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TO HUONG DAN SU DUNG THUOC

&Thuﬁc nay chi dimg theo don thuoc

Brydalvif

Vién nén bao phim

DE XA TAM TAY TRE EM.
POC KY HUONG DAN SU DUNG TRUGC KHI DUNG
CAN THEM THONG TIN, XIN HOI Y KIEN BAC SY
1. Thanh phin cong thirc:

Vién nén bao phim Brydalvif cé chira:

Thanh phin hoat chiit:

Tenofovir alafenamide (duwdi dang tenofovir alafenamide fumarate) .................... 25 mg

Thanh phin td diwge: VA Q0 ..., 1 vién

(Microcrystalline cellulose 102, Lactose monohydrate, Sodium croscarmellose, Hypromellose E6,

Magnesi stearate, Polyethylene glycol 6000, Tale, Oxide sdt vang, Titan dioxide)

2. Dang bao ché: Vién nén bao phim.

M6 ta san phﬁm: Vién nén hinh tron, bao phim mau vang, hai mit tron, canh va thanh vién lanh lan.

3. Chi dinh:

Brydalvif dwoc chi dinh trong diéu tri bénh viém gan B man tinh & ngudi 1ém va tré vi thanh vién (tir

12 tudi trd 1én voi trong luong co thé toi thiéu 25 kg).

4. Lidu ding - Cich dimg:

4.1. Liéu diing:

Liéu phap diéu tri phai do bac si ¢é kinh nghiém trong viéc quan 1y bénh viém gan B man tinh chi

dinh.

Liéu dimg

Ngudi 16m va tré vi thanh vién (tir 12 tudi tré 1én v6i trong luong co thé toi thiéu 25 kg): 1 vién/ngay.

Ngung diéu tri

C6 thé can nhic ngimg diéu tri nhu sau:

« J nhitng bénh nhin c6 HBeAg duong tinh khéng méc xo gan, nén diéu tri it nhéit 6-12 thang sau

khi x4c nhan chuyén déi huyét thanh HBe (mét HBeAg va mit HBV DNA do phét hién anti-HBe)

hoiic cho dén khi chuyén déi huyét thanh HBs hoiic cho dén khi thudc mét hiéu qua. Khuyén nghi

nén tién hanh tai dénh gia thudong xuyén sau khi ngimg diéu tri dé phat hién tinh trang tai phat virus.

« O nhitng bénh nhan ¢6 HBeAg am tinh khong méc xo gan, nén didu trj it nhét cho dén khi chuyén

ddi huyét thanh HBs hogc cho dén khi ¢6 bang chimg cho thiy thude mét hiéu qua. Vi thoi gian

diéu tri kéo dai hon 2 nim, khuyén nghi nén tién hanh tai danh gia thudmg xuyén dé xdc nhan viéc

tiép tuc diéu tri da chon van pht hop véi bénh nhén.

Quén liéu diing

- Néu quén mot lidu ding dudi 18 gitr k& tir thoi diém dung thude binh thuong, bénh nhan nén ding
Brydalvif cang sém cang tot va sau d6 tiép tuc ding thude binh thudmg. Néu da qua 18 gitr ké tir
thoi diém ding thude binh thudng, bénh nhan khong nén dung lidu da quén ma chi nén tiép tuc
diing thudc theo gity ung thude binh thuong.

- Néu bénh nhén non trong vong 1 gidr sau khi uéng Brydalvif, bénh nhan nén udng mot vién khéc.
Néu bénh nhan nén mira hon 1 gior sau khi udng Brydalvif, bénh nhén khong cn ubng vién khac.

Doi tieong ddc biét

Nguroi cao tudi
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Khong cén diéu chinh liéu Brydalvif & bénh nhan tir 65 tudi trd 1én.

Suy thén

- Khéng can diéu chinh liéu Brydalvif & nguoi 16m hodc thanh thiéu nién (tir 12 tudi tré 1én va trong
lugng co thé t6i thiéu 35 kg) ¢6 d6 thanh thai creatinine (CrCl) du kién> 15 mL/phuat hoac & nhitng
bénh nhén ¢6 CrCl < 15 mL/phit dang duge diéu tri bang thim tach mau.

- Vao nhitng ngay tham tach mau, bénh nhén nén ding tenofovir alafenamide sau khi hoan thanh
diéu trj bang tham tach mau.

- Khong thé dua ra khuyén nghi vé liéu lugng cho nhing bénh nhén c6 CrCl < 15 mL/phit khong
duogc chay than nhén tao.

- Khong c6 dit liéu dé dua ra khuyén nghi vé lidu & tré em dudi 12 tudi va c6 trong lugng dudi 35 kg
bi suy than.

Suy gan

Khong can diéu chinh lidu Brydalvif & bénh nhan suy gan.

Dén 56 tré em

Tinh an toan va hiéu qua ctia Brydalvif & tré em dudi 6 tubi hodc can nang < 25 kg van chua duge

thiét 1ap. Khong c6 dir liéu ¢6 san

4.2. Cach diung:

Dung dudng udng. Nén ding vién nén bao phim Brydalvif khi an.

5. Chéng chi dinh:

Qué mAn véi hoat chat hodc bét ky thanh phan ta duge nao cta thude.

6. Canh bdo va than trong khi ding thude:

Lay nhiém HBV

Bénh nhan phai dugce thong bio rang tenofovir alafenamide khong ngan ngira nguy co lay truyén

IIBV sang nguoi khic qua quan hé tinh duc hoidc lay nhiém qua mau. Cén 4p dung cac bién phap

phong ngtra thich hop.

