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1. TEN SAN PHAM

Esbriet 267 mg vién nang clng*
Vién nén bao phim Esbriet 267 mg
Vién nén bao phim Esbriet 534 mg

Vién nén bao phim Esbriet 801 mg

*San phém nay khong con dudc cung cép.

2. THANH PHAN DINH TINH VA DINH LUONG
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nang chla 267 mg pirfenidone
nén bao phim chdia 267 mg pirfenidone.
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nén bao phim chlfa 534 mg pirfenidone.
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nén bao phim chdia 801 mg pirfenidone.

pé biét danh sach ddy du cac ta dugc, xem phan 6.1.

3. DANG DUGC PHAM

Vién nang clng.
Hai vién nang c6 than mau tring duc dén tréng duc va ndp duc mau trdng dén tring duc c6 in chid 'PFD

267 mg” bang myc nau va chla bdt mau trdng dén vang nhat.

Vién nén bao phim.

Vién nén bao phim Esbriet 267 mg c6 mau vang, hinh bau duc, kich thudc khodng 1,3 x 0,6. Vién nén
bao phim hai mdt 16i cm, dugdc khdc chit “PFD".

Vién nén bao phim Esbriet 534 mg c6 mau cam, hinh bau dyc, vién nén bao phim hai mat 16i khoang
1,6 x 0,8 cm, dudc khic chif “PFD”.

Vién nén bao phim Esbriet 801 mg c6 mau nau, hinh bau dyc, vién nén bao phim hai mat 14i khoang 2
x ©,9 cm, dugc khic chit “PFD”.

4. CHI TIET LAM SANG

4.1 Chi dinh didu tri

Esbriet dudc chi dinh d& didu tri bénh xd phdi vé cin (IPF)
4.2 Lidu lugng va cach dung
Lidu lugng

Ngusi 1én
Lidu Esbriet hang ngay dugc khuyén nghi cho bénh nhan mic IPF 13 821mg ba 1dn mdt ngay cung véi thic
an, téng cong la 2403 mg/ngay.

Khi bat ddu diéu tri, nén diéu chinh 1iéu dén 1iéu khuyén cdo hang ngay 1a 2403 mg/ngdy trong

khodng thdi gian 14 ngay nhu sau:
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Ngay 1 dén ngay 7: lidu 267 mg dung ba 1in mot ngay (801 mg/ngay)
Ngay 8 dén ngay 14: 1idu 534 mg ding ba 1an mot ngay (1602 mg/ngay)
Ngay 15 1idu 801 mg dung ba 1in mot ngay (2403 mg/ngay)

Lidu trén 2403 mg/ngay khong dugc khuyén cdo cho bit ky bénh nhan nao (xem phadn 4.9).

Quén liéu

Nhifng bénh nhan bé 18 diéu tri bidng Esbriet tif 14 ngay lién tiép trd 1én nén bit diu lai liéu phap
bang cach thyc hién ché d6 chudn do trong 2 tudn ban ddu cho dén 1idu khuyén cdo hang ngay.

pdi véi trudng hdp gian doan didu tri dudi 14 ngdy lién tuc, c6 thd dung lai 1idu & 1liéu khuyén

cao hang ngay trudc d6 ma khéng can chudn do.

nid inh 1idu luc s . A < .
Su kién tiéu hoda

§ nhiing bénh nhan khéng dung nap 1liéu phap do tac dung phu trén dudng tiéu héa, bénh nhan nén dudc
nhic ding Esbriet cling vdi thdc an. Néu cac triéu ching van tén tai, 1liéu Esbriet co thé giam
xubng con 267 mg - 534 mg ubng hai dén ba 1dn mdt ngay vdi thic 3n va tiang dan dén 1idu khuyén

céo hang ngay néu dung nap. Néu cac triéu ching tiép tuc, bénh nhan cé thé dugc hudng din ngiing

didu tri trong mot dén hai tudn dé cac triéu chiung thuyén giam.

Phadn lng nhay cdm vdi anh séng hoac phat ban

Nhifng bénh nhan cé phadn Ung nhay cam véi &nh sang hodc phat ban & mic ddé nhe dén trung binh

nén dugc nhic nhd s dung kem chdng ning hang ngay va tranh tiép xic véi anh ndng mdt trdi (xem
phdn 4.4). Lilu Esbriet cé thé gidm xudng 801 mg mdi ngay (267 mg ba 1an mdi ngay). Néu phat ban
van tdn tai sau 7 ngay, nén ngiing st dung Esbriet trong 15 ngay, sau dé ting dan dén

1iéu khuyén cdo hang ngay theo cach tuong ty nhu giai doan tang 1iéu.

