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B mhubcnay chiding theo dom thusc

TO HUGNG DAN SU DUNG

PHARCAVIR

1.Tén thudc: PHARCAVIR
2.Céc déu higu Iiru y va khuyén céo khi dung thube:
D xa tAm tay tré em, doc ky hudng dén str dyng trube khi dang.
Théng béo cho béc s§ thc dung khdng mong mubn khi str dung thuéc.

3. Thanh phin cdng thirc thubc (cho 1 vién nén bao phim):

Thanh phén duyre chét:

Tenofovir alafenamid (dung duwéidang fovit fumarat 28,05 mg) 25mg.
Thanh phén té duge: Lactose monohydrat, microcrystallin cellulose 112, croscarmellose natri, tinh bt
ngd, magnesi stearat, opadry AMB 1, oxyd sétvang viradi 1vién.
4.Dangbao ché:

Dang bao ché: Vién nén bao phim.

M6 ta: Vién nén trdn, bao phim mau vang nhat, hai mét tron khum, thanh va canh vién lanh i&n.
5.Chidjnh:

-Didu tri viém gan B man tinh & ngudi 16 va thanh thiéu nién (tir 12 tudi tr 18n véi can néing 235 kg).

6. Céch dung, lidu dung:

Lidu phép didu trj phai do bac sy c6 kinh nghiém trong viéc quan ly bénh viém gan B man tinh chidinh.
Céchdung

-Nén ubng thudc ciing vao mot theri didm trong ngay.

-Dung dwémg uBng, nén ding thudc cling véi thirc &n.

- N&u bénh nhan bj ndn trong vong mdt gi&r sau khi ung thubc, bénh nhan cén dung 1 vién thuéc khéc.
N&u bénh nhan bj ndn mira hon 1 gidr sau khi ubng thuéc, khding cén diing thém visn thuSc khéc.

- N&u bdnh nhan quén mot lidu ubng ngay khi nh¢ ra (ndu thi gian chira qué 18 gidr) va ubng lidu tiép
theo nhur binh thurdmg. Néu thei gian virgt qua 18 gir thi khdng ubng idu a2 quén va ubng lidu tiép theo
nhur binh thudng.

Lidudung X

- Ngudi lén va thanh thi§u nién (tir 12 tudi tré 18n v&i cn néing 2 35 kg): 1 vién/idn x 1 1dn/ngay.
Ngungtﬂéufn’

- O nhirng b&nh nhan HBeAg durong tinh, khdng xo gan: Didu trj nén dugc tién hanh it nhét 8-12 théng
sau khi xac djnh c6 huyét thanh chuyén d8i HBe (HBeAg &m tinh, khdng phét hién dugc ADN ciia virus
vism gan B va c6 khang thd HBe) hoac t6i khi ¢ huyét thanh chuy8n 88 HBs hodc khi théy thubc mét tac
dung. Khuyén c4o danh gi lai thudmg xuyn sau khi ngimg didu trj 38 phat hign svtélg?étvlrus‘

- & nhrng bénh nhan HBeAg &m tinh, khdng xo gan: Didu trj phai kéo dai cho dén khi huyét thanh
chuydn a8i HBs hoaic cho dén khi thé thu6ckh6nz cdn thc dyng. Véi didu trj kéo dai hon 2 nam, nén
danh gié lai thudng xuyén d8 chéic chén réing vidc tip tuc lyra chon ligu phap vén con thich hgp cho bénh
nhan.

Ngui cao tui: Khdng cin Giu chinh liéu & bdnh nhan tir 65 tudi trdrién.

Bénh nhén suy thén: Khdng cn didu chinh liéu & nhing bénh nhan ngudi I6n va thanh thiéu nidn (tir 12
tudi trér 18n vé&i cAn nZing 2 35 kg) va c6 a9 thanh thai creatinin 2 15 mi/phut hosic & nhamg bénh nhan
th&m tach méu va cb @9 thanh thai creatinin < 15 mi/pht.

Khéng c6 mirc liu khuyén c4o cho bénh nhan c6 36 thanh thai creatinin < 15 ml/phut va khdng thém tach

méu.
Suy gan: Khong cin didu chinh lidu Pharcavir & bgnh nhan suy gan.
Tré em: Tinh an todn va hidu qua clia Pharcavir & tré em dui 12 tudl hogic niing < 35 kg chura dugc xéc
14p, céc d(r liu chrra cosdn.
7.Cl chidinh:
- Qué mén cém véi tencfovir al id fumarat
8.Canh béo va thdn trong khi ding thubc:
m

&t cir cac thanh phin nao clia thubc.

Bénh nhan phai dugc théng béo riing Pharcavir khéng ngain ngira nguy co 1y truyén viém gan B tir
ngurdi sang ngudri qua dwrdmng méu hay duémng tinh dyc. Phai tiép tuc sir dung cac bign phéap phdng ngira
thich hp.

