%) ching da duge phéin
tich & nhém bénh nhan diéu tri véi lamivudin/zidovudin/efavirenz (tri sé p < 0,05, dua theo két qua
kiém dinh Fisher's Exact so sanh gitta nhém bénh nhan diéu tri v6i emtricitabin+tenofovir disoproxil
fumarat va nhém bénh nhén diéu tri véi lamivudin/zidovudin trén tat ca céc bénh nhan).

« Khéng ¢6 chiing virus nao duge phan tich c6 chira dot bién K65R hoagK70E

» Dé khang kiéu gen véi efavirenz, chu yéu 1a dot biét K103N, xudt QY trgh ching virus caa 13/19
(68%) bénh nhan trong nhém diéu tri véi emtricitabin/tenofovir disoproxil fumarat/efavirenz va trén
chung virus cua 21/29 (72%) bénh nhéan trong nhém con lai.

Tinh an toan va hiéu qua trén lim sang:

Trong mét nghién cru 1dm sang ngﬁu nhién nhan md (GS-01-934), bénh nhan nhiém HIV-1 trude
déy chua timg dung thuée khang virus sao chép nguge duge didu tri hodc véi phac dd mdi ngay mot
lan v6i emtricitabin, tenofovir disoproxil fumarat va efavirenz (n=255) hodc véi mdt phac dé dung
vién nén két hop lamivudin va zidovudin (Combivir) udng hai 1dn mét ngay kém véi efavirenz ubng
mét 1dn mot ngdy (n=254). Bénh nhén trong nhém diéu tri v6i emtricitabin va tenofovir disoproxil
fumarat ding TENOF EM clng véi efavirenz tir tudn 96 tdi tuan 144, Tai thoi diém ban dau. céc
nhom ngdu nhién c6 mac HIV-1 RNA trong huyét twong trung binh tuong tu nhau (5,02 va 5,00 log,
ban sao/ml) va sb lwgng CD4 dém ciing tuong tr nhau (233 va 241 té bao/mm’). Tiéu chi danh gid
hi¢u qua chinh cta nghién ctru ndy 1a dat duoc va duy tri duge nong do HIV-1 RNA duoc xac nhan la

<400 ban sao/ml trong thoi gian hon 48 tudn. Céc chi tidu phan tich tinh hiéu qua thir cdp trong thoi
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gian hon 144 tudn bao gom ty 1é bénh nhén ¢ nong do HIV-1 RNA < 400 hodc < 50 ban sao/ml, va

su thay doi vé so lugng té bao CD4 dém duoc so véi ban dau.

Dir liéu cée tiéu chi danh gia chinh trong thoi gian 48 tuan cho thdy su két hop cua emtricitabin,

. . . x " . . - , . poopem - 30 &
tenofovir disoproxil fumarat va efavirenz dem lai hiéu qua khang virus cao hon so véi liéu trinh diéu

tri két hop cua lamivudin va zidovudin (Combivir) cling véi efavirenz nhu thé hién trong Bang 3. Dix

liéu tiéu chi danh gia thir cdp trong thoi gian 144 tudn ciing duge thé hién trong Bang 3.

Bang 3: Dit liéu vé tinh hiéu qua ctia thuoc trong cdc khodng thoi gian 48 va 144 tudn ghi nhan tie

nghién cttu GS-01-934 véi phdc do thuée emtricitabin, tenofovir disoproxil fumarat va efavirenz

dwoe diung cho bénh nhdan nhiem HIV-1 chiwea ting diéu tri voi thuoce khdang virus sao chép nguoc

tricore do

GS-01-934 ‘ GS-01-934 ‘
Dicu tri trong thoi gian 48 tuan Dicu tri trong thoi gian 144 tuan
Emtricitabin+ Lamivudin+ Emtricitabin+ Lamivudin+
tenofovir disoproxil{zidovudint+efavirenz tenofovir disoproxil|zidovudin+efavirenz
fumarat+efavirenz fumarat+efavirenz*

HIV-1 RNA <400 [84% (206/244) 73% (177/243) 71% (161/227) 58% (133/229)

ban sao/ml

(TLOVR)

Tri s0 p 0,002%% | 0,004**

% khc biét (95% 1194381 19%) 13% (4% t6i 22%)

khoang tin cay)

HIV-1 RNA <50  [80% (194/244) 70% (171/243) 64% (146/227) 56% (130/231)

ban sao /ml

(TLOVR)

Tri sd p 0,021** 0,082%*

% khac biét (95% 9% (2% t6i 17%) 8% (-1% tai 17%)

khoang tin cay)

Murc thay _déi trung|+190 +158 +312 +271

binh cua so luong té

bao CD4 dém dugc

tinh tir thoi diém

ban dau (te

bao/mm?)

Trisd p 0,002° 0,089°

Mirc khac biét (95%
khoang tin cay)

32 (9 t6i1 55)

41 (4 t6i 79)

* Bénh nhan dang dicu tri voi emtricitabin, tenofovir disoproxil fumarat va efavirenz duge ding

TENOF EM ciing véi efavirenz tir tudn 96 tGi tuan 144.

** Trj s6 p duoc tinh toan dua trén thir nghiém phén ting Cochran-Mantel-Haenszel cia sb luong té

bao CD4 dém duoc ¢ thoi diém ban diu.
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TLOVR= Thoi gian mét dép mg virus hoc

a: Thuir nghiém Van Elteren

Trong mdt nghién ctru 1dm sang ngiu nhién riéng biét (M02-418), 190 ngudi 1én chua timg diu tri
v6i thude khang virus men sao chép ngugc trude dé da duge diéu tri véi TENOF EM diing mdi ngay
mot lan trong liéu trinh diéu tri két hop véi lopinavir/ritonavir ding mdi ngdy mot hodc hai lan. Sau
48 tudn, 70% va 64% bénh nhan dat két qua HIV-1 RNA < 50 ban sao/ml khi diéu tri véi céc phéc do
lopinavir/ritonavir 1an lugt mot hodc hai lan mdi ngay. Su thay ddi trung binh cta sé lugng té bao
CD4 dém dugc ké tir thoi diém bao dau 1 +185 té bao/mm® va +196 té bao/mm? tuong (ng véi céc
phac d lopinavir/ritonavir ding mét hogc hai lan mdi ngay.

Kinh nghiém 1am sang han ché & bénh nhan dong nghiém HIV va HBV cho thdy viéc sir dung
emtricitabin hodc tenofovir disoproxil fumarat trong céac liéu phap diéu tri két hop khang virus sao
chép nguge dé kiém soat 1y nhidém HIV ciing gitip lam giam luong virus HBV theo chi sé6 HBV
DNA (lan lugt gidam 3 log;o hodc giam 4 dén 5 log;o) (xem muc Canh béo va than trong khi ding
thude).

Nhom bénh nhan nhi:

Chua ¢6 dix liéu v& tinh an toan va hiéu qua cia TENOF EM khi str dung & tré em duéi 18 tudi.

Pic tinh dwgce dong hoc:

Hap thu:

Tinh twong duong sinh hoc cia mot TENOF EM so v4i mdt vién nang cui tricitabin 200 mg va

mat vién nén bao phim tenofovir disoproxil fumarat 245 mg da dugc n u O nhirng nguoi khoe
manh sau khi diing thubc & liéu don 1é vao lic déi. Sau khi 4p dung thubc emtricitabin va tenofovir
disoproxil fumarat dang vién nén bing dudng ubng & nhiing dbi twong khoe manh trén, emtricitabin
va tenofovir disoproxil fumarat dugce hap thu nhanh chéng, va tenofovir disoproxil fumarat dugc
chuyén héa thanh tenofovir. Nong do emtricitabin va tenofovir trong huyét thanh dat murc t6i da trong
khoang thoi gian tir 0,5 dén 3.0 gio sau khi ding thude vao luc doéi. St dung thude TENOF EM voi
thuc pham chira nhiéu chat béo hodc bita in nhe s& lam cham thoi gian tenofovir dat nong do tbi da
khodng 45 phut, dong thoi 1am ting céc gia tri dién tich dudi dudng cong (AUC) va ndng do thude
t6i da (Cpay) ctia tenofovir 1én lan lugt khodng 35% va 15%, so vai khi diing thube vao lic doi. Dé toi
wu héa mitc d hap thu ciia tenofovir, ngudi bénh nén duoc khuyén céo diéu tri bing TENOF EM vi
thuc pham.

Phdén bo:

Sau khi tiém tinh mach, thé tich phan b clia emtricitabin va tenofovir lan luot xap xi 12 1,4 I/kg va

800ml/kg. Sau khi dung emtricitabin hodic tenofovir disoproxil fumarat bang dudng udng.

i

MY
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emtricitabin va tenofovir duge phan bo rong khip co thé. Mirc do gén két in vitro clia emtricitabin
voi protein huyét twong ngudi la < 4% va khong phu thuge vao ndng do trong pham vi tir 0,02 dén
200 pg/ml. D gan két protein in vitro cia tenofovir véi protein huyét tuong hodc huyét thanh lan
luot dudi 0,7 va 7,2%, trong khoang ndng do tenofovir tir 0,01 dén 25 pg/ml.