Bénh nhan bi bénh gan mit bit

ITan ché dir liéu vé tinh an toan va hiéu qua cua tenofovir alafenamide ¢ nhitng bénh nhén nhiém

[IBV mic bénh gan mét bu va ¢ diém Child Pugh Turcotte (CPT) > 9 (loai C). Nhitng bénh nhéan

naly ¢é thé ¢ nguy co cao gip phai cde phan tmg bat loi nghiém trong & gan hodc than. Do do, cac

théng s6 vé gan va than can duge theo déi chit ché & nhom bénh nhan nay.

Ting viém gan

Biing phdt trong khi diéu iri

- Tinh trang tang viém gan B man tinh tu phat kha phd bién va duge dic trung boi su gia ting thoang
qua cta alanine aminotransferase (ALT) trong huyét thanh. Sau khi bét dau diéu tri béng thude
khang virus, ALT huyét thanh ¢6 thé ting & mot sd bénh nhan,

- Céc dot trAm trong tu phat & bénh viém gan B man tinh 1a tvong d6i phd bién va duge dic trung
bdi su gia tang thodng qua cta alanine aminotransferase (ALT) trong huyét thanh. Sau khi bt dau
diéu tri bang thudc khang virus, ALT huyét thanh ¢6 thé ting & mot sd bénh nhan, O nhitng bénh
nhan méac bénh gan con b, su gia ting ALT huyét thanh nay thuong khong di kém voi sy gia tang
ndng do bilirubin huyét thanh hodc tinh trang gan mét bii. Bénh nhén xo gan c6 thé ¢ nguy co mét
bu gan cao hon sau dot viém gan tram trong hon, va do d6 can duoc theo doi chit ché trong qua
trinh diéu tri.

Biing phat sau khi ngitng diéu tri

- Pa ¢6 bao céo vé tinh trang tang viém gan cdp tinh & nhimg bénh nhan da ngimg diéu tri viém gan
B, thuong lién quan dén viéc tang ndng d6 IIBV DNA trong huyét tvong. Hiu hét cic trudng hop
déu tur han ché, nhung tinh trang ting viém gan nghiém trong, bao gbm ca tir vong, ¢6 thé xay ra
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sau khi ngimg diéu trj viém gan B. Cén phai theo doi chiic ning gan trong khoang thoi gian dinh
ky lap lai véi ca theo doi ldm sang va theo ddi xét nghiém trong vong it nhit 6 thang sau khi ngung
didu tr viém gan B. Néu thich hop, c6 thé khéi phuc lai qué trinh diéu tri bénh viém gan B.

- O nhiing bénh nhan méc bénh gan tién trién hodic xo gan, khéng nén ngimg didu tri vi tinh trang
viém gan trdm trong sau diéu tri c6 thé din dén suy gan mét bi. Céc con bung phét viém gan dac
biét nghidm trong va dbi khi gy (i vong & nhitng bénh nhan mic bénh gan mét b,

Suy thin

Bénh nhdn cé do thanh thai creatinine < 30 mL/phiit.

- Viée st dung Vemlidy mdt 1an mdi ngdy & nhitng bénh nhén ¢6 CrCl > 15 mL/phut va <30 mL/phat
dura trén dir liéu tam thoi cua Tudn 96 v& hi¢u qua va do an toan ctia viéc chuyén tir ché do didu tri
bang thudc khéng vi-riit khac sang tenofovir alafenamide trong mdt nghién ctru 1am sang nhén mo
vé bénh nhan nhidm HBV bi Gic ché v& mit virus hoe. C6 di ligu han ché vé tinh an toan va hiéu
qua cua tenofovir alafenamide ¢ bénh nhén nhiém HBV c6 CrCl < 15 mL/pht khi chay thdn nhin
tao man tinh.

- Khéng khuyén cdo st dung Brydalvif cho céc bénh nhén c6 CrCl < 15 mIL/phit khong dicu trj bang
tham tach mau.

Déc tinh trén than

- Céc trudomg hop suy than sau khi dua ra thi truong, bao gbm suy than cap va bénh 1y dng than gan
da duoe bio cao voi cac san pham cé chira tenofovir alafenamide.

- Khong thé loai trir nguy co tiém 4n doc tinh trén thin do tiép xtc 1au dai véi mite tenofovir thip do
dung véi tenofovir alafenamide.

- Khuyén cdo nén danh gia chire nang than & tit ca bénh nhan trude hodic khi bit dau didu tri bing
tenofovir alafenamide va nén theo dai trong qué trinh diéu tri & (at ca bénh nhan khi phu hop vé
mit 1am sang. O nhimg bénh nhan c6 tinh trang suy giam chirc nang than dang ké vé& mit 1am sang
hogc ¢6 bang chimg vé bénh Iy dng than gan, nén can nhic ngimg ding tenofovir alafenamide.

Bénh nhan dong nhiém HBV va viém gan virus C hodc D

Khong c6 dit liéu vé tinh an toan va hiéu qua ctia tenofovir alafenamide & nhitng b¢nh nhan ddng

nhidm viém gan virus C hojic D. CAn tuén thi huéng dan sit dung dong thori dé dicu trj viém gan C.

Déng nhiém viém gan B va HIV

Cén thuc hién xét nghiém khang thé HIV cho tit ca nhiing bénh nhin nhiém HBV ma chua rd tinh

trang nhiém HIV-1 truge khi bat dau diéu tri vai tenofovir alafenamide. O nhimg bénh nhan dong

nhiém HBV va HIV, cin sit dung dong thoi tenofovir alafenamide voi cac thude khang retrovirus
khéc dé dam bao L'fing bénh nhén nhén duoc mdt phéc dd thich hop dé diéu trj HIV.

Phéi hop véi cdc san phim thubc khdc

- Khong nén ding ddng thoi Brydalvif véi céc thude ¢ chira tenofovir alafenamide, tenofovir
disoproxil (TDF) hodc adefovir dipivoxil.