Chura c6 d(r ligu v8 tinh an toan va higu qué clia Pharcavir & bgnh nh@in bi b8nh gan mé&t bii va bénh nhan
c6 didm sb Child Pugh Turcotte (CPT) > 9 (nhém C). Nhmg bénh nhdin ndy c6 nguy co cao gép cac phan
(rng phy nghiém trong trén gan hogic than. Do 46, cac thong s4 v& gan va than phai dugrc theo doi chit
ché trén cac bénh nhén nay.

Trong qué trinh d'gu tn
Bénh viém gan Bmendnhnangmemmotcéehwlllat
khi

tam thei ndng do alanin aminotransferase huyét trong (ALT). i bt dAu didu trj bng kh:
virus, ALT huyét trong c6 thd ting & mdt sé bénh nhan. & nhirng b8nh nhan hi bénh gan cdn bu, sy gia
téng ALT huyét teong thuémg khdng di kém véi sy tiing ndng d bilirubin huyét trong. B&nh nhan xor
gan c6 nguy co cao bi xo gan métbi, do d6 cA doi chit chétrong sub didu tri.
Sau khingimg didu tr
Sy ng@ing thém clia viém gan da dugc bao céo & nhirng bénh nhan sau khi ngimgdlbutriﬂmxn B,
thuamg 1 két hop véi sy ting ndng a4 ADN virus viém gan B (HBV) trong huyét twomg. HAu hét cac
trurdng hop dBu ty khai, tuy nhidn cac trurdmg hop déic bigt nghiém trong, ké ca tir vong, c6 thé xay ra sau
khi ngirng didu trj viém gan B. Chirc néing gan phai dugrc theo dbi dinh ky ca v8 mét 1am sang va cén lam
mngl!nhmaéngsaukhlngungdléuﬁimmgan&N&Jmlmhvp.viecﬁépwcaéumvicmganseb
dugc m. i
& nhirng bénh nhan bj bénh gan tién trién hodic xo gan, khdng nén ngirng didu trj vi sau dot didu trj viém
gan c6 thd diin dén suy gan mét b. Sy kich phét dgic biét nghidm tnong va dbi khi gy tir vong & nhirng
b&nh nhanbj bgnh gan mé&t b H

Banh nhan ¢6 80 thanh thai creatinin (Cl, < 30 mU/phat): Céc der liu dugc ddng hoc v8 viec sir dyng
Mw?ﬁywwammmwmns v < 30 miphit va & nhimg bénh
nhén c6 Cl,, < 15 mipht dang dtrgc thAm tdch mau rét han ché. Chura c6 der ligu an toan va viée str dung
Pharcavir 8 didu trj b&nh nhan nhidm HBV v&i Cl,, < 30 ml/phut.

khuyén céo sir dung Pharcavir & nhirng bénh nhan c6 Cl,, < 16 mlU/phut va khong dugc thdm tach

Qmﬂn&?mhﬁn
Khong thé loai trir nguy co dc tinh tiém tang trén than do sir dyng thdvi gian dai tenofovir lidu thip.
Bé an nhi iviém gan B va viém gan C ho#icD.
3 va hidu qua clia pharcavir & bgnh nhan nhiBm d8ng thei viém gan B va

viém gan C hogic D. Nén tuain theo huréng diin d8 didu trj 8ng theri viém gan C.
B&nh nhén nhiém déng thei viém gan B va HI\

an thyc hién xét nghiém khang thé HIV cho tt ca nhimg banh nhan nhi§m HBV ma chura rd tinh trang
nhim HIV-1 trurére khi bét dAu didu trj véi Pharcavir. & nhirng bénh nhan nhidm déng theri HBV va HIV,
Pharcavir phai dugc phdi hp véi cac thubc khéng virus khac 38 am bao bgnh nhan c6 mdt phéac 6d
m!qupdédiéumHlV.

san pham knac:

theri Pharcavir véi cac san phim c6 chira tenofovir

fumarat ho&c adefovir dipivoxil.

Khong khuyén nghj sz dung dbng théi Pharcavir v&i mdt sé thubc chéng ddng kinh (vi dy nhu
i ital va in), thuéc khang khuln (vi dy: rifampicin,

rifabutin va rifapentin) hoéic théo dugc St. John' wort, tit c4 ¢du la ghét gay cam (rng P-glycoprotein (P-

"gp) va c6 thé Iam gidm ndng G4 tenofovir alafenamid trong huyét twomg.