Chuyén hoa sinh hoc:

Su chuyén héa clia emtricitabin rat han ché. Qua trinh chuyén ddi sinh hoc ciia emtricitabin bao gdm
su oxy héa phan nira thiol dé tao thanh cac 3'-sulphoxide diastereomer (x4p xi 9% liéu dung) va két
hop véi acid glucuronic dé tao thanh 2'-O-glucuronide (khoang 4% lidu ding). Céc nghién clu in
vitro da cho thay tenofovir disoproxil fumarat hay tenofovir déu khong phai 1a chét nén cia cic céc
enzym CYP450. Ca emtricitabin va tenofovir déu khong gdy tre ché su chuyén héa in vitro cia thude
duge trung gian boi bat ky dong dang chinh nao ctia CYP450 & ngudi trong qua trinh chuyén dbi sinh
hoc cua thube. Ngoai ra, emtricitabin cling khong lam (¢ ché uridine-5'-diphosphoglucuronyl
transferase, enzym c¢o vai tro glucuronid hda.

Thai tri:

Emtricitabin chu yéu duoc bai tiét qua than véi liéu duge thu hdi hoan toan trong nude tiéu (khoang

86%) va phan (khoang M%). C6 13% liéu emtricitabin dugc thu hdi trong nude tiéu dudi dang ba
chat chuyén hoa. P thanh thai hé thé)ﬂg cua emtricitabin trung binh 1a 307 ml/phat. Sau khi dugc
dung bang duong ubng, th i gian ban thai cua emtricitabin la khoang 10 gio.
Tenofovir cling chu oc bai tiét qua than thong qua qua trinh loc va hé thdng dao thai chu dong
& 6ng than véi khoang 70-80% liéu dung duoc bai tiét dudi dang khong déi trong nude tiéu sau khi
tiém tinh mach. Do thanh thai biéu kién cua tenofovir trung binh khoang 307 ml/phit. Mirc d6 thanh
thai qua than udc tinh khoang 210 ml/phit, cao hon toc dd loc cau than. Diéu nay cho thiy su dao
thai chu dong qua éng than déng vai tro quan trong trong qua trinh bai tiét tenofovir. Sau khi dung
dudng udng, thoi gian ban thai cia tenofovir 1 khoang 12 dén 18 gid.

Ngudi cao tudi:

Hién chua c6 nghién ctru duge dong hoc nio vé emtricitabin hodc tenofovir duoc thuc hién & ngudi
cao tudi (trén 65 tudi).

Gioi tinh:

Cac dac tinh dugc dong hoc cta emtricitabin va tenofovir & bénh nhan nam giéi va nir giGi la tuong
tu nhu nhau.

Chiing toc:
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Khéng c¢é su khic biét duge dong hoc 1dm sang dang ké nao lién quan dén chung toc dbi voi
emtricitabin. Cac dac tinh duge dong hoc cua tenofovir van chua duge nghién ciru cu thé & cac nhom
chiing tgc khéc nhau.

Nhom bénh nhéan nhi:

Nhin chung, cic dic tinh duge dong hoc ctia emtricitabin & tré so sinh, tré nho va thanh thiéu nién (tur
4 thang dén 18 tudi) tuong ty nhu & ngudi 16n. Hién chua c6 nghién ciru duoc dong hoc nao vé
tenofovir dugc thuc hién & tré nho va thanh thiéu nién (dudi 18 tudi).

Bénh nhan suy than:

Nhitng dit liéu duge dong hoc vé viéc diéu tri dong thoi gitra emtricitabin va tenofovir nhu hai loai
duge pham riéng biét hodc duge két hop trong thuéc TENOF EM & bénh nhan suy thén van con han
ché. Céc thong s6 duoc dong hoc chu yéu duoc xé4c dinh sau khi diéu tri don liéu vo&i emtricitabin 200
mg hodc tenofovir disoproxil 245 mg dbi véi nhitng bénh nhan khong nhiém HIV bi suy than ¢ nhiéu
mic d¢ khéc nhau. Mirc do suy than duoc xac dinh dua trén tri s thanh thai creatinin (CrCl) co ban
(nguoi ¢6 chirc ndng thén binh thuong: CrCl > 80 ml/phat; bénh nhan suy than nhe: CrCl = 50-79
ml/phat; bénh nhan suy thdn ¢ mac dg trung binh: CrCl = 30-49 ml/phat va suy thén nghiém trong:
CrCl = 10-29 ml/phut).

Mic do phoi nhiém thudc trung binh (%CV) ciia emtricitabin ting tir 12 (25%) pgegid/ml & nhitng
ngudi ¢6 chirc ning than binh thudng, lan lugt 1én t6i 20 (6%) pge gio/ml, 25 (23%) pge gio/ml va 34

(6%) pge gio/ml doi voi bénh nhan suy than & mic do nhe, trung binh
Mirc do phoi nhigm thudc trung binh (%CV) cua tenofovir ting tir 2.1 %) ngegio/ml ¢ nhirng
ngudi cé chirc ning than binh thuong, ldn luot 1én t&i 3.064 (30%) ngegid/ml. 6.009 (42%) nge
gio/ml va 15.985 (45%) nge gio/ml d6i v&i bénh nhén suy than & mirc dd nhe, trung binh va nghiém
trong.

Viéc kéo dai khoang cach giira céc liéu thudc TENOF EM déi v6i bénh nhan suy than & mac do
trung binh dugc du bao s& lam ting nong do dinh trong huyét tuong va giam nong do thude i thiéu
(Cinin) S0 v6i nhitng nguoi ¢6 chirc nang than binh thuong. Céc tac dong lam sang cua tinh trang nay
van chua duoc biét dén.

Trong qua trinh tham tach mau & bénh nhan mic ching suy than giai doan cudi (ESRD) cén chay
than nhén tao, mic dd phoi nhiém thudc cua emtricitabin ting déng ké trong vong 72 gio 1én téi 53
(19%) ugegio/ml, va mirc do phoi nhidm thudc ctia tenofovir ting téi 42.857 (29%) ngegid/ml trong
vong 48 gio.

Can diéu chinh khoang céach giita c4c liéu thubc TENOF EM ¢ nhiing bénh nhan ¢ do thanh thai
creatinin tir 30 dén 49 ml/phit. Thuéc TENOF EM khong thich hop diéu tri dbi v6i bénh nhan cé do
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thanh thai creatinin CrCl < 30 ml/phat hodc nhitng bénh nhin chay than nhéan tao (xem muc Liéu
lwong va cach dung).

Mot nghién ctru 1dm sang nho da dugc tién hanh nhdm danh gia do an toan, hoat tinh khang virus va
cac ddc tinh duge dong hoc cua tenofovir disoproxil fumarat khi diéu trj két hop v6i emtricitabin &
nhirng bénh nhan suy than nhiém HIV. O mét phan nhém bénh nhén duge 4p dung 1 liéu don mdi
ngay va c6 tri s6 thanh thai creatinin co ban tir 50 dén 60 ml/phut, mtrc dd phoi nhidm véi tenofovir
duoc ghi nhan tang gap 2-4 1dn va c6 triéu chimng suy giam chirc nang than nang hon.

Bénh nhan suy gan:

Céc dac tinh dugc dong hoc cia TENOF EM van chua duge nghién ciru & bénh nhan suy gan. Tuy
nhién, khong can thiét phai diéu chinh liéu véi TENOF EM & nhém bénh nhan nay.

Céc dac tinh duoe dong hoc cua emtricitabin ciing van chua duge nghién ciru trén bénh nhan khong
nhiém virus viém gan B va suy gan & nhiéu mirc d6 khac nhau. Nhin chung, dic tinh dugc déng hoc
cua emtricitabin ¢ nhimg bénh nhan nhiém virus viém gan B tuong tu nhu & ngudi khée manh binh
thuong va nhitng dbi tLrQ’n!g nhiém HIV.

Mdt liéu don tenofovir disoproxil 245 mg da dugc ap dung & nhitng bénh nhan khong nhiém HIV va

suy gan & nhiéu mac do khac nhau, dugc xéc dinh dua theo phén loai Child-Pugh-Turcotte (CPT).
Céc dac tinh duge dong hoe ctia tenofovir khong thay di dang ké & nhitng bénh nhéan suy gan. Diéu
nay cho thay khong can thiét phé‘i diéu chinh liéu & nhém bénh nhan nay. Céc gia tri trung binh cia
tenofovir (%CV) bao gf‘:a
lwot 1a 223 (34:

(46,0%) ng/ml va

nong do thudc toi da (Cpay) va dién tich dudi duong cong (AUC..) lan
ng/mljva 2.050 (50,8%) ngegio/ml ¢ nguoi khde manh binh thuong, so vai 289
0%43,5%) ngegido/ml déi v6i bénh nhan suy gan & mirc do trung binh, va 305
(24.8%) ng/ml va 2.740 (44,0%) ngegid/ml dbi v6i nhitng dbi tuong suy gan nghiém trong.