- Khong khuyén cdo diing ddng thoi Brydalvif vai mot 36 thude chdng co giat (vi du carbamazepine,
oxcarbazepine, phenobarbital va phenytoin), thube khang vi khuan (vi du rifampicin, rifabutin va
rifapentine) hodc thao duge St. John's wort, tat ca déu la chét gay cam tmg P-glycoprotein (P-gp)
va ¢6 thé lam giam nong d6 tenofovir alafenamide trong huyét tuong.

- Khéng khuyén nghi ding ddng thai Brydalvif voi cac chét e ché manh P-gp (vi du itraconazole
va ketoconazole) vi cé thé lam ting ndng @6 tenofovir alafenamide trong huyét tuong.

Diin 56 tié em

Giam mat dd khoang xuong (BMD > 4%) & ¢4t song that lung va toan b co thé da duoc bdo cdo &

mot s6 bénh nhi tir 6 tudi trd 18n. can ning it nhit 25 kg da ding tenofovir alafenamide trong 48 tudn.

Téc dong lau dai cua nhitng thay déi trong BMD ddi véi xuong dang phét trién, bao gdm nguy co
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ody xuong, van chua chic chin. Céc phuong phap tiép can duge khuyén nghi dé quyét dinh viée theo
dai phit hop trong qué trinh diéu tr.

Khéng dung nap Lactose

Brydalvif chira lactose. Nhiing bénh nhén c6 van dé di tmyén hiém gap vé khong dung nap galactose,
thiéu hut men lactase toan phén hodc kém hdp thu glucose-galactose khéng nén dung san pham thude
nay.

7. Sir dung thubc cho phu nir ¢6 thai, cho con bt va kha ning sinh sin:

Phu nit ¢o thai

Khéng c6 hodc c6 rét it dit lidu (dudi 300 trudng hop mang thai) sir dung tenofovir alafenamide &
phu nit cé thai. Tuy nhién, mot s6 lugng 16n cac dit liéu vé phu nit ¢6 thai (hon 1000 két qué phoi
nhiém) cho thay khong ¢6 biéu hién di dang hay doc tinh trong bao thai/ tré so sinh lién quan dén
viée sir dung tenofovir disoproxil fumarate,

Céc nghién ctru trén dong vat khong chi ra céc anh huéng bit loi truc tiép hodic gian tiép lién quan
dén doc tinh ddi v6i kha ning sinh san.

Viée str dung tenofovir alafenamide ¢6 thé duoc cin nhic trong thoi ky mang thai néu cén thiét.
Phu nit cho con bii

Dua trén dit lidu di cong bd, tenofovir alafenamide va tenofovir duoc bai tiét qua sita me¢ & muc do
thip & nhitng phu nit ding tenofovir alafenamide. Khong c6 du théng tin vé tac dung cia tenofovir
trén tré so sinh/tré nho.

Khéng thé loai trir nguy co di vdi tré so sinh/tré nho ba sita me; do dé, khéng nén str dung tenofovir
alafenamide trong thoi gian cho con bu.

Kha nang sinh san

Khéng cé dit liéu trén nguoi vé téc dung cla tenofovir alafenamide déi véi kha nang sinh san. Céc
nghién ciru trén dong vét khong chi ra tic dung c6 hai cia tenofovir alafenamide d6i vai kha néng

sinh san.

8. Anh hwéng trén khi niing ldi xe va véin hinh may méc:

Tenofovir alafenamide khong c6 hodc danh hudng khong déng ké dén kha niang 1ai xe va van hanh
méy méc. Nén thong bao cho bénh nhan biét rang c6 tinh trang r:‘ing chong miét da duge bao cdo
trong qué trinh didu tri bing tenofovir alafenamide.

9. Twong tic va twong Ky cua thude:

9.1. Twong tdc thube:

Nghién ctru twong tac mdi chi duge thye hién & nguoi 1én.

Khong nén ding dong thoi Brydalvif voi cde thubc cé chita tenofovir disoproxil, tenofovir
alafenamide hodc adefovir dipivoxil.

Cic thuéc cé thé anh huwéng dén tenofovir alafenamide

Tenofovir alafenamide dugce vén chuyén bdi P-gp va protein khang ung thu vii (BCRP), Céc san
pham thudc 12 chét gay cam tng P-gp (vi du: rifampicin, rifabutin, carbamazepine, phenobarbital
hodc thao duge St. John's wort) duge cho 14 s& lam giam ndng dd tenofovir alafenamide trong huyét
tirong, c6 thé dén dén mét tac dung didu trj cta Bradalvif. Khéng nén dung dong thoi cac san phim
thude nay véi Bradalvif,

Duing dong thoi tenofovir alafenamide véi cac thude ire ché P-gp va/hodic BCRP cé thé lam ting nong
d6 tenofovir alafenamide trong huyét tuong. Khéng nén ding ddng thei cace chéit tre ché manh P-gp
véi Bradalvif,

Tenofovir alafenamide 1 chit nén ctia OATP1B1 va OATPIB3 trong thir nghiém in vitro. Sy phén
bé tenofovir alafenamide trong co thé cé thé bi anh hudmg bdi hoat tinh ctia OATP1B1 v/hoic
OATPIB3.
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Anh hwéng ciia tenofovir alafenamide véi cic thubce khic

Tenofovir alafenamide khong phai la chit trc ché CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19
hoiic CYP2D6 trong thir nghiém in vitro. Cling khéng phai 14 chét {rc ché hoac cam ting CYP3A in
vivo.

Tenofovir alafenamide khong phai 12 chit (e ché uridine diphosphate glucuronosyltransferase (UGT)
1A1 & ngudi trong thir nghiém in vitre. Chua xac dinh duwge tenofovir alafenamide ¢6 phai 1a chét trc
ché cac enzyme UGT khéc hay khong.