Sir dyng ddng theri Pharcavir véi chét (rc ché ctia P-gp (vi dy itraconazol va ketoconazol) c6 thd

Iam téing ndng d tenofovir alafenamid trong huyét trong, khdng dugre khuyén c4o sir dyng ddng thér.

tenofovir

- San phdm cb chira lactose. Cac b@nh nhan V6l céc banh ly di truy8n hiém gép v& khong dung nap -

thiéu enzym Lapp lactase hodck pthug 9
9. Sir dyng thuéc cho phy nir c6 thal va cho con bui:
Sirdyng thuéc cho phy nir c6 thai
Khdng c6 hodic c6 rét it der ligu (dwéi 300 trurdng hgp mang thai) sir dung tenofovir alafenamid & phy n(r
mang thai. Tuy nhién, mét s6 Irgng I6n de ligu trén phy nir c6 thai (hon 1000 két qua phot nhidm) cho
théy khong c6 dj tat hosic cac ddc tinh trén thai nhi hogic tré so sinh lién guan dén tenofovir disoproxil
fumarat. Cac n&hlbn clru trén ddng vt khdng cho théy cac ddc tinh tryc tiép hay gién tiép ién quan dén
kha néing sinh sén.
Vigc sir dung tenofovir cho phy nir mang thai c6 thé xem xét néu can thiét.
sbdun&mu& cho phy nircho conbu
Chura biét chéc chén tenofovir c6 bai tiét vao stra me hay khong. Tuy nhién, c4c nghién ciru trén ddng vét
cho thély tenofovir co bai tiét vao stra. Chura cb thong tin 4y du vé the ddng clia tenofovir I8n tré so sinh
vagi;onhé. Nguy co d6i véi tré bl me 12 khéng thé logi trir, do d6 khdng sir dung PHARCAVIR trong théri

ky cho con ba.

10. Anh huwdng clia thubc 18n kha néing I4l xe, vin hanh méy méc:

Phamwkhm\gwénhhubnghoﬁcénhhub:gmﬂng k& aén kha nang didu khidn va vgn hanh

mdy méc. N&n thdng bao cho bnh nhan biét rdng c6 tinh trang chéng mét trong qua trinh didu trj v&i

Pharcavir.

11. Twong téc, twong ky, ciia thubc:

Twong tic cliathubc

Nghién clru trong f e hign & ngudilon

m p’ﬁ‘!“;ll hgp_Ph:"mavirvbl céc san phdm ¢ chira tenofovir disoproxil fumarat, tenofovir alafenamid

c ir dipivoxil. j

Céc san phim thubc c6 thé anh huréng dén tenofovir alafenamid

- Tenofovir alafenamid dugc vén chuyn boi protein P-gp va protein khéng ung thw via (BCRP). Cac

m:dcdgay cam (rng P-gp (Vi dy nher rifapentin, rifabutin, 'nbng i ital hodic
0 dugc.St. John's wort (nmedeum perforatum)) s& lam gidm a6 tenofovir alafenamid trong

zzyé(mqrmlgm,cﬁpiédéndén thc dyng didu trj clia Pharcavir. Khéng nén st dyng d8ng thai céc thubc
y Ve reavir.

- Sir dyng déng thri Pharcavir véi cac thubc tre ché P-gp varhodic BCRP c6 thé [am téing ndng d trong
;KM tuong clia tenofovir alafenamid. Khéng nén ding phéi hop céc thubc e ché manh P-gp véi
rcavir.
- Tenofovir alafenamid 1a mdt co chét cia OATP1B1 va OATP1B3 in vitro. Sy phan bé tenofovir
trong co thd c6 thé bj &nh hudng b hogt tinh clia OATP1B1 vathodc OATP1B3.
Téc dyng clia tenofovir alafenamid trén céc thubc khéc:
Tenofovir alafenamid khdng phai 12 chét (rc ché CYP1A2, CYP2B8, CYP2C8, CYP2C9, CYP2C19 holic
CYP2D6 in vitro. N6 khong phai 14 chéit trc ché hay cam (mg CYP3A invivo
Tenofovir alafenamid khng phai la chét irc ché uridin
vitro. Vn chura biét ligu tenofovir alafenamid c6 phai 14 chét (rc ché cac enzym UGT khéc N
Thong tin trong tc thubc clia Pharcavir 881 véi cac thubc dung d8ng ther dugce tém tét trong béng ban
dudi (mirc ting dugrc bidu thi bAng cach sir dyng *1”, gidm 1 *1, khong thay d8i 1 “~"; hai 1An m8ingay
dugcky hidu *b.i.d" li8u duy nhétia “s.d", métidn mdingay la “q.d", va tiém tinh mach véitén la “IV™. Cac
tuong tae thubc Qu%c&v:ﬁ tadya vgn céc nghién clru dugc thyec hidn véi tenofovir alafenamid, hogic 1a
- g thcth na o6 th