Chi dinh diéu tri:

Thude TENOF EM la duge pham két hop lidu cb dinh gitta emtricitabin va tenofovir disoproxil
fumarat. Thude dugc chi dinh trong cac lidu phap két hop khang virus sao chép nguoc khi diéu tri
nhiém HIV-1 & ngudi 16n tir 18 tudi trd 1én.

Nhiing bang chimg vé lgi ich cua viéc két hop didu tri gitra emtricitabin va tenofovir disoproxil
fumarat trong liéu phap khéng virus sao chép nguoc da duge ghi nhan trong cac nghién clru & nhiing
bénh nhan diéu tri ldn dau (xem muc Dic tinh duoc dong hoc).

Li¢u lwgng va cich dung:

Liéu trinh diéu tri phai dugc bat dau thuc hién boi mét bac sy ¢6 kinh nghiém trong diéu tri nhiém
HIV.

Liéu lwong:
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Nguoi Ién: Liéu khuyén céo ctia TENOF EM la 1 vién/lan/ngay bang dudng udng. Dé t6i uu hoa
mirc do hip thu tenofovir, bénh nhan duoc khuyén cdo nén 4p dung thudc TENOF EM véi thuc
phdm. Ngay ca mt bita dn nhe cling gitip cai thi¢n do hdp thu tenofovir c6 trong duge pham két hop
dang vién nén nay (xem muc Pac tinh duge dong hoc).

Trong trudng hop duoc chi dinh ngung diéu tri véi mot trong céc thanh phan ctia TENOF EM hodc
khi can diéu chinh liéu thubc, bénh nhan ¢ thé ap dung emtricitabin va tenofovir disoproxil fumarat
nhu 2 loai dugc phim riéng biét da dugc bao ché sin. Vui long tham khao muc Tém tit dic tinh cua
san pham khi sir dung cac loai thudc trén.

Néu bénh nhén bo 1& mot liéu thudc TENOF EM trong vong 12 gid so v6i thudng 1€, nén ding thube
két hop véi thuc pham cang sém cang t6t va tiép tuc lich trinh liéu luong nhu binh thuong. Néu bénh
nhén bo 1& mét liéu hon 12 gio va gin dén thoi gian dung lidu tiép theo, khong nén ap dung liéu da
b6 16 ma chi cén tiép tuc lich trinh lidu luong nhu binh thudng.

Truong hop bénh nhan bi ndn trong vong 1 gior sau khi diéu tri véi TENOF EM, nén ding mot vién
thude khac dé thay thé. Néu bénh nhan bi nén & thoi gian hon 1 gid sau khi diing thude, khong céin
phai thay thé bang mét liéu khac.

Nhom bénh nhin dac biét:

Ngueoi cao tuéi: Hién chua cé dir liéu nao vé liéu khuyén cdo danh cho bénh nhan tir 65 tudi tro 1én.
Tuy nhién, khong khuyén céo diéu chinh liéu hang ngay & nhém bénh nhan nay, trir truong hop bénh

nhan ¢6 bicu hién suy than.

1em voi

Bénh nhdn suy than: Emtricitabin va tenofovir duoc bai tiét qua dudng than. Mug d@ phoi
g@r Gu vé do an

emtricitabin va tenofovir ting & nhitng bénh nhén bi réi loan chiic ning than. Nhith

toan va hi¢u qua ctia TENOF EM déi v6i nhitng bénh nhan suy than & muc do trun_é binh va nghiém
trong (d0 thanh thai creatinin < 50 ml/phut) con han ché. Dir liéu vé tinh an toan lau dai cua thude
cling chua dugc danh gia & bénh nhan suy than nhe (d6 thanh thai creatinin 50-80 ml/phut). Do da.
chi nén ding TENOF EM & bénh nhén suy thén néu nhiing loi ich tiém nang tir viéc diéu tri dugc ghi
nhén 1a nhiéu hon so véi cac riii ro tiém an dbi véi bénh nhan. Can theo ddi chit ché chirc ndng than
¢ bénh nhén suy than (xem muc Canh bao va than trong khi dung thude). Viéc diéu chinh khoang
cach giita cac lieu dugc khuyén céo ddi véi nhing bénh nhén c6 do thanh thai creatinin tir 30 dén 49
ml/phtt. Su diéu chinh vé liéu lugng nay van chua duge xéc nhén trong cdc thir nghiém 1am sang va
can theo ddi chat ché cac phan tmg lam sang & bénh nhan khi diéu trj (xem muc Canh bao va than

trong khi ding thude va Dac tinh duoc dong hoc).
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Bénh nhan suy than nhe (do thanh thai creatinin 50-80 ml/phut): Dit liéu tir cac nghién ciru lam sang
o nhitng bénh nhan suy than nhe sir dung TENOF EM 1 lidu/ngay con han ché (xem muc Canh bao
va than trong khi ding thudc).

Bénh nhan suy than o mitc do trung binh (do thanh thai creatinin 30-49 ml/phiit): Khuyén céo didu
tri voi TENOF EM mdi 48 gio, dwa trén mo hinh vé dit liéu duoc dong hoc khi ap dung liéu don cta
emtricitabin va tenofovir disoproxil fumarat & nhitng bénh nhan khong nhiém HIV va mac bénh suy
thin & nhidu mirc d6 khéc nhau (xem muc Canh bao va than trong khi ding thudc).

Bénh nhdn suy thdn nang (do thanh thai creatinin < 30 ml/phit) va chay than nhdn tao: Khong
khuyén céo diéu tri véi TENOF EM & bénh nhén suy than nghiém trong (do thanh thai creatinin < 30
ml/pht) va nhitng nguoi chay than nhan tao do khong thé giam liéu phi hop déi véi duge pham két
hop dang vién nay.

Bénh nhan suy gan: Céc dic tinh duoc dong hoc ciia TENOF EM van chua dugc nghién clru & bénh
nhan suy gan. Pac tinh duge dong hoc cua tenofovir da dugc nghién clru & nhirng bénh nhan suy gan
va cho thdy khong can diéu chinh lidu tenofovir disoproxil fumarat & nhém bénh nhén nay. Do
emtricitabin duge chuyén hoa rat it & gan va bai tiét qua duong than nén khong can diéu chinh liéu

voi TENOF EM & bénh"'.lnhﬁn suy gan (xem muc Canh bédo va than trong khi dung thubc va Pac tinh

dugc dong hoc).
Néu ngung ding TENOF| EM & nhirng d6i tugng dong nhiém HIV va virus viém gan B, cén theo di
chat ché cac biéu hién cua dot kich phat viém gan déi véi nhitng bénh nhan nay (xem muc Canh bao
va than trong khi 16¢).

Nhém bénh nhan nhi: Tinh an toan va hiéu qua ctia TENOF EM & tré em dudi 18 tudi van chua dugc
chirng minh (xem muc Péc tinh duge dong hoc).

Cach dung:

TENOF EM nén duge dung 1 1an mdi ngay bang duong ubng, két hop véi thuc pham.

Néu bénh nhan cam thdy khé nudt, c6 thé 1am ra TENOF EM trong khoang 100 ml nudc, nuée cam
hodc nude nho va udng ngay sau do.

Chéng chi dinh:

Qia min v6i hoat chat hodc bat ky thanh phan nao cua thudc.

Twong tac thude:

Do TENOF EM c6 chira emtricitabin va tenofovir disoproxil fumarat, bat ky su tuong tac nao da
duge xéc dinh xay ra riéng biét véi céc chét nay déu co thé gap phai véi TENOF EM. Céc nghién ctru

vé tuong tac thuée méi chi duoe thuc hién & ngudi 1on.
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Dugc dong hoc & trang thdi 6n dinh cia emtricitabin va tenofovir khong bi anh huong khi
emtricitabin va tenofovir disoproxil fumarat duge diing két hop véi nhau so véi khi sir dung don 1é.
In vitro va céc nghién ctru tuong tac duge dong hoc 1am sang cho thay tiém nang xay ra tuong tac
gifta cdc thude duge chuyén héa qua trung gian CYP450 c6 lién quan dén emtricitabin va tenofovir
disoproxil fumarat véi cac thude khac 1a thap.

Khéng khuyén cdo sir dung dong thoi:

Do ¢6 tinh tuong ddng véi emtricitabin, TENOF EM khong duge sir dung dong thoi véi céc chit
dong ding thudc nhom cytidin khac, nhu lamivudin (xem muc Canh bao va than trong khi sir dung
thude).

TENOF EM la thude két hop c6 dinh nén khong duge ding dong thai véi cac duge phdm khéc ¢6
chira thanh phan emtricitabin hoic tenofovir disoproxil fumarat.

TENOF EM khéng duge dung dong thoi véi adefovir dipivoxil.

Didanosin: Khong khuyén céo dung dong thdi TENOF EM véi didanosin (xem muc Canh bio v
thén trong khi diing thude va Bang 1).