Théng tin vé& twong téc thube clia tenofovir alafenamide véi cac thude co kha nang ding dong thoi
duoc tom tit trong Bang 1 bén duéi (ting duge biéu thi la “ 1 7, giam 1a | ”, khong thay d6i 1a “ <
»: hai lan mdi ngay 1a “ b.i.d.”, liéu don la “ s.d. ”, mdi ngay mot l4n la “g.d.” va tiém tinh mach la
“IV”). Céc tuong tac thudc duoc md ta dua trén cac nghién ciru duge thuc hién véi tenofovir
alafenamide hoic 1a cac tuong téc thube tiém &n c6 thé xdy ra véi tenofovir alafenamide.

Bang 1. Twong tic giira tenofovir alafenamide voi cac loai duge phim khic

Dugc phim theo linh vye Thc dung Ién cic cip dwge Khuyén nghij lién quan
diéu tri phém, &b dén viée sit dung dong
Ty 1€ trung binh (khosing tin thoi véi tenofovir

ciy 90%) cho AUC, Cmax, Cmin | alafenamide

THUOC CHONG CO GIAT
Carbamazepine (300 mg dung | Tenofovir alafenamide Khéng khuyén nghi str
theo dudng udng, b.i.d.) | Cmax 0.43 (0.36, 0.51) dung dong thoi
Tenofovir alafenamides2s |+ AUC 045(040,051)
mg ding theo dudmg udng, Tenofovir
s.d.) | Cmax 0.70 (0.65, 0.74)
« AUC 0.77 (0.74, 0.81)
Oxcarbazepine Tuong tac chwa duge nghién Khéng khuyén nghj st
Phenobarbital ciry. B dung dong thoi
Du kién:
| Tenofovir alafenamide
Phenytoin Twong tac chua dugce nghién Khong khuyén nghi st
ctru. dung ddng thoi
Dur kién:

| Tenofovir alafenamide

Midazolam? (2.5 mg dung theo | Midazolam Khong cén diéu chinh liéu
duomg udng, s.d.) « Cmax 1.02 (0.92, 1.13) dung midazolam (dung
« AUC 1.13 (1.04, 1.23) theo dudng udng hodc IV)

Tenofovir alafenamide® (25
mg diing theo dudng udng,
q.d.)

Midazolam? (1 mg 1V, s.d.) Midazolam
> Cmax 0.99 (089. ].11)
s AUC 1.08 (1.04, 1.14)

Tenofovir alafenamide® (25
mg dung theo duong udng,
q.d.)
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THUOC CHONG TRAM CAM

Sertraline (50 mg dung theo
| dudmg udng, s.d.)
Tenofovir alafenamide® (10
mg ding theo dudmng udng,
q.d.)

Tenofovir alafenamide
> Cma.\ 1.00 (086, 116)
« AUC 0.96 (0.89, 1.03)

Tenofovir

& Cunax 1.10 (1.00, 1.21)
« AUC 1.02 (1.00, 1.04)
> Cmin 1.01 (0.99, 1.03)

Sertraline (50 mg dung theo
dudmg udng, s.d.)

Tenofovir alafenamide® (10
mg dung theo dudmng udng,
q.d.)

Sertraline
> Crax 1.14 (0.94, 1.38)
< AUC 0.93 (0.77, 1.13)

Khong cén diéu chinh liéu
dung Brydalvif hodc
sertraline

THUOC KHANG NAM
[traconazole Tuong tac chua duge nghién Khéng khuyén nghi str
Ketoconazole cliu. dung dong thoi

Du kién:
T Tenofovir alafenamide

THUOC KHANG VI KHUAN

Rifampicin Tuong tac chua duge nghién Khéng khuyén nghi str
Rifupentine clru. . dung ddng thoi
Du kién:
| Tenofovir alafenamide
Rifabutin Tuong tac chua duoe nghién Khéng khuyén nghi st
clru. dung ddng thoi
Dur kién:
| Tenofovir alafenamide
THUOC KHANG VIRUS HCV
Sofosbuvir (400 mg ding theo | Tuwong tac chwa dugc nghién Khoéng can diéu chinh lidu
duong uérng, q.d.) clr. ding Brydalvif hoéc
Dur kién: sofosbuvir
« Sofosbuvir
«— (S-331007
Ledipasvir/sofosbuvir (90 Ledipasvir Khéng cén diéu chinh lidu

mg/400 mg dung theo dudng
ubng, q.d.)

Tenofovir alafenamide’ (25 mg
diing theo dudmg ubng, q.d.)

«— AUC 1.02 (0.97, 1.06)
s Cain 1.02 (0.98, 1.07)

Sofosbuvir
> Cax 0.96 (0.89, 1.04)
< AUC 1.05 (1.01, 1.09)

dung Brydalvif hoac
ledipasvir/sofosbuvir
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GS-331007¢g

> Cmax 1.08 (1.05, 1.11)
> AUC 1.08 (1.06, 1.10)
> Cmin 1.10 (1.07, 1.12)

Tenofovir alafenamide
< Cmax 1.03 (0.94, 1.14)
< AUC 1.32 (1.25, 1.40)

Tenofovir

1 Cmax 1.62 (1.56, 1.68)

T AUC 1.75 (1.69, 1.81)
T Cmin 1.85(1.78, 1.92)

Sofosbuvir/velpatasvir (400
mg/100 mg dung theo dudng
uéng, q.d.)

Tuong tac chua dugce nghién
ctru.