(UGT)1A1in

AAMIEQS.C

tang Ay ravéiP
Anh hwémg 86n ndng 60
ubc - Khuyén ien khi
ml theo timg khu 1919 trung binh o | nghl ¥ quan
s chy 90%) 861 vé AUC, Cresy |0
Cenin
Thubc chéng co giat
Carbamazepin Tenofovir alafenamid
(300 mg ubng, bid.) || Cmex0.43 (0.36, 0.51)
1 AUC 0.45 (0.40, 0.51) nén du
Tenofovir alafenamid® r e
(25 mg ubng, s.d.) 1 Cmex 0.70 (0.65, 0.74)
 AUC 0.77 (0.74, 0.81)
Oxcarbazepin hién ciru.
Pn:mbm:r}al mﬂg Khong nén ding
| Tenofovir e e o SRR
nghién ciru.
Phenytoin Dy o Knang nén ding
| Tenofovir
(25mgubng, s.d)  |e» Croex 1.02 (0.82, 1.13) Khong cin didu chinh lidu
Tenofovir alafenamid® |« AUC 1.13 (1.04, 1.23) midazolam (ding dudmg ubng
(25 mg ubng, q.d.) hodc tibm).
(1mg1V,s.d) > Crex 0.99 (0.89, 1.11)
Tenofovir s AUC 1.08 (1.04, 1.14)
(25 mg ubng, q.d.)
Thubc chéng trdm cam
Tenofovir alafenamid
Sertralin +» Crnex 1.00 (0.86, 1.16)
(50 mg ubng, s.d.) «» AUC 0.96 (0.89, 1.03)
Tenofovir alafenamid® | Tenofovir
(10 mg uéng, q.d.) - %—6 11 302 ((11 -%% 11 %14)) Khong cAn @ibu chinh lidu
o Crn 1.01 (0.99, 1.03) Pharcavir hodic sertralin
Sertralin Sertralin
(50 mg ubng, s.d.) > Cmex 1.14 (0.94, 1.38)
 AUC 0.93 (0.7, 1.13)
Tenofovir alafenamid®
(10 mg ubng, q.d.)
Thudc khéng ném
traconazol Dy o ien Knong nén ding
Ketoconazol 1 Tenofovir
Thudc chéng vi tring
Rifampioin g nahién Knéng nén ding
/ rl o ey H‘f‘mm‘d
Rifabutin UL o Khéng nén dung

1T gir

Thubc chéng virus vidm gan sidu vi C

|Sofosbuvir (400 mg
ubng,
q.d.)

gtmnrtghih ciru.

<« Sofosbuvir
«~ GS-331007

Khong cAn didu chinh lidu
Pharcavir hodc sofosbuvir

Ledipasvir/sofosbuvir
(93 ;"0’400 mg ubng,
q.d.

Tenofovir alafenamid’
(25 mg ubng, q.d.)

Ledipasvir

> Cmax 1.01 (0.97, 1.05)
« AUC 1.02 (0.97, 1.06)
> Crin 1.02 (0.98, 1.07)

uvir
> Cmax 0.96 (0.89, 1.04)
« AUC 1.05 (1.01, 1.09)
GS-331007g

> Crmax 1.08 (1.05, 1.11)
«» AUC 1.08 (1.06, 1.10)
+» Cmin 1.10 (107, 1.12)
Tenofovir alafenamid

«» Cmax 1.03 (0.94, 1.14)
« AUC 1.32(1.25, 1.40)
Tenofovir

1 Crnax 1.62 (1.58, 1.68)
1 AUC 1.75 (1.69, 1.81)
1 Crmin 1.85 (1.78, 1.92)

Khong cAn didu chinh lidu
Pharcavir hogc

Sofosbuvir/velpatasvir
(42‘; mg/100 mg ubng,
q.d.

nghién ciru.
D ol
«» Sofosbuvir
+ GS-331007

«» Velpatasvir
1 Tenofovir

Khong cin didu chinh lidu
Pharcavir hodic
sofosbuvir/velpatasvir

(vo)dhprwlr

(400 mg/100 mg/

100 mg + 100 mg' uéng,
qd.)

«» Crnax 0.95 (0.86, 1.05)
« AUC 1.01 (0.97, 1.08)

Velpatasvir

> Crmex 1.05 (0.96, 1.16)
«» AUC 1.01 (0.84, 1.07)
s Cmin 1.01(0.95, 1.09)

Voxil

> Crmex 0.96 (0.84, 1.11)
<« AUC 0.94 (0.84, 1.05)
> Cmin 1.02 (0.92, 1.12)

Tenofovir alafenamid
1 Cmex 1.32 (1.17, 1.48)
1AUC 1.52 (1.43, 1.61)

GS-331007g Khdng cAn diu chinh lidu
> Cax 1.02 (0.96, 1.06)