Cdc logi thuoe dwoe thai tric qua than: Do emtricitabin va tenofovir duoc thai trir chu yéu qua than,
viée diing dong thoi TENOF EM véi cac thude 1am giam chire ning than hodc canh tranh bai tiét chu
dong & 6ng than (nhu cidofovir) c6 thé l1am ting ndng do trong huyét thanh cta emtricitabin,
tenofovir va/hodc clia cic thude dung dong thoi. .
Tranh dung TENOF EM déng thoi hodc sau khi méi sir dung céc thude gy doc cho thaN. Wl/sé vi
dy thude bao gom, nhung khong gidi han, nhu aminoglycosid, amphotericin B, foscarnet, ganciclovir.
pentamidin, vancomycin, cidofovir hoac interleukin-2 (xem muc Céanh bao va than trong khi ding
thude).

Cdc twong tdc khdc:

Su tuong tac giita cac thanh phan ciia TENOF EM véi céc thude ire ché protease va cac thude tc ché
men sao chép nguoc nucleosid, dugc trinh bay trong Bang 1 bén dudi (su gia ting dugc biéu dién
theo ky tu “1™, sy giam dugc biéu dién nhu “|”, khong c6 thay ddi duoe biéu dién la “—”, hai ln
mot ngay dugc ky hidu 1a “b.i.d.” va mét lan mét ngay dugc ky hiéu la “q.d.”). Khoang tin cdy 90%
duoc ghi trong ngodc, néu co.

Bang 1: Su twong téc gitta céc thanh phén déc 14p cia TENOF EM véi cac thube khac

Duge pham theo linh vyc diéu tri |Anh huong trén ndng do thube Khuyén cdo luu y khi diéu tri
Phén trdm thay ddi trung binh cualddng thoi véi TENOF EM
dign tich dudi duong cong AUC,|(emtricitabin 200 mg, tenofovir
nfing do thude 16i da C e, néng do|disoproxil fumarat 300 mg)
thude tdi thiéu Cyin vi khoang tin
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cay 90% néu co

(co ché)
Thuée khdng khudn
Thudc khang virus sao chép nguoc
Thudc tic ché men protease
Atazanavir/Ritonavir/Tenofovir  [Atazanavir: Khong can diéu chinh lidu luong.

disoproxil fumarat
(300 mg q.d./100 mg q.d./300 mg
q.d.)

AUC: | 25% (] 42to | 3)
CI‘I‘[HN: l 28% (i 50 to T 5)

Cmin: | 26% (| 46to 1 10)
Tenofovir:

AUC: 1 37%

Crnax: T 34%

Cmin: 1 29%

Atazanavir/Ritonavir/Emtricitabin

Chua c6 nghién clu tuong tac
thuoc dugc thuc hién.

Co kha nang xay ra cdc tac dung
khéng mong mudn lién quan dén
tenofovir do mirc phoi nhiém véi
tenofovir tang Ién, bao gdm ca rdi
loan chirc nang than. Chice nang
than cén dugc theo doi chat ché
(xem muc Canh bédo va than trong
khi dung thudc).

Darunavir/Ritonavir/Tenofovir
disoproxil fumarat

(300 mg q.d./100 mg q.d./300 mg
q.d.)

Darunavir:
AUC: <
Chin: ©
Tenofovir:
AUC: 1 22%
Cains T 37%

Darunavir/Ritonavir/Emtricitabin

|

Chua c6 nghién cuou tuong tac
thuoc dugc thuc hién.

Khéng can diéu chinh liéu luong.
C6 kha nang xay ra cac tac dung
khéng mong mudn lién quan dén
tenofovir do mirc phoi nhiém voi
tenofovir tang Ién, bao gdm ca roi
loan chirc nang than. Chic ning
than can duoc theo ddi chit ché
(xem muc Canh bédo va than trong
khi dung thudc).

Lopinavir/Ritonavir/Tenofgvir
disoproxil fumarat
(400 mg b.i.d./10
mg q.d.)

b.i.d/300

Lopinavir/Ritonavir:
AUC: <

Chax: <

Chin: <

Tenofovir:

AUC: 1 32% (1 25to 1 38)
Cmax: T

Comin: 1 51% (1 37 to 1 66)

Lopinavir/Ritonavir/Emtricitabin

Chua c¢6 nghién clu tuong tac
thuoc duogce thue hién.

Khong can diéu chinh lidu lugng.
Co6 kha nang xay ra céc tac dung
khong mong muén lién quan dén
tenofovir do mirc phoi nhiém voi
tenofovir tang 1én, bao gom ca roi
loan chirc nang than. Chirc ning
than can dugc theo doi chat ¢
(xem muc Canh bao va than tr¢ _
khi dung thude).

Thudce re ché men sao chép nguoc

nucleosid NRTIs

Didanosin/Tenofovir
fumarat

disoproxil

St dung dong thoi tenofovir
disoproxil fumarat va didanosin
dan dén tang mic phoi nhiém toan
than véi didanosin lén t6i 40-60%
c6 thé lam gia ting nguy co xay ra
cée tée dung khong mong mubn cé
lién quan t61 didanosin. Cac truong
hop hiem khi xay ra nhu viém tuy
va nhiém toan lactic, doi khi co
truong hop tr vong, da duge bao

cdo. Sur dung dong thoi tenofovir

Khéng khuyén cdo sir dung dong
thoi TENOF EM véi didanosin
(xem muc Canh bao va than trong
khi dung thudc).
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disoproxil fumarat va didanosin voéi
liéu 400 mg hang ngay dugc ghi
nhan 1am giam dang ké s6 lugng té
bao CD4, kha nang do c6 sy tuong
taic ndi bao lam tang phosphoryl
hoa (hoat chat) cua didanosin. Céc
truorng hop ty 1& cao vé thét bai
virus hoc trong mot vai sy két hop
thir nghiém dé diéu tri nhiém HIV-
1 da dugc bao cao khi giam liéu
didanosin xudng con 250 mg va sir
dung dong thoi véi  tenofovir
disoproxil fumarat.

Didanosin/Emtricitabin Chua c6 nghién ciru tuong tic
thude duge thuc hién.

Cdc nghién cieu dwgce thwe hiégn véi cdc san pham thudce khdc

Emtricitabin: In vitro, emtricitabin khong trc ché sy chuyén hoa qua trung gian boi bt ky mot dong
dang nao cia CYP450 & nguoi dugc liét ké sau day: 1A2, 2A6, 2B6, 2C9, 2C19. 2D6 va 3A4.
Emtricitabin khong trc ché enzym chiu trach nhiém trong qua trinh glucuronid héa.

Khong ghi nhdn ¢6 tuong tac duge dong hoc l1am sang déng ké khi sir dung ddng thoi emtricitabin voi

indinavir, zidovudin, stavudin hodc famciclovir.

Tenofovir disoproxil fumarat: St dung dong thoi lamivudin, indinavir, efavirenz, nelfinavir hoj
saquinavir (ritonavir boosted), methadon, ribavirin, rifampicin, adefovir dipivoxil hoa ‘% ude

trénh thai ndi tiét t6 norgestimat/ethinyl oestradiol véi tenofovir disoproxil fumarat khong'gay ra bit
ky su tuong tac duge dong hoc 1am sang dang ké nao.

TENOF EM: Sir dung déng thoi tacrolimus véi TENOF EM khong gy ra bt ky su tuong tac dugc
dong hoc 1am sang dang ké nao.

Cinh bso va thian trong khi diung thude:

Sit dung dong thoi véi cdc thude khdic

Khéng dung dong thoi TENOF EM véi céc thude khic ¢ chira emtricitabin, tenofovir disoproxil
(nhu fumarat) hoic cic dong ding thudc nhém cytidin khéc, vi du lamivudin (xem muc Tuong tac
thuéc). Khdng dung dong thoi TENOF EM véi adefovir dipivoxil.

Sie dung két hop tenofovir disoproxil fumarat véi didanosin: Khong khuyén cao. Str dung két hop
tenofovir disoproxil fumarat va didanosin dan dén ting mirc phoi nhiém toan than véi didanosin lén
tdi 40-60% c6 thé 1am gia ting nguy co xay ra céc téc dung khong mong mudn c6 lién quan toi
didanosin (xem muc Tuong téc thudc). Cac truong hop hiém khi xay ra nhu viém tuy va nhiém toan

lactic, d6i khi c6 trudng hop tir vong, di duge bdo cdo. Sir dung két hop tenofovir disoproxil fumarat
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v6i didanosin & lidu 400 mg hang ngay 1am giam dang ké sé lugng té bao CD4, kha nang do cé su
twong tdc ndi bao lam tang phosphoryl héa (hoat chat) cua didanosin. Khi giam liéu didanosin xudng
con 250 mg trong liéu phap diéu tri két hop véi tenofovir disoproxil fumarat ghi nhan c6 ty 1& cao
thét bai virus hoc trong mot vai su két hop thir nghiém.