Dur kién:

<> Sofosbuvir

«» (GS-331007

<> Velpatasvir

1 Tenofovir alafenamide

Khang can diéu chinh liéu
dung Brydalvif hodc
solosbuvir/velpatasvir

THUOC KHANG RETROVIR

US HIV - THUOC UC CHE PROTEASE

Atazanavir/cobicistat (300
mg/150 mg dung theo duong
ubng, q.d.)

Tenofovir alafenamide® (10
mg dung theo duong ubng,
q.d.)

Tenofovir alafenamide
T Cmax 1.80 (1.48, 2.18)
1 AUC 1.75 (1.55, 1.98)

Tenofovir

1 Cmax 3.16 (3.00, 3.33)

T AUC 3.47 (3.29, 3.67)
1 Cmin 3.73 (3.54, 3.93)

Atazanavir

< Cnax 0.98 (0.94, 1.02)

« AUC 1.06 (1.01, 1.11)
«» Cmin 1.18 (1.06, 1.31)

Cobicistat

> Cmax 0.96 (0.92, 1.00)
« AUC 1.05 (1.00, 1.09)
T Cmin 1.35 (1.21, 1.51)

Khong khuyén nghi str
dung dong thoi

Atazanavir/ritonavir (300
mg/100 mg dung theo dudng
ubng, g.d.)

Tenofovir alafenamide®
(10 mg dung theo dudng
uéng, s.d.)

Tenofovir alafenamide
T Cmax 1.77 (1.28, 2.44)
1 AUC 1.91 (1.55, 2.35)

Tenofovir
1 Cimax 2.12 (1.86, 2.43)
T AUC 2.62 (2.14, 3.20)

Khong khuyén nghi str
dung déng thoi
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Atazanavir

< Cmax 0.98 (0.89, 1.07)

« AUC 0.99 (0.96, 1.01)
<> Cnin 1.00 (0.96, 1.04)

Darunavir/cobicistat (800
mg/150 mg dung theo dudng
ubng, q.d.)

Tenoflovir alafenamide® (25
mg dung theo dudng ubng,
q.d.)

Tenofovir alafenamide
L D Cmux 0.93 (0.72, ] .21)
« AUC 0.98 (0.80, 1.19)

Tenofovir

T Cmax 3.16 (3.00, 3.33)

T AUC 3.24 (3.02,3.47)
T Cmin 3.21 (2.90, 3.54)

Darunavir

< Cpax 1.02 (0.96, 1.09)

« AUC 0.99 (0.92, 1.07)
< Cmin 0.97 (0.82, 1.15)

Cobicistat

< Cmax 1.06 (1.00, 1.12)

< AUC 1.09 (1.03, 1.15)
< Cmin 1.11 (0.98, 1.25)

Khéng khuyén nghi sir
dung ddng thoi

Darunavir/ritonavir (800
mg/100 mg ding theo duong
udng, q.d.)

Tenofovir alafenamide® (10
mg ding theo dudng udng,
s.d.)

Tenofovir alafenamide
T Cmax 1.42 (0.96, 2.09)
« AUC 1.06 (0.84, 1.35)

Tenofovir
T Cmax 2.42 (1.98, 2.95)
1 AUC 2.05 (1.54,2.72)

Darunavir

< Cmax 0.99 (0.91, 1.08)
« AUC 1.01 (0.96, 1.06)
< Cmin 1.13 (0.95, 1.34)

Khéng khuyén nghi sir
dung déng thoi

Lopinavir/ritonavir (800
mg/200 mg ding theo dudng
uong, q.d.)

Tenofovir alafenamide® (10
mg ding theo dudng udng,
s.d.)

Tenofovir alafenamide
1 Conax 2.19 (1.72, 2.79)
t AUC 1.47 (1.17, 1.85)

Tenofovir
T Cmax 3.75 (3.19, 4.39)
1 AUC 4.16 (3.50, 4.96)

Lopinavir

&> Cmax 1.00 (0.95, 1.06)

e AUC 1.00 (0.92, 1.09)
> Cumin 0.98 (0.85, 1.12)

Khong khuyén nghi st
dung ddng thoi
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Tipranavir/ritonavir

Twong tac chua duge nghién
ciru.

Dur kién:

| Tenofovir alafenamide

Khong khuyén nghi sir
dung dong thoi

THUOC KHANG RETROVIR

US IV - THUOC L’{'c CHE INTEGRASE

Dolutegravir(50 mg ding theo
duong udng, q.d.)

Tenofovir alafenamide® (10
mg ding theo dudng udng,
s.d.)

Tenofovir alafenamide
T Cmax 1.24 (0.88, 1.74)
T AUC 1.19 (0.96, 1.48)

Tenofovir
> Cpax 1.10 (0.96, 1.25)
1 AUC 1.25 (1.06, 1.47)

Dolutegravir

> Cmax 1.15 (1.04, 1.27)
« AUC 1.02 (0.97, 1.08)
<> Cnin 1.05 (0.97, 1.13)

Khong cén diéu chinh lidu
dung Brydalvif hogc
dolutegravir

Raltegravir

Tuong tac chua duge nghicén
curu.

Du kién:

+«+ Tenofovir alafenamide
« Raltegravir

Khéng can didu chinh lidu
dung Brydalvif hoac
raltegravir

THUOC KHANG RETROVIRUS HIV — CHAT UC CHE EMZYME PHIEN MA NGUQC

NUCLEOSIDE

Efavirenz (600 mg dung theo
duong ubng, q.d.)

Tenofovir alafenamide” (40
mg dung theo duong ubng,
q.d.)

Tenofovir alafenamide
| Cmax 0.78 (0.58, 1.05)
< AUC 0.86 (0.72, 1.02)

Tenofovir

| Cmax 0.75 (0.67, 0.86)
«» AUC 0.80 (0.73, 0.87)
> Cnin 0.82 (0.75, 0.89)

Du kién:

«— Efavirenz

Nevirapine

Khong cin didu chinh liéu
dung Brydalvif hodc
cfavirenz

Tuong tac chwa dugce nghién
clru.