Tenofoir alafenamid!  |«» AUC 1.04 (1.01, 1.06) Pharcavir hogc

(25 mg ubng, a.d)) p

Thuée khéing Retrovirus didu tr] nhidm HIV - Thuéc trc ché men protease

Tenofovir
(300 mg/150 mg ubng, 1.80 (1.48, 2.18)
q.d.) 1 AUC 1.75 (1.55, 1.88)
Tenofovir alafenamid® | Tenofovir
(10 mg ubng, q.d.) 1 Cmex 3.16 (3.00, 3.33)

1 AUC 3.47 (3.29, 3.67)
1 Crin 3.73 (3.54, 3.93)

Atazanavir

» Crmex 0.98 (0.94, 1.02)
«» AUC 1.06 (1.01, 1.11)
> Crin 1.18 (1.06, 1.31)

Khong nén ding




1ras

| Aazanavirtonavie | ST UT0T )
(300 mg/100 mg uéng, |1 ofF Leh; &)
ad) 1 AUC 1.91 (1.55, 2.35)
Tenofovir
Tenofovir alafenamid®
1 Crmex 2.12 (1.86, 2.43) Knong nén di
(10 mg ubng, ) 1 AUC 2.62 (2.14, 3.20) "9
Atazanavir
> Cmex 0.98 (0.89, 1.07)
«» AUC 0.99 (0.96, 1.01)
++ Cin 1.00 (0.96, 1.04)
Darunavir/cobicistat Tenofovir alafenamid
(800 mg/150 mg ubng, |+ Cmax 0.93 (0.72, 1.21)
q.d) «» AUC 0.98 (0.80, 1.19)
Tenofovir alafenamid® | Te ir
(25 mg ubng, q.d.) 1 Crmex 3.16 (3.00, 3.33)
1 AUC 3.24 (3.02, 3.47)
1 Crin 3.21(2.90, 3.54)
Khong nén d
Darunavir n ding
> Crax 1.02 (0.96, 1.09)
« AUC 0.99 (0.92, 1.07)
« Cmin 0.97 (0.82, 1.15)
Cobicistat
+» Crax 1.08 (1.00, 1.12)
« AUC 1.09 (1.03, 1.15)
++ Crin 1.11 (0.98, 1.25)
Darunavir/ritonavir Tenofovir alafenamid
(800 mg/100 mg ubng, |1 Cmex 1.42 (0.96, 2.09)
q.d) «» AUC 1.06 (0.84, 1.35)
Tombvw%dafenunw‘ Tenofovir
(10 mg ubng, s.d.) 1 Crmex 2.42 (1.98, 2.95) Khéng
1 AUC 2.05 (1.54, 2.72) én dang
Darunavir
+» Crmax 0.99 (0.91, 1.08)
«» AUC 1.01(0.96, 1.06)
«» Crin 1.13 (0.95, 1.34)
Lopinavir/ritonavir Tenofovir alafenamid
(800 mg/200 mg ubng, |1 Cmex2.19 (1.72, 2.79)
qd) 1 AUC 1.47 (1.17, 1.85)
Tm'olegfmmld‘ Tenofovir
(10 mg ubng, s.d.) 1 Crnex 3.75 (3.19, 4.39) Khong
1 AUC 4.16 (3.50, 4.96) fén dang
Lopinavir
+» Crax 1.00 (0.5, 1.06)
+» AUC 1.00 (0.92, 1.09)
«» Crin 0.98 (0.85, 1.12)
Tipranavirfitonavir nghién ctru.
Dy kién: Khong nén ding
| Tenofovir
Thubc khéing Retrovirus didu tr] nhidm HIV - Thuéc trc ché men Intergrase
Tenofovir alafenamid
1 Crmex 1.24 (0.88, 1.74)
1 AUC 1.19 (0.96, 1.48)
Dolutegravir .
Tenofovir
(50 mg ubng, q.d) -+ oo 1.10 (0.96, 1.25) Khong cAn didu chinh lidu
Tenofovir alafenamide | AUC 1.25 (1.06, 1.47) Pharcavir hogc dolutegravir
(10 mg uéng, s.d.) Dolutegravir
> Croax 1.15 (1.04, 1.27)
«» AUC 1.02 (0.97, 1.08)
+* Cmin 1.05 (0.97, 1.13y , ]/
nghién ciru. n i ?ﬂ, !Lu I
Ratograv Ov kb | g\ /
« Tenofovir alafenamid
« Raltegravir
Thuéc khéng Retrovirus didu trj nhim HIV - Thuéc (rc ché men (enzym) sao chép
nguwee khdng phil nucleotid
Tenofovir alafenamid
Efavirenz
1 Cmex 0.78 (0.58, 1.05)
(€00mguéng, q.d) |2 T0C 0 86 (0.72, 1.02)
me Tenofovir Khong cin didu chinh fidu
mg udng, q.d. 1 Cmax 0.75 (0.67, 0.86) Pharcavir hosc efavirenz
«» AUC 0.80 (0.73, 0.87)
«» Crin 0.82 (0.75, 0.89)
Dy kién:
«» Efavirenz
Khong nghién ciru. Knong cAn didu chinh idu
v <+ Tenofovir alafenamid Pharcavir hogc nevirapin
« Nevirapin
. Tenofovir alafenamid
(R‘zmum ad) © Crnax 1.01 (084, 1.22)
Q.0 « AUC 1.01 (0.94, 1.09)
Tenofovir alafenamid
Tenofovir
(25 mg uéng, 9.d) > Crmex 1.13 (102, 1.23) Khong cin didu chinh lidu
+ AUC 1.1 (1.07, 1.14)
 Crin 118 (1.13, 1.23) Pharcavir hojc ripivirin
Rilpivirin
> Cmex 0.93 (0.87, 0.99)
«» AUC 1.01 (0.96, 1.06)
 Crin 113 (1.04, 1.23)
Thubc khéing Retrovirus didu trj nhidm HIV - Chét khéng thy thd CCR5
nghién ctru.
" m; Khong cn didu chinh lidu
Maraviroc
<+ Tenofovir alafenamid Pharcavir ho§ic maraviroc.
“ Iroc
Thio duge
St. John's wort hién ctru.
[ Hiyporicum O Kl Kneng nén ding
perforatum) | Tenofovir
Thuéc trénh thai
| Norelgestromin
mﬂsw  Crax 1.17 (1.07, 1.26)
0250 my ubng. q) | =+AUC1.12(1.07, 1.17)
250 mgudng, 9.d.) |, Crun 1.16 (1.08, 1.24)
Ethinylestradiol
(0.025 mg ubng, qd.) | \\orgestrel Knéng cAn didu chinh idu
> Crmax 1.10 (1.02, 1.18) Pharcavir hodc
« AUC 1.09 (1.01, 1.18)
;I'zemvlmidﬁ o Crin 1.11 (1.03, 1.20) norgestimat/ethiny! estradiol
|Ethinylestradiol
> Conax 122 (1.15, 1.29)
| AUC 1.11 (1.07, 1.18)
«» Cmn 1.02 (0.93, 1.12)
a.TAtca cacnghié e hién & nhrng tinh nguyén vién khée manh.