Liéu phdp nucleosid by ba:

Da ¢6 céc bdo cdo vé ty 18 that bai virus hoc cao va sy xuét hién cac truong hop khéang thude & giai
doan dau khi tenofovir disoproxil fumarat dugc sir dung két hop véi lamivadin va abacavir ciing nhu
véi lamivudin va didanosin trong phac dé diéu tri mdi ngay mét lan. Do c6 su twong dong chit ché vé
cdu tric gitra lamivudin va emtricitabin cling nhu céac su twong dong trong duge dong hoc va dugc
luc hoc cua hai chat nay, nén cac truong hop tuong tu ciing ¢ thé xay ra khi sir dung dong thoi vién
lamivudin véi mot dong dang thir ba ciia nucleosid.

Mt s6 bénh nhiém tring co hji:

Bénh nhéan duoc diéu tri véi TENOF EM hodc véi bit ky liéu phap diéu tri khang virus sao chép
nguoc nao khac co thé; tiép tuc gap phai cac bénh nhiém tring co hoi va cac bién chimg khac do

nhiém HIV. Do d6, bé

|

1 nhan can duge giam sat 1am sang chat ché boi cac bac si ¢ kinh nghiém
trong viée diéu tri cho nijirg bénh nhan méc phai cac bénh lién quan dén HIV.

Lay nhiém HIV:
Maic du tac dung uc ch { virus trong cac liéu phap diéu tri khéng virus sao chép ngugc da duge chimng
minh la lam ké nguy co lay truyén qua dudng tinh duc, rii ro ton du van khong thé bi loai
trir. Cén bién phap phong ngira nhiam ngan chan sy lay nhiém can dugc thuc hién theo cac huéng dan
cap quéc gia.

Suy than:

Emtricitabin va tenofovir chii yéu duoc dao thai qua than bai su két hop cia loc cau than va bai tiét
chu dong ¢ 6ng than. Cac truong hop suy than, suy giam chirc nang than, ndng do creatinin ting cao,
giam phosphat huyét va bénh éng than gin (bao gdbm ca hdi chimg Fanconi) di dugc ghi nhan lién
quan dén viéc sur dung tenofovir disoproxil fumarat trong thuc hanh lam sang (xem muc Téc dung
khong mong muon).

Khuyén céo kiém tra do thanh thai creatinin cho tit ca cac bénh nhén trude khi bt dau didu tri véi
TENOF EM dong thoi can theo ddi chiic nang than (do thanh thai creatinin va ndng d phosphat
trong huyét thanh) sau tir 2 dén 4 tudn bat dau diéu tri, sau 3 thang diéu tri va ctr 3 dén 6 thang mot
lin sau d6 & nhimg bénh nhan khong c6 cac yéu td nguy co gy suy than. O nhiing bénh nhan c6

nguy co bi suy than, chirc nang thin cin dugc giam st thudng xuyén va chit ché hon.
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Bénh nhdn suy than (d¢ thanh thai creatinin < 80 ml/phut), bao grjni ca bénh nhan chay thdan nhdn
tao: DY an toan cho than cia TENOF EM méi chi duoc nghién clru véi mot mie do rat han ché ¢
mét sd bénh nhéan bj suy giam chic nang than (d6 thanh thai creatinin < 80 ml/phat). Khuyén céo
diéu chinh khoang céch gitta cac lidu ¢ nhitng bénh nhén c6 d¢ thanh thai creatinin 30-49 ml/phiit
(xem muc Liéu lugng va cach dung). Dir lidu nghién ctru 1am sang han ché cho thdy ring khoang
cach dung thude giira céc lidu kéo dai khong phai 1a ti uu va c6 thé dan dén lam tang doc tinh cling
nhu phan mg c6 thé khong diy du. Hon nira, trong mot nghién ciru 1am sang nho, mot nhom nho
bénh nhan c¢6 d¢ thanh thai creatinin tir 50 dén 60 ml/phit duoc dung tenofovir disoproxil fumarat két
hop v6i emtricitabin mdi 24 gi¢ c6 mirc dd phoi nhidm véi tenofovir cao hon gép 2-4 lan va lam suy
yéu chirc nang than hon (xem muc Dic tinh dugc dong hoc). Do do, can than trong danh gia cac loi
ich-nguy co tiém ning c6 thé xay ra khi sir dung TENOF EM & bénh nhan c6 d6 thanh thai creatinin
< 60 ml/pht, va dong thoi gidm sat chit ché chic ning than cta ngudi bénh. Ngoai ra, cin theo doi
chit ché dap Gng lam sang ddi v6i diéu tri & nhitng bénh nhan ding TENOF EM véi mot khoang
cach gitra céc liéu kéo dai. Khong khuyén céo sir dung TENOF EM & bénh nhan bi suy thén nghiém
trong (d thanh thai creatinin < 30 ml/phat) va & bénh nhan can chay than nhan tao ké tir khi khong
thé dat duge mirc giam liéu phi hop véi vién nén két hop (xem muc Liéu lugng & cach ding va Dic
tinh dugc dong hoc). '
Néu ndng do phosphat trong huyét thanh < 1,5 mg/dl (0,48 mmol/l) hoic do thanh thai 'e&i giam
xudng con < 50 ml/phit & bénh nhéan dang diéu tri véi TENOF EM, cin kiém tra lai ck ang than
trong vong 1 tudn, bao gém ca do chi sé duong huyét, ndng dé kali trong méu va ndng do glucose
trong nude tiéu (xem myc Tac dung khong mong mudn, bénh Iy & dng than gén). Can can nhéc tam
dimg diéu tri véi TENOF EM & nhimg bénh nhan c6 do thanh thai creatinin giam xudng con < 50
ml/phit hodc nong dé phosphat trong huyét thanh giam xudng con < 1,0 mg/dl (0,32 mmol/l). Cling
can xem xét tam dirng diéu tri véi TENOF EM trong truong hop suy giam chirc ning than ma khong
c6 bat ky nguyén nhan nao khéc dugc xac dinh.

Tranh stir dung TENOF EM dong thoi hodc sau khi méi ding céc loai duoc phidm gay doc cho thin
(xem muc Tuong tac thude). Cén theo ddi chirc nang than hang tudn néu bit budc phai str dung dong
thoi TENOF EM véi cac chét gay dc cho than.

Céc truong hop suy than cip sau khi bat dau diéu tri véi liéu cao hodic v6i nhiéu loai thude chéng
viém khong steroid (NSAIDs) da duoc bdo cdo & bénh nhan dugc diéu tri véi tenofovir disoproxil
fumarat kém theo cac yéu td nguy co bi réi loan chirc ning than. Chirc ning than cin duoc theo doi
day di néu bénh nhan dugc diéu tri dong thoi TENOF EM véi mot loai thube chéng viém khong

steroid.
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Mot nguy co suy thin cao da dugc ghi nhan & bénh nhan ding tenofovir disoproxil fumarat két hop
v6i chét tre ché protease duoc ting cudng vdi ritonavir hodc cobicistat. Can theo ddi chat ché chic
ning thin & nhitg bénh nhan nay (xem muc Tuong tac thudc). Can danh gia cén than khi diéu tri
dong thoi véi tenofovir disoproxil fumarat va mot chat (e ché protease tang cudng & bénh nhan ¢6
yéu to nguy co bi bénh thén.

Bénh nhan nhiém HIV mang djt bién:

Tranh dicu trj véi TENOF EM & nhiing bénh nhén nhim HIV-1 mang dot bién K65R da timg diéu
tri khang virus sao chép nguoc trude d6 (xem muc Dic tinh duge dong hoc).

Anh hwong dén xwong:

Trong mot nghién ctru 1dm sang doi chimg kéo dai 144 tudn nhim so sanh tenofovir disoproxil
fumarat voi stavudin trong liéu trinh két hop véi lamivudin va efavirenz & bénh nhan chua timg diéu
tri khang virus sao chép nguoc trude do, mot mirc giam nhd & méat do khoang xuong & hong va cot
song da dugc ghi nhan & ca 2 nhom diéu tri.

Giam mét do khodng xwong cot séng va cac thay di trong chi ddu sinh hoc & xuong so véi thoi diém

ban dau duoc ghi nhén ting Ién ding ké & nhom bénh nhan diéu tri voi tenofovir disoproxil fumarat &

tuan thir 144, Giam tnat dé khoang xuong & hong ciing dugc ghi nhén tang 1én dang ké & nhom bénh
nhan nay & tuan thir 96. Tuy nhién, khéng c6 sy gia ting nguy co giy xuong hodc nhiing bang chimng
cho thay bat thuong ¢ \xuong ¢6 lién quan vé mat 14m sang sau 144 tuan diéu tri.

Bat thuong & XU khi gy ra gdy xuong) c6 thé kém theo bénh Iy dng than gin (xem muc Tac
dung khong mong muén). Cén thuc hién cac kiém tra thich hop néu nghi ngd c6 bét thudng & xuong.
Bénh nhan dong nhiém HIV va virus viém gan B hodc virus viém gan C:

Bénh nhan méc viém gan B hodc viém gan C man tinh dugc diéu tri bang liéu phép khang virus sao
chép nguge ¢6 nguy co gia ting cac phan (mg bét lgi nghiém trong cho gan va c6 kha nang gly tir
vong.