Nhiing bénh nhan cé phan (ng nhay cdm anh sang nghiém trong hodc phat ban nén dudc hudng dan
ngiing ding thudc va tim tu van y té (xem phan 4.4). Sau khi phat ban di dugc gidi quyét, Esbriet
c6 thé dugc sd dung lai va tang lidu 1én dén 1idu khuyén cdo hang ngdy theo quyét dinh cla

bac si.

Chic nang gan

Néu bénh nhan co biéu hién tang aminotransferase > 3 dén < 5 x ULN ma khéng tang bilirubin

sau khi bt ddu didu tri bang Esbriet, nén ngling s dung cac thudc gay nhiéu, loai trif

cdc nguyén nhan khac va theo ddi bénh nhan chat ché.

Nén can nhéc viéc ngiing st dung cac loai thubc khac cé lién quan dén doc tinh treén gan. Néu
pht hgp v& mit 1&m sang, nén gidm lidu Esbriet hodc gian doan. Khi cdc xét nghiém chuc

nang gan nam trong gidi han binh thudng, Esbriet c6 thé dudc tdng lai dén 1idu khuyén cdo hang
ngay néu dung nap dugc.

Néu bénh nhan co biéu hién tang aminotransferase tu > 3 dén < 5 x ULN kém theo cac triéu
chiing hodc tang bilirubin mau, nén ngiing st dung Esbriet va khéng nén ding lai thudc cho bénh

nhan.

Néu bénh nhan c6 bidu hién tang aminotransferase 1én >5 x ULN, nén ngling sU dung

Esbriet va khong nén dung lai thudc cho bénh nhan.

QuAn thd d3c hist

Ngudi gia
Khéng can diéu chinh 1idu & bénh nhan tu 65 tudi trd 1én (xem phadn 5.2).
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Suy gan

Khéng can diéu chinh 1iéu & bénh nhan suy gan nhe dén trung binh (tdc 1& Child-Pugh loai
A va B). Tuy nhién, vi ndng do pirfenidone trong huyét tuong cé thé tang 1én & mot sbé
ngudi bi suy gan nhe dén trung binh, nén than trong khi didu tri bing Esbriet & nhém
ddi tugng nay. Bénh nhan cdn dugc theo déi chit ché cac ddu hiéu déc tinh, ddc biét néu
dung ddng thdi vdi thubc Gc ché CYP1A2 da biét. Esbriet chua dudc nghién cliu va khong
dudc khuyén cdo & nhiing bénh nhan bi suy gan nang hoic bénh gan giai doan cubi.

Nén theo ddi chic ndng gan trong qua trinh didu tri va c6 thé can didu chinh lidu trong
trudng hdp tiang cao (xem phdn 4.3, 4.4 va 5.2).

Suy than

Khéng can diéu chinh 1iéu & bénh nhan suy than nhe. Nén than trong khi s dung Esbriet

8 nhitng bénh nhan suy than via phdi (CrCl 30-5@mL/phut) dén suy than nang (CxrCl <30mL/
phut) do thiéu théng tin lién quan dén chét chuyén héa (xem phan 5.2). Esbriet chua dugc
nghién cliu va khdng dugc khuyén cdo & nhiing bénh nhan mic bénh than giai doan cudi can
loc mau (xem phén 4.3 va 5.2).

Phudng phap didu tri
Esbriet dugc dung bing dudng ubng. Cac vién nang phai dugc nudt ca vién véi nudc va ubng ciing véi

thdc an.

4.3 Chéng chi dinh

Quad min cam véi hoat chdt hodc vdi bt ky ta dugc nao dugc 1iét ké trong phan
6.1

SU dung ddng thdi fluvoxamine (xem phan 4.5)

Tién sd phu mach vdi pirfenidone (xem phan 4.4)
4.4 Canh bao dac biét va than trong khi s dung

Chlc _nang gan

Tén thuong gan do thuéc (DILI) & dang tang thoang qua va im ling vé m&t 1am sang cla
transaminase, d& dudc bdo céo phé bién & nhiing bénh nhan dugc didu tri béng Esbriet. It gap
hon, nhiing méc ting nay cé 1ién quan dén viéc tang bilirubin ddng thdi va céc hau qud 1am sang

nghiém trong bao gdm ca nhiing trudng hgp cé biét dan dén td vong di dugc bao cdo sau khi dua thubc ra thi trudng.