twong

b. TAtca cacranh gi¢ri khdng cb hidu lyrc 12 70% -143%.
c. Nghién clru dugrc thyrc hign véi vien nén két hop lidu cb dinh
d.Mdtchétndn CYP3A4 nhay cam.
. Nghién ctru dugc thirc hién véi vien nén két hop lidu cb dinh ir | istat / emtri /
tenofovir alafenamid.
f.hb:gh‘énidc\'m duge thyc hign véi vien nén két hop lidu cb dinh emtricitabin / rilpivirin / tenofovir
alafenamid.
g. Céc chét chuyén héa nucleosid lru hanh chiém wu thé clia sofosbuvir.

. hid 40 ma va emtri

Natié
h.Ng

in 200 mg.

14 véitenofovir mg

i. Nghién ciru dugc tién hanh véi voxilaprevir bd sung 100 mg 88 dat dugc phoi nhidm voxilaprevir &
bénh nhan nhidm HCV.

Twong ky ctiathubc

Dokhdng c6 cac nghién ciru v8 tinh mang"lg(cu‘aa thuéc, khong tron i&n thubc nay véi cac thube khac.
12.Téc :xng khéng mong mudn cua thuéc:

Témtithd soantoan

Dénh gié cac phan un&:‘b hai dyra trén d(r ligu an toan gdp tir 2 nghidn clru pha 3 dugc kidm soét,

@6 866 bdnh nhan nhiém HBV d4 nhan dugc tenofovir alafenamid 25 mg m3i ngay mdt 1An trong su
tudin 96 (thr gian trung binh phoi nhidm thuéc nghién ciru mix 6 1a 104 tudin) va trén thi treomg. Cac
phan (g bét li dugc béo c4o thudng xuy8n nhat 13 dau dAu (12%), budn non (6%) va mét mi (6%).
Sau tuln 98, b&nh nhan vin dugc didu tri mi ban @Au holic dugc didu trj bAng thube thir nghidm. Khéng

c6 phan (g bét Igi bd sung nao dbi véi thubc xéc djnh tir tulin 96 dén tulin 120 trong giai doan mu
@0i va trong tap hop céc abi dugcedidu tri blng thubc thir nghigm.
Tém tét tdng hop céc phan ]

Céc phén (rng c6 hal clia thudc sau day da dugc xé4c dinh véi tenofovir alafenamid & bénh nhan viém

gan B mén tinh. Céc phan (g bt loi dugc ligt ké dudi day theo 16p co quan hg théng cor thé va tAn suét

dya trén phan tich Tulin 96. Cac tAn s dugc xac dinh nhu sau: rét phd bién (2 1/10), phd bién (= 1/100
n<1/10) hoickhdng phbidn (2 1/1.000 8n <1/100).