Céc bac si nén tham khao hudng dan vé diéu tri HIV hién hanh dé dat duoc kiém soat toi uu khi diéu
tri cho nhirng bénh nhan dong nhiém HIV va virus viém gan B (HBV).

Trong trudng hop cén thuce hién ligu phap diéu tri khang virus cho bénh nhan dong nhiém viém gan B
hodc viém gan C, vui long tham khéao thém Huéng dan sir dung cua cac loai thude lién quan.

Tinh an toan va hi¢u qua ciia TENOF EM chua dugc thiét lap trong diéu tri nhiém HBV man tinh. Ca
emtricitabin va tenofovir khi dugc str dung don 1¢ cling nhu trong cac liéu trinh didu trj két hop déu
cho thdy hoat tinh khang HBV trong cac nghién ctru duoc luc hoe (xem muc Piac tinh duge dong

hoc). Kinh nghiém 1am sang han ché chi ra ri’mg emtricitabin va tenofovir disoproxil fumarat ¢ hoat
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tinh khang HBV khi dugce sir dung trong liéu phép diéu tri két hop dé kiém soét tinh trang nhiém
HIV.

Ngung sir duyng TENOF EM ¢ bénh nhan dong nhiém HIV va HBV c¢6 thé din dén céc dot viém gan
cdp tinh tram trong. Can theo d&i chat ch& ca trén lam sang va trén két qua xét nghiém it nhat 1 vai
thang sau khi ngung diéu tri véi TENOF EM & bénh nhén dong nhiém HIV va HBV. Néu cén thiét,
bénh nhén c6 thé tiép tuc lai liéu phap diéu tri viém gan B sau khi ngung thubc. Khong khuyén céo
ngung diéu tri & bénh nhan méic bénh gan tién trién hodc xo gan, do cac dot viém gan sau khi ngung
diéu trj c6 thé din t6i xo gan mat b

Bénh gan:

Tinh an toan va hiéu qua ciia TENOF EM chua duoc thiét lap & bénh nhén c¢é céc triéu chimg rdi
loan gan nghiém trong tiém 4n. Duoc dong hoc cia TENOF EM chua duge nghién cru ¢ bénh nhan
suy gan. Dac tinh duoc dong hoc ciia tenofovir da duge nghién ctru & bénh nhan bj suy gan va ghi
nhan khong can diéu chinh liéu & nhom bénh nhan nay. Do emtricitabin chuyén héa & gan rat it va
duge bai tiét qua than, kha ning khong can diéu chinh liéu khi diéu tri véi TENOF EM & bénh nhén
bi suy gan (xem muc Déc tinh duge dong hoc).

Bénh nhan da bi ri loan chirc ning gan trudc day, bao gdm ca viém gan hoat dong man tinh, sé ¢o

mot su gia ting tan sudt gap phai cac bat thudng chire nang gan trong qua trinh diéu tri véi lidu phdp

két hop khang virus sao chép nguge (CART). Nhitng bénh nhén nay cin duogc theo dgi
cdc tiéu chuan thuc hanh y. Néu ¢ bét ky ddu higu cho thdy bénh gan trd nén trdm trong hon ¢
nhitng bénh nhan nay, can xem xét tam dimg hodc ngung diéu tri.

Loan dwdng lipid:

Liéu phap diéu tri két hop khéng virus sao chép nguoc lién quan dén sy tai phan bd md trong co thé
(loan dudng lipid) & bénh nhén nhiém HIV. Hiu qua lau dai cia cic truong hop nay hién van chua
duge biét rd. Chua cb két luan dé‘zy du vé co ché nay. Co gia thuyét da duoc dua ra vé mdi lién he
gitra tinh trang qué phat u md ndi tang v6i cac chit tre ché protease va tinh trang teo moé md& vai cac
chét trc ché men sao chép nguge nucleosid.

Mot nguy co cao gip phai tinh trang loan dudng lipid duge ghi nhan ¢6 lién quan dén cac yéu td ca
nhan nhu tudi cao, va cic yéu t ¢6 lién quan dén thude vi du nhu khoang thoi gian diéu tri khang
virus sao chép ngugc kéo dai hon ciing nhu ¢6 lién quan dén cac rdi loan chuyén héa. Kiém tra lam
sang cdn bao gdbm ca viée danh gid cdc ddu hidu thé chat vé tai phan phdi chat béo. Can céan nhic
kiém tra nong d lipid trong huyét thanh va dudng huyét lic déi. Céc tinh trang r6i loan lipid can

dugc kiém sodt 1am sang thich hop (xem muc Téc dung khéng mong muédn).
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Do tenofovir ¢6 cdu tric tuong tu nhu cac dong dang cia nucleosid nén nguy co méc phai loan
dudng lipid 1a khong thé loai trir. Tuy nhién, dit liéu 1am sang qua 144 tudn & nhom bénh nhén chua
tirmg diéu tri khang virus sao chép nguoc trude dé chi ra ring nguy co gip phai loan dudng lipid khi
dung tenofovir disoproxil fumarat thdp hon khi duing stavudin véi lidu trinh két hop véi lamivudin va
efavirenz.

Réi loan chikc ning ty lap the:

Cac dong dang cua nucleosid va nucleotid da duoc chimg minh in vitro va in vivo 1a giy ra ton
thuong cho ty lap thé & nhiéu mic d§. Da ¢6 cac bao cdo vé tinh trang réi loan chirc nang ty lap thé
phat hién & tré so sinh &m tinh v6i HIV bi phoi nhiém trong tir cung va/hodc sau khi sinh véi céc
dong dang cua nucleosid. Céc tac dung khong mong mudn chinh duoc ghi nhan 1a cdc rbi loan huyét
hoc (thiéu mau, giam bach cau trung tinh), cic roi loan chuyén hoa (tang nE‘mg do lactat mau, tang
nong do lipase mau). Céc tac dung nay thudng la tam thoi. Mot vai trudng hop réi loan hé thin kinh
khoi phat mudn cling da duge bdo cdo (tang trwong luc co, co gidt, hanh vi bét thuong). Céc rdi loan
than kinh nay la thoang qua hay lau dai hién van chua dugc biét ro. Bat ky tré em nao phoi nhiém
trong tir cung véi cac dong dang ctia nucleosid va nucleotid, ké ca tré em am tinh véi HIV, can duoc

theo doi chat ché trén 1dm sang cling nhu trén céc két qua xét nghiém va can duoc kiém tra day du dé

danh gia kha nang bi rdi loan chirc nang ty lap thé trong truong hop xuat hién cac ddu hiéu hodc triéu

chirng lién quan ngd phat hién nay khong lam anh huong dén cac khuyén nghi qudc gia hién hanh
trong viéc sudung 116u phap diéu tri khang virus sao chép nguoc & phu nir mang thai dé ngan chan
lay nhiém HIV tir me sang con.

Héi chieng tdi kich hoat mién dich:

O bénh nhan nhiém HIV bi suy giam mién dich trAm trong tai thoi diém bét dau diéu tri khang virus
sao chép nguoc, phan (ng viém dbi véi tac nhan giy bénh co hdi khong triéu chimg hodc con sot lai
c6 thé phat sinh va gdy ra cic tinh trang 1am sang nghiém trong, hodc 1am cho céc tridu chiing trd nén
xau hon. Thong thuong, nhitng phan (mg nay duoc quan sat thiy trong vong mdt vai tudn hodc mot
vai thang dau sau khi bat dau diéu tri liéu phép khéng virus sao chép nguoc. Cac trudng hop ¢6 lién
quan da xdy ra nhu viém vdng mac do vius cytomegalovirus (CMV), nhiém vi khuin mycobacterium
toan than va/hodc tai chd, va viém phoi do Prneumocystis jirovecii. Can kiém tra danh gia khi c6 bat
ky triéu chirg viém nao duoc phat hién va thiét 1ap diéu tri néu can thiét.

Cac rbi loan tu mién dich (nhu bénh Graves) ciing da duoc ghi nhan xay ra trong truong hop co sy tai
kich hoat mién dich; tuy nhién, thoi gian khoi phat duge bao cdo rat khac nhau va céc rdi loan nay c¢o

thé xay ra nhiéu thang sau khi da bit dau diéu trj.
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Bénh nhan dong nhiém HIV va virus viém gan B ¢6 thé gdp phai cic dot viém gan cap tinh cing véi
hoi chimg tai kich hoat mién dich sau khi bat dau diéu tri v6i lidu phap khang virus sao chép nguoc.
Hoai tir xuwong:

Mic dii nguyén nhén cua truong hop nay duge cho 1a do nhiéu yéu té (bao gom ca viée sir dung
thude ¢6 chira thanh phan corticosteroid, thoi quen udng ruou, suy giam mién dich trim trong, chi sé
khéi co thé cao), céc trudng hop hoai tir xuong dd dugc bdo céo dic biét xay ra & bénh nhéan nhiém
HIV giai doan tién trién va/hodc trai qua thoi gian diéu trj lidu phap khang virus sao chép nguoe kéo
dai. Bénh nhan cin dugc tu vin tham kham y té ngay néu cam thiy dau nhirc khop xuong, cing khap
hodc di chuyén khé khan.