Dy kién:

«» Tenofovir alafenamide
> Nevirapine

Khong ¢an diéu chinh liéu
dung Brydalvif hodc
nevirapine

Rilpivirine (25 mg dung theo
dudmg uéng, q.d.)

Tenofovir alafenamide
<> Cmayx 1.01 (0.84, 1.22)
< AUC 1.01 (0.94, 1.09)

Tenofovir

Khong can diéu chinh lidu
diung Brydalvif hodac
rilpivirine
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Tenofovir alafenamide (25 mg | <> Cmax 1.13 (1.02, 1.23)

ding theo dudomg uéng, q.d.) | & AUC 1.11 (1.07, 1.14)
«— Cmin 118 (1.13‘. 1.23)

Rilpivirine

« Chax 0.93 (0.87, 0.99)

< AUC 1.01 (0.96, 1.06)
« Cmin 1.13 (1.04, 1.23)

THUOC KHANG RETROVIRUS HIV — THUOC POI KHANG THU THE CCRS

Maraviroc Tuwong tac chua duge nghién Khéng cén diéu chinh liéu
ctru, dung Brydalvif hodc
Dur kién: maraviroc

< Tenolovir alafenamide
« Maraviroc¢

CAC THUOC DUQC LIEU
Théao duge St. John's wort Tuong tac chua duge nghién Khéng khuyén nghi sir
(Hypericum perforatum) curu. dung dong thoi

Du kien:
| Tenofovir alafenamide

THUOC TRANH THAI DUNG THEO PUONG UONG

Norgestimate (0.180 mg/0.215 | Norelgestromin Khéng cin diéu chinh liéu
mg/ 0.250 mg dung theo « Cmax 1.17 (1.07, 1.26) diing Brydalvif hodc
dudng ubng, q.d.) « AUC 1.12 (1.07, 1.17) norgestimate/ethinyl

Ethinylestradiol (0.025 mg < Cmin 1.16 (1.08, 1.24) estradiol

dung theo dudng uéng, q.d.) Norgestrel

> Cnax 1.10 (102, 1.18)

<~ AUC 1.09 (1.01, 1.18)
< Cnin 1.11 (1.03, 1.20)

Tenofovir alafenamide® (25
mg ding theo dudng udng,
q.d.)

Ethinylestradiol

< Cuax 1.22 (1.15, 1.29)
— AUC 1.11 (1.07, 1.16)
> Cin 1.02 (0.93, 1.12)

a. TAt ca céc nghidn ctiu vé tuong tac thude duge thye hién trén ngudi tinh nguyén khoe manh.

b. Tét ca cdc ranh gidi khong c6 hidu qua la 70%-143%.

¢. Nghién ctru duoc thue hién véi vién nén két hop lidu dung ¢6 dinh 6 chira emtricitabine/tenofovir
alafenamide.

d. Chat nén CYP3A4 nhay cdm.

e. Nghién ctu duge thuc hién véi vien nén két hop lidu dung ¢b dinh c6 chira
elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide.

f. Nghién ctu dugc thyc hién véi vién nén két hop liéu ding ¢6 dinh c6 chira
emtricitabine/rilpivirine/tenofovir alafenamide.

g Chét chuyén héa nucleoside lvu hanh chi yéu ctia sofosbuvir,

h Nghién cttu dugc thyre hién véi tenofovir alafenamide 40 mg va emtricitabine 200 mg.
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9.2. Twong ky ciia thubc:

Khéng dp dung do chua c6 cdc nghién ctru vé twong ky cta thube, khéng trén 1an thube ndy véi cée
thube khac.

10. Tdc dung khing mong mudn ciia thubc (ADR)

Tém tit ho so an toin

Danh gia céc phan g bit lgi dwa trén dit liéu an toan tir phéan tich duge thye hién thong qua phan
tich dén Tudn 72 (thoi gian phoi nhiém trung binh 88 tudn), tir 2 nghién ctru Giai doan 3, trong dé
866 bénh nhan nhidm HBV nhin tenofovir alafenamide 25 mg mot lan/ngay. Céc tac dung khong
mong mudn thudng gip 1a dau dau (12%), budn nén (6%) va mét moi (6%).

Bing tém tit tic dung khdng mong muon

Pa xac dinh duge cic tac dung khéng mong mudn sau day cta thube khi st dung tenofovir
alafenamide & bénh nhan viém gan B man tinh (Bang 2). Céc phan tmg bét lgi duge ligt ké dudi day
theo loai co quan trong co thé va tin sudt xuét hién. Tan suit dugc xac dinh nhu sau: rat thuong gap
(> 1/10), thudng gip (= 1/100 dén < 1/10), khong thudng gip (> 1/1.000 dén < 1/100), hiém gap (>
1/10.000 dén < 1/1.000) hogc rét hiém gap (< 1/10.000).

Bing 2. Cie tic dung khong mong mudn dwge xdc dinh véi tenofovir alafenamide

Loai co quan trong co’ thé

Tan suat l T#c dung khéng mong muén
R6i Ioi_m hé than kinh
Rat thuomg gap Dau dau
Thuong gap Chong mit
| Réi logn tiéu héa
Thuong gap ‘ Tiéu chay, non mira, budn nén, dau bung, chudng bung, day hoi

Réi loan gan mdt

Thuong gép | ALT tang
Réi oan mé da va dudi da

Thuong gap Phat ban, ngira
Khéng thudng gip Phit mach', may day'
Roi logn co xwong va ma lién két

Thudng gap | Pau khop

Ré6i loan chung vé tinh trang tai ché dz‘_mg thuée
Thuong gép I M¢t moi

! Tac dung khong mong mudn duge xéc dinh thong qua quan sat sau khi dua ra thi truong dbi véi cac
san phdm cé chira tenofovir alafenamide.