Thn suft |m.. (mg khdng mong muén

Réi loan hg than kinh

Rét phd bién Nhire dAu

Phd bién Choéng mét

Rl loan tiéu héa

Pha bién Tidu chdy, non mira, budn ndn, dau byng, tnréng byng,
ady hoi

R&i loan gan mat

Phd bién IT!ng ALT

Da va céc bidu bl duéi da

Phd bién Phét ban, ngtra

Khong phd bién Phi mach, ndi md day

R&i loan co xwong va mé lién két

Phd bién I(-)au Kkhép

R&i loan chung

Phd bién ’Mel mdi

Théng béo ngay cho béc s§ hodc dupre sf nhimg téc dung khong mong mubn gép phéi
khi str dyng thubc.
13. Qué lidu va cach xirtri:

Trigu 3

Chura co der ligu ady dau.

Xirtrl:

Khi dang qua lidu, bgnh nhan cAn dugc theo doi 8B phat hign ddc tinh. Didu tj qué lidu gdm cac bign
phép h8 tro chung nhur theo ddi cac dAu hiu sinh t8n cling nhr 1a tinh trang 1am sang clia bdnh nhan.
Tenofovir durgc logi bd hidu qua blng cach thAm téch mau véi higu sult tach khodng 54%. Chura rd ligu
tenofovir c6 dugc loal bd biing thAm phan phic machay khéng.

14. Dic tinh dwgre Iyc hoc:

Nhém dugcely: Thube khéng virus.

M3ATC: JO5AF13.

- Tenofovir alafenamid 1a mdt tidn chét cla fovi id x4m nhap té
bao gan nguyén phét nher sy khuéch tan thy ddng va nher sir van chuydn qua cac kénh hép thu & gan 1a
OATP1B1 va OATP1B3. Tenofovir alafenamid chi yéu dugc thiy phan thanh tenofovir nher enzym
carboxylesterase-1 trong té bao gan nguy8n phét. Tenofovir ndi bao sau 46 dugrc phosphoryl héa thanh
chét chuydn héa c6 hoat tinh dugc ly 1 f (rc ché sy nhan Ién
clia virus viém gan B (HBV) biing cach gén vao ADN cia virus bing enzym sao chép ngugc clia HBV
dAin dén kétthac chuSiADN.

-Te ) & virus gay suy gidm midn dich méc phai & ngudi (HIV-
1V H] diphg ché yéu cac ADN polymerase ddng vét c6 vii gdm ADN

% chony 65 dAu MTa\ tinh ty thé trong cAc thir nghiém invitro dya trén mot s&
x6tnghiém bao gdm céc xétnghigm ADN ty Tha.

- Hogt tinh khéng virus ciia tenofovir alafenamid dugc d4nh gié trong céc té bao HepG2 dyra trén nhom
eécphan|ﬁplamsangHBVGe!dendvokléugmA—H,Cécg{éﬂECSO(nénaxgmxuquiw%)mvﬁ
tenofovir alafenamid dao ddng tir 34,7 dén 134,4 nM, v&i EC50 trung binh la 86,6 nM. CC50
(nbngag 16 bao 50%) trong c4c té bao HepG2 12> 44400 nM.

- Co ch® 8 khang: Trong mdt phan tich tdng hgp cic bénh nhan sir dyng Tenofovir alafenamid, phan
tich trinh ty d& dugc thyre hign trén cac ddng phan 18p HBV co ban va khong didu trj cho nhirng bénh
nhan trél qua a4t phé virus hoc (2 1An kham 1i8n tiép véi HBV DNA2 69 IU / ml sau khi a8 <69 1U / mi, hodic
1.0 log,, hodic téng nhidu hon HBV DNA tir nadir) hodic bénh nhan c6 HBV DNA2 69 1U / mi & Tuln 96
hodic khi ngirng thubc sém vao hodic sau Tulin 24, Trong céc phan tich & Tulin 48 (N = 20) va Tuln 96 (N
=72), khdng c6 sy thay thé axit amin nao lién quan dén tinh khéng véi Tenofovir alafenamid dugc xac
dinh trong cAc phan 14p ndy (phan tich kidu gen va kidu hinh).