Cac xét nghiém chldc nang gan (ALT, AST va bilirubin) nén dudc thuc hién trudc khi bat

ddu didu tri bang Esbriet va sau d6 dinh ky hang thang trong 6 thang dau va sau d6 cu

sau 3 thang. Ngoai ra, can do ludng kip thdi céc xét nghiém chic ning gan & nhiing bénh
nhan cé cac triéu chidng cb thé cho thay tén thuong gan, bao gdm mét méi, chan an, khé chiu
8 bung trén bén phadi, nudc tidu sdm mau hoac vang da. Trong trudng hdp tang dang ké
aminotransferase gan hoic cé ddu hiéu va triéu ching 1am sang cla tdn thuong gan, nén

diéu chinh 1iéu Esbriet hodc ngiing diéu tri theo hudng dan trong phan 4.2. Péi véi

nhiing bénh nhan dugc xac nhan tang ALT, AST hodc bilirubin trong qua trinh diéu

tri, c6 thé can phai diéu chinh lidu (xem phén 4.2).

Phdn Ung nhay cdm v&i anh sadng va phat ban

Nén tranh hodc giam thiéu tiép xuc vdi anh sang mdt trdi tryc tiép (bao gdm cd dén
chiéu sang) trong qua trinh didu tri bang Esbriet. Bénh nhan nén dugc hudng dan sd dung
kem chéng ndng hiéu qud hang ngay, mic quin 4o chéng néng va tranh cac san pham thudc khac.
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dudc biét 13 gay ra hién tudng nhay cam véi anh sang. Bénh nhan nén dugc hudng din bao cdo cac
triéu chdng phan Gng nhay cam véi anh sang hodc phat ban cho bac si. C6 thé cdn phdi didu chinh liéu

hodc ngiing didu tri tam thdi néu c6é phan lng nhay cdm vdi anh sang hodc phat ban (xem phadn 4.2).

phit mach

Cac bado cdo vé& phl mach (mot sbé trudng hgp nghiém trong) nhu sung mat, moéi va/hodc 1udi cé thé lién
quan dén kho thd hodc thd kho khé da dugc ghi nhan lién quan dén viéc sd dung Esbriet trong bdi canh
hau mdi. Do d6, nhiing bénh nhan cé déu hiéu hoac triéu ching phu mach sau khi dung Esbriet nén ngling
didu tri ngay 1ap tlc. Bénh nhan bi phu mach nén dugc quan 1y theo tiéu chudn cham séc.

Esbriet khéng nén dudc s dung & nhiing bénh nhan cé tién si phu mach do Esbriet.

Hit thude 14 va cac chdt gAy c3m (ing CYP1AD

Mét nghién clu vé tuong tac Giai doan 1 d& danh gia anh hudng cda viéc hat thubc 14 (chit gay cam Ung
CYP1A2) ddi vdi dugc dong hoc clia Esbriet. Mic db tidp xlGc vdi pirfenidone & nhiing ngudi hat thubc

13 50% so vdi nhiing ngudi khong hat thubc. Hut thudc cé kha ning kich thich san xuit men gan va do

d6 1am tang d6 thanh th3i va giam phoi nhidm v@i Esbriet. Nén tranh s dung ddng thdi cac chat gay
cam Ung manh CYP1A2 bao gdm ca hut thubc trong khi didu tri bing Esbriet dua trén méi quan hé dugc
quan sat gitfa viéc hat thubc 14 va khd nang gay ra CYP1A2 cla né.

Nén khuyén khich bénh nhan ngiing st dung cdc chdt gay cam Ung manh CYP1A2 va ngling hit thubc trudc va

trong khi didu tri bang pirfenidone.

4,5 Tuong téc véi cac thubc khdc va cac dang tudng tac khac

Pirfenidone dugc chuyén héa cht yéu qua CYP1A2 véi sy déng gép nhd tif cac isoenzym CYP khac bao gdm
CYP2C9, 2C19, 2D6 va 2E1.