Bdo cdo khi nghi neé gdp cdc tic dung klhéng mong mubdn

Théng bdo ngay cho bic st hodc dwpc st khi gap cdc tac dung khong mong muén nhi trén khi siv
dung thube hodc bio cdo cdc phin teng cé hai ciia thudc vé Trung tam Théng tin thuoc va Theo
doi phan trng o6 hai ciia thube (ADR) Quéc Gia. Dia chi: 13 - 15 Lé Thanh Tong - Hoan Kiém -
Ha Nji. Pign thogi: 024.3.9335.618; Fax: 024.3.9335642; Email: di.pvcenter@gmail.com

11. Qui liéu va xir tri:

Néu qué lidu xay ra, bénh nhan phai duge theo d5i dé tim bing chimg vé doc tinh.

Diu tri qué liéu tenofovir alafenamide bao gdm céc bién phap hd trg chung bao gbm theo ddi cac
dAu hiéu sinh ton ciing nhu quan sat tinh trang 1am sang ctia bénh nhén.

Tenofovir duge loai bo déng ké bang qua trinh thdm tach mau véi hé sb chiét khoang 54%. Chua xdc
dinh duoe liéu tenofovir c6 thé dugce loai bo bang thim phan phiic mac hay khéng.
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12. Dac tinh dwge Ive hge:

Cdc dic tinh dwoc lue hoc:

Nhém duge ly: Thude khang virus st dung toan thén, chét tre ché phién ma nguge nucleoside va
nucleotide.

Phén loai ATC: JOSAF13.

Co ché tdc dung

Tenofovir alafenamide 1a tién chat phosphonamidate ctia tenofovir (chét tuong tur 2'-deoxyadenosine
monophosphate). Tenofovir alafenamide xam nhap vao té bao gan nguyén phat bang cach khuéch
tan thy déng va bang céc chat dan truyén hip thu & gan OATP1BI va OATP1B3. Tenofovir
alafenamide chii yéu bj thiy phan thanh tenofovir boi carboxylesterase 1 trong té bao gan nguyén
phat. Tenofovir ndi bao sau d6 duge phosphoryl héa thanh tenofovir diphosphate, chét chuyén hoa
c6 hoat tinh dugc 1y. Tenofovir diphosphate trc ché sur sao chép ctia HBV théng qua viée gén vao
DNA cuia virus nhd phién ma nguoe HBV, din dén Iét thuc chudi DNA.

Tenofovir ¢6 hoat tinh dac hiéu déi v6i virus viém gan B va virus gy suy giam mién dich & nguoi
(HIV-1 va HIV-2). Tenofovir diphosphate 1a chét trc ché yéu cdc DNA polymerase ctia dong vét cé
vii bao gdm DNA polymerase ty thé y va khong ¢ bang chimg vé doc tinh ty thé trong thir nghiém
in vitro dua trén mot sb xét nghiém bao gém phén tich DNA ty thé.

Hoat tinh khdng virus

Hoat tinh khéng virus ctia tenofovir alafenamide duge danh gia trong céc té bao HepG?2 so véi mot
bang phan lap 1dm sang HBV dai dién cho cac kiéu gen A-H. Gia tri ECsp (nng dd hidu qua 50%)
clia tenofovir alafenamide dao dong tir 34,7 dén 134,4 nM, v6i ECso trung binh téng thé 1a 86,6 nM.
CCso (ndng do ddc hai t& bao 50%) trong té bao HepG2 1a > 44.400 nM.

Khdng thuoc

Trong mot phén tich tong hop trén cac bénh nhan ding tenofovir alafenamide, phén tich trinh tu da
duge thyc hién trén co s¢ ghép cip va cac mau phan 1ap HBV trong qué trinh v&i nhitng bénh nhén
c6 ddt phé vé virus hoc (2 lan tham kham lién tiép c6 > 69 TU/mL sau khi ¢6 < 69 TU/mL, hoic ting
1,0 logo trd 1én trong IIBV DNA tir mtic thép nhét) tai Tun 48 hodc c6 HBV DNA > 69 TU/mL khi
ngung diéu tri soém vao hodc sau Tuén 24. Khoéng xéc dinh c6 dot bién thay thé acid amin lién quan
dén tinh trang khang thudc tenofovir alafenamide trong 20 cap phén lap

Khdng thude chéo

Hoat tinh khang virus ctia tenofovir alafenamide duoc déanh gia dua trén mét nhém céce chiing phén
lap ¢6 chira dot bién trc ché men sao chép nguge nucleos(t)ide trong té bao HepG2. Céc ching HBV
phén 1ap biéu hién cac dang thay thé rtV173L, rtl.180M va rtM204V/I lién quan dén kha ning khang
lamivudine van nhay cam v6i tenofovir alafenamide (thay ddi < 2 ldn & ECsg). Cac phan lap HBV
biéu hién céc thay thé rtL180M, rtM204V céng v&i rtT184G, rtS202G hode rtM250V lién quan dén
khé ning khing entecavir van nhay cam véi tenofovir alafenamide. Cac phén lap HBV biéu hién cac
dot bién thay thé don rtA181T, rtA181V hodc riN236T lién quan dén kha nang khéng adefovir vin
nhay cdm véi tenofovir alafenamide; tuy nhién, chiing HBV phén ldp biéu hién hoat tinh chéng lai
rtA181V cdng véi rtN236T lam gidm do nhay cam giam vdi tenofovir alafenamide (thay déi 3,7 lan
& ECsp). Su lién quan vé mit lam sang ctia nhing sy thay thé ndy chua duge biét dén.