Nguwoi cao tuoi:

Chura ¢6 nghién ciru st dung TENOF EM & bénh nhan tir 65 tudi trg [én. Bénh nhan cao tudi ¢6 kha
nang gap phai tinh trang suy giam chirc ning than cao hon, do d6 can than trong khi didu tri voi
TENOF EM & nhém bénh nhan nay.

Lactose monohydrat:

TENOF EM c¢6 chira lactose monohydrat. Do d6, khong nén dung thudc nay & nhirg bénh nhan c6
cdc van dé vé di truyén hiém gip nhu khong dung nap galactose, thiéu hut lactase Lapp, hodc kém
hdp thu glucose-galactose.

Thoi ky mang thai va cho con bu:

Phu nit mang thai:

Luong dit liu trung binh vé st dung thude & phu nit ¢6 thai (tir 300 dén 1.000 truong hdp thang thai)
cho thfiy khong c6 truong hop di tat hodc doc tinh véi thai nhi/tré so sinh nao lién quan Vigc sur
dung emtricitabin va tenofovir disoproxil fumarat. Cac nghién ctru trén dong vat v4i emtricitabin va
tenofovir disoproxil fumarat khong cho thy ¢é doc tinh sinh san. Do dé, can xem xét vé viée st du ng
TENOF EM trong thoi ky mang thai, néu can thiét.

Phu nit cho con bu:

Emtricitabin va tenofovir da duoc chimg minh la bai tiét trong stta me. Chua c6 di thong tin vé anh
huong ctia emtricitabin va tenofovir & tré so sinh. Do d6, khong nén str dung TENOF EM trong thoi
ky cho con bu.

Tuy nhién, theo khuyén céo chung phy nit bj nhiém HIV khong nén cho con bu trong bét ky truong
hop nao nham tranh lay nhim HIV cho em bé.

Kha ndang sinh san:

Chua c6 dir lidu & nguoi vé anh hudng 1én kha nang sinh san cia TENOF EM. Céc nghién ciru trén

dong vat khong ghi nhan cé cac anh hudng c6 hai cua thude 1én kha nang sinh san ¢ dong vit.
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Tic dung khong mong mudn:

Tom tit mire dp an toan ciia thuéc:

Trong mdt thir nghiém 14m sang ngau nhién va mang tinh mé (GS-01-934, xem muc Pic tinh duoge
dong hoc), cac tac dung khéng mong mubn thuong gip nhit da quan sét thdy duoc cho 1a ¢6 kha
ning hodc c6 thé lién quan dén emtricitabin va/hodc tenofovir disoproxil fumarat bao gdm budn non
(12%) va tiéu chay (7%). Tinh an toan cta emtricitabin va tenofovir disoproxil fumarat trong nghién
ctru nay hoan toan phu hgp voi nhiing kinh nghiém truée dé khi sir dung dong thoi timg loai thude
trén véi cac thude khang virus sao chép nguoc khéc. Cac tac dung khong mong muén hiém gap dugce
ghi nhan & nhiing bénh nhan dang diéu tri véi tenofovir disoproxil fumarat 1a suy than, suy giam chiic
ning than va bénh 1y dng than gin (bao gém ca hdi chimg Fanconi) dbi khi din dén nhing bt
thudng & xuong (it khi gy ra giy xuong). Do vdy, cdn thudng xuyén theo ddi chirc nang than &
nhitng bénh nhén dang diéu tri véi TENOF EM (xem muc Canh béo va than trong khi dung thudc).
Chimng loan dudng lipid cling c6 lién quan dén viée diéu tri véi tenofovir disoproxil fumarat va
emtricitabin (xem myc Canh bdo va than trong khi ding thude va Tac dung khéng mong mudn).
Khong khuyén cdo diéu tri dong thoi véi tenofovir disoproxil fumarat va didanosin do su két hop nay
c6 thé lam tang nguy co xdy ra cc tac dung khong mong mudn (xem muc Tuwong tac thudc). Ching
viém tuy va nhiém acid lactic, doi khi dan dén tur vong hiém khi dugc ghi nhdn (xem muc Canh béo

va than trong khi diing thudc). Viée ngung diéu tri véi TENOF EM & nhirng bénh nhén dong nhiém

HIV va virus viém gancBec6 [thé giy ra nhimng dot kich phat viém gan cép tinh nghiém trong (xem
muc Canh béo va than trong khi ding thudc).

Bang tém tit cdc tic dung khéong mong muén:

Céc tac dung khong mong mudn duge cho 1a phan nao ¢6 kha nang lién quan dén viéc diéu tri véi
TENOF EM ghi nhén tir cac thir nghiém 1am sang va kinh nghiém hau luu hanh duoc liét ké trong
Bang 2 dudi ddy. dua theo hé thong cac bd phan trén co thé va tan suat xay ra. Trong moi nhom dugc
phan loai dya trén tan suat, cac tac dung khong mong muén duge sip xép theo thi ty mie do nghiém
trong giam déan. Tan suat duge xac dinh theo quy ude sau: rat phd bién (> 1/10), phd bién (> 1/100
dén < 1/10), khéng phd bién (> 1/1.000 dén < 1/100) hodc hiém gip (= 1/10.000 dén < 1/1.000).

Bang 2: Bang tom (it cdc tac dung khong mong muon lién quan dén nhitng thanh phan riéng biét cia
thuoe Emtricitabin va Tenofovir Disoproxil Fumarat dang vien nén dua trén nghién ciru lam sang va

kinh nghiém hau leu hanh

Téan suit xdy ra [Emtricitabin Tenofovir disoproxil fumarat

Roi loan mdu va hé bach huyét:

Phé bién |Giam bach cAu trung tinh
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Khéng phd bién

Thiéu mau®

Réi loan hé mién dich:

Pho bién:

Phan tng dj ing

Réi logn chuyén héa va dinh dwdng:

1

Rt pho bién: Giam phét pho huyét
Phd bién: Tang duong huyét, ting triglyceride
mau
Khong pho bién: Ha kali mau'
Hiém gip: Nhiém axit lactic

Réi loan tém than:

Pho bién:

Miit ngu, ngi mo bat thuong

Réi loan hé than kinh

Rt pho bién: Pau dau Chong mat

Phd bién: Chéng mat Dau dau

Roi logn tiéu héa

Rét phé bién: Tiéu chay, budn nén Tiéu chay, non, budn non

Phé bién: Néng do amylase tang cao bao gdm ca|Pau bung, chuéng bung, diy hoi <
tang amylase tuyén tuy, tang lipase
huyét thanh, nén mira, dau bung, kho
tiéu

Khéng phd bién: Viém tuy

Roi loan gan mat

Phd bién: Tang men aspartate aminotransferase|Tang men transaminase
huyét thanh (AST) va/hodc tang men d
; ; 7 \
alanine aminotransferase huyét thanh
(ALT), ting bilirubin mau :
Hiém gip: Gan nhiém md, viém gan
Roi loan vé da va cde mé dudi da
Rat pho bién: Phat ban
Phé bién: Phat ban ¢6 mun nudc, phat ban co
5 - . A A A x
mun mu, phat ban dét san, no6i man do,
ngra, n0i me¢ day, thay doi mau da
(ting sdc t0 da)2
Khong phd bién: Phu mach’
Hiém gip: Phii mach

Roi loan co xwong khop va cdac ma lién két

Rét phd bién: Tang enzym creatin kinase
Khong phé bién: Tiéu co van', suy nhuge co bap
Hiém gip: Lodng xwong (c6 cac biéu hién dau

xuong nhung it khi gay ra gy
xu'cmg)l'z’, bénh vé co’
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Roi loan hé thdn va tiét niéu

Khong phd bién: Tang creatinin, protein ni¢u
Hiém gap: Suy than (cdp tinh va man tinh), hoai
tir Ong than cép, bénh 6ng than gin
bao gom ca hdi chirng Fanconi, viém
thdn (bao gdm ca viém than k& cép
tinh)®, déi théo nhat do than

Réi loan toan than va tinh trang tai vi tri tiém
Rét phd bién: Suy nhugc
Phé bién: Dau, suy nhuoc

" Tde dung khong mong muon nay cé thé xay ra nhu mot hé qua cua bénh ong than gan. Tac dung
nay khong dwoce coi la co nguyén nhan tie tenofovir disoproxil fumarat trong truomg hop bénh nhdn
khéng mdc bénh ong thdan gan.

° Bénh thiéu mau la phd bién va hién twong thay doi mau da (tang sdc 16 da) rat phc"; bién & nhitng
bénh nhdan nhi diéu tri voi emtricitabin.