Eluvoxamine va chit (dc chéd CYP1AD

Trong mét nghién clu & Giai doan 1, viéc s dung ddng thdi Esbriet va fluvoxamine (mot chdt uc ché
manh CYP1A2 c6 tac dung Uc ché cac isoenzym CYP khac [CYP2C9, 2C19 va 2D6]) din dén mic phoi
nhidm v@i pirfenidone tang gp 4 13n & nhiing ngudi khéng hut thudc.

Esbriet chéng chi dinh & nhiing bénh nhan sd dung ddng thdi fluvoxamine (xem phan 4.3).
Nén ngifng diing fluvoxamine trudc khi bt ddu didu tri bing Esbriet va tranh ding trong khi didu tri

bang Esbriet do d§ thanh thdi cda pirfenidone gidm.

Phép ngoai suy in vitro-in vivo chi ra rdng céac chdt Gc ché chon loc va manh CYP1A2 c6 kha nang lam
tang mdc tiép xdc véi pirfenidone 1én khodng 2 dén 4 1in. Néu khéng thé tranh si dung ddng

thdi Esbriet vdi chdt Gc ché chon loc va manh CYP1A2, nén gidm liéu Esbriet xudng 801 mg mbi

ngay (267 mg ba 1in mot ngay).

Bénh nhan can dugc theo ddi chit ché& vé sy xudt hién cac phan Ung bst 1gi lién quan dén didu tri

bang Esbriet. Ngiing Esbriet néu cadn thiét (xem phan 4.2)

Diing ddng thdi Esbriet va 750 mg ciprofloxacin (mot chat dc ché vila phdi va chon loc CYP1A2) lam ting
mic tiép xdc véi pirfenidone 1én 81%. Néu khong thé tranh khéi viéc dung ciprofloxacin véi liéu 750
mg hai 14n mbi ngay thi nén gidm 1idu Esbriet xudng 1602 mg mdi ngdy (534 mg ba 1dn mét ngdy). Nén
than trong khi st dung Esbriet khi st dung ciprofloxacin véi 1idu 250 mg hodc 500 mg mét hodc hai 13n

mdi ngay.

Nén than trong khi s dung Esbriet & nhiing bénh nhan dugc didu tri béng cac chét dc ché CYP1A2
viia phdi khac.
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Nén tranh cac tac nhan hodc sy két hop clia cac tdc nhan Gc ché viia phdi hodc manh cd CYP1A2 va mot hoac
nhidu isoenzym CYP khac c6 1lién quan dén quéa trinh chuyén héa cla pirfenidone (tuc la CYP2C9, 2C19, 2D6

va 2E1) trong qud trinh didu tri badng Esbriet.

Chét cam (ing CYP1A2
Trong trudng hgp thudc gay cdm Ung viia phai CYP1A2 (vi dy omeprazole), vé mat ly thuyét, viéc sd
dung ddng thdi cé thé 1am giam ndng d6 pirfenidone trong huyét tuong.

Viéc sl dung déng thdi cac san phdm thudc hoat déng nhu chat gdy cam Ung manh cla cad CYP1A2 va cac
isoenzym CYP khac 1ién quan dén qua trinh chuyén héa cla pirfenidone (vi dy, rifampicin) c6 thé

lam gidm dang ké ndng dd pirfenidone trong huyét tudng. Nhiing san phém thubc nay nén tranh bat cd khi
nao c6 thé.

4.6

Khd nang sinh san, mang thai va cho con bu

Thai ky

Loai B3

Khéng c6 dif 1iéu vé& viéc sl dung Esbriet & phu nif mang thai.

@ dong vat, sy van chuyén pirfenidone va/hodc cac chit chuyén héa clia né qua nhau thai xdy ra din dén

khd nang tich tu pirfenidone va/hoic cac chit chuyén héa cta né trong nudc 8i.

2

¢ lidu cao (> 1000 mg/kg/ngdy) chudt c6 bidu hién kéo dai thdi ky mang thai va gidm khd nidng séng sot

cla thai nhi.
pé phong ngifa, tét nhit nén tranh s dung Esbriet trong thdi ky mang thai.

Cho con bu

Ngudi ta khong biét liéu pirfenidone hoac cac chéit chuyén héa clia né cé dugc bai tiét qua sifa me hay
khong. Dif 1iéu dugc ddng hoc hién c6 & dong vat cho thdy sy bai tiét pirfenidone vashodc cac chat
chuyén héa ctia né trong sifa c6 khad ndng tich ldy pirfenidone vashodc céc chat chuyén héa cda n6 trong

sifa. Khong thé loai trif nguy cd déi véi tré dang bu sia me.