13. Diic tinh dwge dong hoc:

Htfp thu

Sau khi Ltéllg tenofovir alafenamide & diéu kién nhin an véi bénh nhan trwong thanh bi viém gan B
man tinh, ndng d¢ dinh trong huyét tuong cta tenofovir alafenamide duoc quan sat thdy khoang 0,48
gid sau khi dung. Dua trén phén tich duge dong hoc Giai doan 3 & nhom bénh nhén viém gan B man
tinh, AUCp-24 & trang thai én dinh trung binh cua tenofovir alafenamide (N = 698) va tenofovir (N =
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856) 140,22 png-h/mL va 0,32 pg-h/ mL twong ing. Trang thai n dinh Cumax ctia tenofovir alafenamide
va tenofovir lan lugt 1a 0,18 va 0,02 pg/mL. Lién quan dén diéu kién nhin an, viéc sir dung mot liéu
tenofovir alafenamide duy nhit v&i bita an ham luwong chat béo cao lam ting 65% phoi nhiém
tenofovir alafenamide.

Phan bé

Su gin két cia tenofovir alafenamide véi protein huyét thanh ngudi trong cac mau duge thu thap
trong cdc nghién ctru lam sang la khoang 80%. S giin két ciia tenofovir véi protein huyét thanh
ngudi nhé hon 0,7% vé khong phu thude vao ndng dd trong khoang 0,01-25 pg/mlL.

Chuyén héa

Chuyén héa 12 con dudng thai trir chinh cta tenofovir alafenamide & ngudi, chiém > 80% cho mot
lidu diing theo dudng ubng. Céc nghién ctu in vitro da chi ra ring tenofovir alafenamide duge chuyén
héa thanh tenofovir (chdt chuyén hoa chinh) boi carboxylesterase-1 trong té bao gan; va cathepsin A
trong céc t& bao don nhin mau ngoai vi (PBMC) va dai thuc bao. In vivo, tenofovir alafenamide bi
thity phén trong té bao dé tao thanh tenofovir (chat chuyén hoéa chinh), duge phosphoryl héa thanh
chét chuyén héa c6 hoat tinh, tenofovir diphosphate.

Trong thir nghiém in vitro, tenofovir alafenamide khong dugc chuyén héa bai CYP1A2, CYP2CS,
CYP2C9, CYP2C19 hodc CYP2D6. Tenofovir alafenamide duge chuyén hoa tbi thiéu boi CYP3A4.
Thdi trir

Su bai tiét qua than ciia tenofovir alafenamide nguyén ven 12 mjt con dudng nho voi < 1% lidu duoe
thai trir qua nude tiéu. Tenofovir alafenamide chi yéu duge thai trir sau khi chuyén hoa thanh
tenofovir. Tenofovir alafenamide va tenofovir ¢ thdi gian ban thai trung binh trong huyét twong lan
luot 12 0,51 va 32,37 gidy. Tenofovir dugc dao thai qua thén, thai ra khoi co thé bang cach loe & tiéu
cAu than va bai tiét chu dong & dng thén.

Tuyén tinh/phi tuyén tinh

Phoi nhidm tenofovir alafenamide ty 1é thuin voi lidu trong khoang lidu tir 8 dén 125 mg.

Duwge dong hoc 6 cic nhém din sé dic biét

Tudi, gidi tinh va dan toc

Khéng xéc dinh duge sy khéde biét ¢6 ¥ nghia 1dm sang vé duge dong hoc theo do tudi hode ching
toc. Su khac biét vé duge dong hoc theo gidi tinh khéng duge coi 1a ¢6 lién quan vé miit 1am sang.
Suy gan

O nhitng bénh nhan bi suy gan ning, tng ndng dd trong huyét twong ciia tenofovir alafenamide va
tenofovir thap hon so véi nhitng bénh nhin cé chiic ning gan binh thudmg. Khi hiéu chinh mic d)
lién két voi protein, ndng do tenofovir alafenamide trong huyét tuong khong lién két (tw do) & bé
nhén suy gan nang va chirc nang gan binh thwong la tuong tu nhau.

Suy than

Khong quan sét thiy su khac biét ¢6 ¥ nghia ldm sang vé duge dong hoc ctia tenofovir alafenami
hodc tenofovir gitta bénh nhan khoe manh va bénh nhan suy than niang (CrCl wéce tinh > 15 nhung
30 mL/phat) trong céc nghién ciru vé tenofovir alafenamide.
Dén 56 tré em

Dugc dong hoc clia tenofovir alafenamide va tenofovir da duge danh gia & bénh nhi nhiém HIV-1,
chua timg duoc didu tri. Nhiing dbi twong nay dugc diéu tri voi tenofovir alafenamide (10 mg) cung
elvitegravir, cobicistat va emtricitabine du¢i dang vién nén két hop lidu dung cb dinh (E/C/E/TAF;
Genvoya). Khong quan sat thiy c¢6 sy khac biét vé 1am sang trong duge dong hoc cta tenofovir
alafenamide va tenofovir gifta thanh thiéu nién va ngudi 1én nhiém HIV-1.

14. Quy cach dong goi: Hop 3 vi x 10 vién, vi Alu— Alu.

’
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15. Diéu kién bio quén, Han diing, Tiéu chuin chit lwgng:
Diéu kién bao quan: Nhiét o khong qua 30°C.
Han ding: 36 thang ké tir ngdy san xut.
Tiéu chudn chét lugng: TCCS.
16. Tén — Pia chi co sé san xuit :
Céong ty TNHH DRP Inter
L6 EBS, Puong 56 194, Khu céng nghiép Hiép Phude - Xa Hiép Phudc, Huyén Nha Bé, Tp. HCM.
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