 Tae dung khong mong muén nay dwoc xde dinh trong quda trinh lhew hanh thudce trén thi tricong
nhing khong dwoe quan sat thdy trong cdc thie nghiém lam sang ngdu nhién cé kiém sodt & nguoi lon
hodc nhiing thie nghiém lam sang ¢ bénh nhén nhi nhiém HIV diéu tri véi emtricitabin hodc cdc thir
nghiém ldm sang ngau nhién cé kiém sodt sir dung tenofovir disoproxil fumarat hodc trong chuong
trinh mo rong diéu tri voi tenofovir disoproxil fumarat. Cdac nhom phan logi tan sudt dwge wée tinh

tir viée tinh toan thong ké dwa trén tong s6 bénh nhdn phoi nhiém véi emtricitabin trong cac thie

nghiém lam sang ngdu nhiéh c6 kiém sodt (n = 1.563) hodc nhitng thie nghiém lam sang ngdu nhién

co kiém sodt sic dung. tendfovir disoproxil fumarat va trong chwong trinh mo réng diéu tri véi
tenofovir disoproxil fumarat (n = 7.319).

Mé ta cdc tdc dung khéng mong muon chon loc:

Suy than: Do TENOF EM c6 thé gdy ton thuong cho than, cin thudong xuyén theo ddi chirc nang than
& bénh nhan diéu tri véi thube nay (xem muc Canh béo va than trong khi ding thude va Téc dung
khong mong mudn). Bénh dng thén gf"in thuong cham dit hodc duoc cai thién sau khi ngung diéu tri
voi tenofovir disoproxil fumarat. Tuy nhién, & mot s6 bénh nhan, tinh trang giam do thanh thai
creatinin khong hoan toan duge khéc phuc sau khi ngimg sir dung tenofovir disoproxil fumarat. Bénh
nhan ¢6 nguy co suy than (vi du, bénh nhan xudt hién yéu td nguy co suy thin co ban, nhiém bénh
HIV tién trién. hodc bénh nhan dang diéu tri ddng thoi véi céc loai thube gay doc cho than) co nguy
co cao khong ¢6 kha nang phuc hi chirc niang than hoan toan mac du da ngung diéu trj voi tenofovir

disoproxil fumarat (xem muc Canh béo va than trong khi dung thude).
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Tuong tdc véi didanosin: Khong khuyén céo diéu tri dong thoi véi tenofovir disoproxil fumarat va
didanosin do sy két hop nay s& lam ting 40-60% mirc do phoi nhiém toan than véi didanosin, tir do
s& lam tang nguy co xay ra céc tic dung khéng mong muén lién quan dén didanosin (xem muc Tuong
tac thudc). Chimg viém tuy va nhiém acid lactic, d6i khi dan dén tur vong, hiém khi duoc bdo cdo.
Cdc bat thiong vé lipid, loan dwdng lipid va chuyén héa: Diéu tri véi liéu phap két hop khang virus
sao chép ngugc (CART) dugc ghi nhan giy ra nhitng bét thuong vé chuyén héa nhu tang triglycerid
mau, tdng cholesterol mau, chimg khéng insulin, ting dudng huyét va ting lactat mau (xem muc
Canh béo va than trong khi dung thude).

Liéu phéap diéu tri két hop khang virus sao chép nguoc (CART) cling din dén hién tuong tai phan
phdi m& trong co thé (chimg loan dudng lipid) & nhirng bénh nhan nhiém HIV, bao gbm giam luong
m& ngoai vi va lugng m& dudi da trén khudn mit, tang luong md & viing bung va ndi tang, phi dai vi
va tich tu m& & phia sau cd gitta hai vai (budu trau) (xem muc Canh bdo va than trong khi dung
thude).

Hoi chimg tdi kich hoat mién dich: O bénh nhan nhiém HIV bj suy giam mién dich trim trong tai thoi
diém bat dau diéu tri khéng virus sao chép nguoc, mét phan tng viém nhiém tring co hdi khong triéu
chimg hodc con sét lai co thé xay ra. Cac rdi loan tu mién dich (vi du nhu bénh Graves) da duoc bao
cdo; tuy nhién, thoi gian khai phat dugc ghi nhan rat da dang va céc phan tmg nay c6 thé xay ra nhiéu

thang sau khi bét dau diéu trj (xem myc Canh béo va thin trong khi dung thubc).

bénh nhan xuit hién nhiing yéu t6 nguy co chung da duoc biét dén, bénh nhan nhié

Chimg hoai tir xwong: Céc trudng hgp mic ching hoai tir xwong da duoc béo cdo, déi&ﬁt O/nhirng
iai doan

tién trién hodc phoi nhidém véi céc lidu phép diéu tri két hop khang virus sao chép ngtroc (CART)

g = \ . A A 5 - \ . = . . ~a . \
trong thoi gian dai. Tan suat cia cac trudng hop nay van chua dugce xac dinh (xem muc Canh bdo va

than trong khi dung thudc).

Nhom bénh nhian nhi:

Hién chua c6 du dir liéu vé tinh an toan ctia thudc ddi véi tré em dudi 18 tudi. Khong khuyén cdo
diéu tri béng TENOF EM cho nhém bénh nhén nay (xem muc Liéu luong va cach dung).

Cdc nhom bénh nhan dac biét khac:

Nguwoi cao tuéi: TENOF EM van chua duge nghién ctru & nhém bénh nhan tir 65 tudi tro 1én. Bénh
nhén cao tudi ¢6 nhidu kha niang suy giam chirc nang thin hon; do vdy, cin than trong khi diéu tri v6i
TENOF EM cho nhém bénh nhén nay (xem muc Canh béo va than trong khi dung thudc).

Bénh nhdn suy thdn: Do tenofovir disoproxil fumarat cé thé gdy doc cho than, khuyén cdo theo doi
chit ché chitc ning than & nhitng bénh nhén suy than diéu tri véi TENOF EM (xem muc Liéu luong

va céch dung, Canh bao va than trong khi dung thuée va Déc tinh duge dong hoc).
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Bénh nhdn dong nhiém HIV/virus viém gan B hodc virus viém gan C: Nghién ciru GS-01-934 chi
duoc thue hién trén mot s6 it bénh nhan dong nhiém virus viém gan B (n=13) hodc virus viém gan C
(n=26). Céc tac dung khong mong mudn lién quan dén emtricitabin va tenofovir disoproxil fumarat
ghi nhén dugc ¢ bénh nhian déng nhidém HIV/virus viém gan B hodc HIV/virus viém gan C tuong ty
nhu cée tdc dung da quan sat thay & cac doi tuong nhiém HIV va khong ddng nhidm céc bénh khac.
Tuy nhién, nhu dd dugc dy bdao & nhém bénh nhén nay, tinh trang ting men aspartate
aminotransferase huyét thanh (AST) va men alanine aminotransferase huyét thanh (ALT) xuét hién
thuong xuyén hon so véi nhimg bénh nhéan nhiém HIV thong thudng.

Dot kich phat viém gan sau khi ngung diéu tri: O nhiing bénh nhan dong nhiém HIV va viém gan B,
cac bang ching 1am sang va dua theo két qua xét nghiém vé bénh viém gan da dugc ghi nhan xay ra
sau khi ngung diéu tri (xem muc Canh béo va than trong khi dung thude).

Bio cdo vé cdc tic dung khong mong mubn tiém ning:

Viée bio cdo cic tac dung khong mong mudn tiém ning sau khi sir dung céc san phdm duge pham la
rat quan trong. Nho do, viée theo ddi thuong xuyén mirc dd cén bang giita loi ich/nguy co ciia dugce
phim tré nén dé dang hon. Céc chuyén gia chim s6c strc khoe ¢6 trach nhiém béo céo bét cir tac
dung khéng mong mubn tiém 4n nao c6 thé xay ra thong qua hé théng béo céo quéc gia.

Thong bio cho bac si diéu tri bt ky tac dung khéng mong mudn nao gip phii khi ding thube.
Anh huong 1én kha nang lai xe va vin hanh may moe:

Hién chua c6 nghién cttu nao duoc thuc hién vé nhitng anh hudng cia thude dén kha ning lai xe va
van hanh céac loai may maéc. Tuy nhién, bénh nhén can duoc béo trude vé hién tuong chong mat da

dugc ghi nhan xay ra trong qua trinh diéu tri v6i ca emtricitabin va tenofovir disoproxil fumarat.

Qua lidu:
Trong trudong hop bénR nhan dung thude qua liéu, can theo dbi cac biéu hién cua tinh trang ngd doc
(xem muc Tac dung khong mong muén), déng thoi ap dung cac bién phap hd tro diéu trj tiéu chudn
khi can thiét.

C6 161 30% liéu emtricitabin va gin 10% liéu tenofovir ¢6 thé bj loai bé néu bénh nhan thuc hién
chay than nhan tao. Viéc emtricitabin hay tenofovir ¢ kha nang bi loai bo béi tham phan phic mac
hay khong van chua duge chimg minh.

Bio quan: Bao quan ¢ nhiét do dudi 30°C va tranh am.

Han ding: 36 thang ké tir ngay san xuat. Khong sir dung thude da hét han sir dung ghi trén bao bi.

Quy ciach dong géi: Hop 1 1o x 30 vién.

Jeedimetla, Hyderabad -
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