Phdi dua ra quyét dinh ngling cho con bl hay ngling diéu tri bang Esbriet, c6 tinh dén 1gi ich cda viéc cho
con bu sifa me d6i v&i tré va 1¢i ich cda viéc didu tri bang Esbriet dbi véi ngudi me.

kha nang sinh san

Khong quan sat thdy tac dung phu nao 1én khd nang sinh sdn trong cic nghién cu tién 1am sang (xem phadn 5.3).

4,7 Anh hudng dén khd nang 14i xe va van hanh mdy méc

Esbriet c6 thé gay chong mat va mét mdi, c6 thé &nh hudng vifa phdi dén khd ndng 14i xe hodc van

hanh mdy méc, do d6 bénh nhan nén than trong khi 14i xe hodc van hanh may méc néu gdp nhiing triéu
ching dé.
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4.8 Tac dung khong mong mudn

Cac thd nghiém lam sang

https://healthyungthu.com/shop/

SY an toan cla Esbriet d& dugc danh gid & 623 bénh nhan IPF tU ba nghién clu 1am sang Giai

doan III.

Xem Bang 1 dé biét tit cad cac ADR theo Loai Cd quan trong Hé théng MedDRA cung véi ty 1é

mic cla ching. Phan loai tadn suit tudng dng cho ting phan ng cé hai cla thubc dya trén
quy udc sau: rat phd bién (21/10); chung ( >1/100 dén <1/1@); khéng phd bién ( >1/1.000 dén
<1/100); hiém gap ( 21/10.000 dén <1/1.000); rit hiém (<1/10.000).

Bang 1: Cac phan (ng bdt 1¢i cda thubc x3y ra & bénh nhan

Thd nghiém

didu tri bdng Esbriet trén 1am sang

ADR (MedDRA)

Esbriet (n = 623)

Ldp cd quan hé théng

T&t ca cac 16p (%)

Tinh thudng xuyén

Loai

R6i loan chuyén héa va dinh dudng

Can nang gidm 10,1% R4t phd bién
Gidm sy thém &n 20,7% Rat phd bién
R6i loan tam than

Mat ngd 10,4% R&t phd bién
ROi loan hé thén kinh

Pau dau 22,0% R4t phé bién
chéng mat 18,0% Rat phé bién
Chiing loan vi giéc 5,8% Chung

RSi loan tiéu héa

kho tiéu 18,5% R&t phd bién
Budn non 36, 1% R&t phd bién
Bénh tiéu chdy 25,8% R4t phd bién
Pau bung 6,3% Chung

N6n mda 13,3% R&t phd bién
Bénh trao ngudc da day 11,1% R4t phé bién
thyc quan

R6i loan gan mat

ALT tang 1én 3,2% Chung

AST tang 2,7% Chung

R6i loan da va dudi da

Phan (ing nhay cam anh sang 9,3% Phat Chung

ban 30,3% Ngda 7,9%

Rit phd bién

Chung

R6i loan cd xudng va mb lién két

Pau khdp 10,0% R&t thudng gip

R6i loan chung va didu kién trang web quan tri
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ADR (MedDRA) Esbriet (n = 623)

Ldp cd quan hé thdng Tat ca cac 16p (%) Tinh thudng xuyén
Loai

M&t méi 26,0% R4t phd bién

Suy nhugc 6,4% Chung

Hau tidp thi

Ngoai cac phan Ung bit 1¢gi dugc xac dinh tif cac thi nghiém 1am sang, cac phan (ng bdt 1gi sau day da dugc xac
dinh trong quéd trinh sd dung Esbriet sau khi dugc phé duyét. Bdi vi nhiing phan Ung nay cé thé 1a tu nguyén
ti mét quan thé 6 quy md khong xac dinh nén khéng phdi luc nao ciing c6 thé udc tinh tdn sudt cla ching mét

cach dang tin cay.