- Khéng chéo : Hoat tinh khéng virus clia tenofovir alafenamid dugc danh gia ?a,a trén nhém céc chiing
phén I8p c6 chira ddt bién (rc ché men sao chép ngugrc nucleos(t)id trong céc té bao HepG2. HBV phan
18p bidu hign thay thé rtv173L, rtL180M va rtM204V/l lién quan dén khéng v6i lamivudin vin nhay cam
V6i tenofovir alafenamid (< 2 1an thay d8i trong EC50). HBV phan I&p bidu hign rtL180M, rtM204V cdng
V&i HT184G, rtS202G hoic tM250V l1ién quan dén khang véi entecavir vAn nhay cam véi tenofovir
alafenamid. Céc chiing HBV bidu hign céc thay thé dom 14 tA1817, fA181V hegc rIN236T lién quan dén
khang v&i adefovir ven m&n cam voi tenofovir alafenamid; tuy nhién, HBV bila hidn MATE1V
ofng v&i rtN236T bidu hign gidm tinh nhay cdm véi tenofovir alafenamid (thay d8i 3,7 1&n trong EC50).
Syrlién quan 1am sang cia nhirng thay thé nay khong dugrc biét.

154~pbiclinh durge ddng hoc:

Hi

thu
Ndng d9 dinh trong huyét twong clia tenof gcquan sét thdy khoang 0,48 gi¢r sau khi
dun%mubc vao lic d6i. Ndng a6 dinh trong huyét trong clia tenofovir alafenamid va tenofovir & trai
théi 8n dinh 1An It a 0,18 va 0,02 pg/ml. Dung mét li8u don Pharcavir cling v&i mdt blra #n giau ch:
géolégéﬁng ndng a9 tenofovir alafenamid 65% so véi khi ubng lic déi.
hén
T11¢ gén protein huyét trong ct
Chuyénhoé
Chuy8n héa & con durdrng thai trir chinh i véi tenofovir alafenamid & ngudi, chiém trén 80% lidu dung.
Céc nghién ctu in vitro cho théy tenofovir alafenamid dugc chuydn héa thanh tencfovir (chét chuyén
héa chi yu) nhér enzym carboxylesterase-1 & té bao gan va bl cathepsin A trong bach cAu don nhan
va daithyrc bao. Trong co thd, tenof iy p g té baotao (chét
chuydn héa chi yéu), sau a6 dugc phosphoryl hoa thanh chét chuydn héa c6 hoat tinh, tenofovir
diphosphat. Trong céc nghién ciru invitro, tenofovir alafenamid khdng dugc chuydn héa béi CYP1A2,
%Yé P2C8, CYP2C9, CYP2C19, hodic CYP2DS6, dugcchuysn hba rit it béi CYP3A4.
i trir

It hon 1% tenofovir alafenamid dugc thai tnir qua than du6i dang chua dugc chuydn héa. Tenofovir
alafenamid durgre thai trir chil yéu sau khi chuydn héa thanh tenofovir. Tenofovir alafenamid va tenofovir
6 théi gian ban thai trung binh 14 0,51 va 32,37 gid. Tenofovir dugc dao thai qua thn ra khdi co thd nher
ca2quétrinhloc & cAu than va bai tiét & 8ng than.
Tudi, gi6itinh va dén toc

c6 sy khéc biét 1am sang v8 dugc ddng hoc theo tudi hoic dan toc da dugce chirng td. Céc khac
biétvé dugc ddng hoc theo gii tinh khdng durgrc xem Ia c6 y nghla lam sang.

Suygan
O nhirng bénh nhan suy gan néing, ndng A9 huyét twong ciia tenofovir alafenamid va tenofovir thip hon
80 véi nhrng ngurdr c6 chirc néng gan binh thuréng. Khi didu chinh sy 118n két véi protein, a9 trong
huyét Ga tenofovir gilra ngudi suy gan ning va ngudi c6 chirc néing gan binh thudmg
latwong ty nhau.
Suyth
Khong cb sy khac biét 1am sang v& dugc ddng hoc clia tenofovir alafenamid va tenofovir gitra nhing
r.;%vﬁrl khde manh va b8nh nhan suy than néing (wéctinh 15 ml/phit < Cr, <30 mUphut).
om
Khéng cb sy khac biét 1am sang v8 dugc ddng hoc cla tenofovir alafenamid va tenofovir gitra thanh
thiéu nién va ngueilom nhidm HIV-1.
16.Quy céich déng gol:
HOp 03 vi x 10 vién nén bao phim, vi Alu — Alu, kém theo t& huéng diin sir dyng.
Hdp 06 vi x 10 vidn nén bao phim, v Alu — Alu, kém theo t& hurémg din sir dyng.
17.D18u kign bdo quin, han diing, tidu chudn chétivong clia thube:
Han dung: 36 théng k& tir ngay san xut.
Béo quan: noi khd, nhigt dd khdng qua 30°C.
Tidu chun chét luvgng: TCCS.
18.Tén, dja chi ciia co s& san xuét thubc:

CONG TY CO PHAN DUQC PHAM TRUNG U —PHARBACO
@ 160 TON DUC THANG — DONG DA — HA NO 0%
DT: 024-38454561; 024-38454562 Fax: 024-3823
PHARBACO SAN XUAT TAI: THANH XUAN - SOC SON — HA NQI

lakhodng 80%.

tenofovir