Bang 2: Phan Ung c6 hai clia thudc dugc xac dinh tU Kinh nghiém sau khi dua thudc ra thi trudng

Ldp cd quan hé thdng Ty 1& mic (%) Tan spt Loai

R6i loan hé théng mau va bach huyét

Mat bach cau hat 0Q,5%2 Khéng phd bién2

R6i loan hé théng mién dich

phii mach 0,5%2 Khéng phd bién2

R6i loan gan mat

Bilirubin tang k&t hgp véi tang ALT va AST 0,2%1 khéng phd bién

Gan do thubc c6 lién quan vé& mdt 1am sang 0,5%2 khong phd bién
Chén thuong, bao gbm cd cac bdo cdo ca biét gay td vong

két qua

1
Ty 1& méc cao nhit dugc quan sat thdy trong cdc thd nghiém 1am sang quan trong

2 , N ’ s ’
Loai ty 1& mac va téan suat cdc ADR chi dugc quan sat thay trong b6éi cdnh hdu mdi dugc xac dinh

1la gidi han trén cla khodng tin cdy 95% dugc tinh todn dua trén téng s bénh nhan d3 tiép xuc véi

Esbriet trong cac thd nghiém then chét.

Br 7 7 2 ’, A ]'- . <
Bao cdo cac phan (ing b&t 10i nghi ngd sau khi thudc dudc clp phép 13 rdt quan trong. N6 cho

phép tiép tuc theo dbi sy can bdng 1¢i ich/nguy cd cda thubc. Cac chuyén gia cham séc
stic khde dugc yéu cau bdo cao bt ky phan Ung bit 1gi nghi ngd nao

https://nzphvc.otago.ac.nz/reporting/.

4.9 Qua lidu

Kinh nghiém 1am sang v& qua 1iéu con han ché.
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Trong trudng hdp nghi ngd qué 1idu, cdn cung clp dich vu cham séc y té hd trg bao gdm theo

d6i cac ddu hiéu sinh tdn va theo déi chat ché tinh trang 1am sang cda bénh nhan.

pé dugc tu vén xd tri qua 1idu, vui long lién hé Trung tam Chéng déc Qudc gia theo sé 0800
POISON (@800 764 766).

5. TINH CHAT pugC LyC
5.1 Pac tinh dugc luc hoc

Nhoém dugc 1y: Thubc Gc ché midn dich, thudc dc ché mién dich khac, ma ATC:
LO4AX05

€3 ché hoat ddng

Cd ché hoat ddng cua pirfenidone chua dugc thiét 1ap ddy di. Tuy nhién, dif liéu hién c6 chi
Ta rang pirfenidone cé cd dic tinh chdng xd héa va chéng viém trong nhidu hé théng in vitro

va md hinh déng vat bi xd hda phéi (bleomycin va xd héa do cldy ghép).

IPF 1a mdt bénh phéi viém va xd héa man tinh bi anh hudng bdi su téng hgp va gidi phéng cac
cytokine gay viém bao gbém yéu t6 hoai t khdi u-alpha (TNF a) va interleukin 1 beta (IL 1B).
Esbriet da dugc chiing minh 13 1am gidm sy tich tu cda cac té bao viém aé dap Ung

vdi cdc kich thich khac nhau.

Esbriet 1am gidm sy tang sinh nguyén bao sgi, san xudt cadc protein va cytokine 1ién quan
dén xd héa, ddng thdi tang sinh téng hgp va tich ldy ma tran ngoai bao dé dap Ung vdi
cac yéu td tang trudng cytokine nhu bién ddi yéu td tang trudng-beta (TGF B) va yéu td ting

trudng cé ngudn gbc tidu cdu (PDGF)

Hiéu qud 1am sang va an toan

Hiéu qud 1am sang cla Esbriet da dugc nghién clu trong ba nghién clu da qubc gia, Giai doan 3,
da trung tam, ngiu nhién, mu ddi, kiém soat gid dugc & nhing bénh nhén bi xd phéi vd can
(IPF): PIPF 004, PIPF @06 (CAPACITY) va PIPF-016 ( LEN).

PIPF 004 va PIPF @06 so sanh didu tri bing Esbriet 2403 mg/ngdy vdi gid dugc. Cac nghién

clu nay c6 thiét ké gan gidng nhau, ngoai trif mot sé ngoai 1& bao gbm nhém 1lidu trung gian
(1197 mg/ngay) trong PIPF @@4. Trong cd hai nghién clu, viéc diéu tri dudc thuc hién ba 14n

mdi ngay trong tdi thidu 72 tudn. Pidm cubi chinh trong cd hai nghién cdu 13 sy thay ddi tu mic
cd ban dén Tudn 72 vé phén tram Dung tich séng cudng buc (FVC) dugc du doan.

Trong nghién ctu PIPF 004, mic gidm phdn tram FVC dy dodn so vdi ban dau & Tudn diéu

tri 72 d& giam déang ké & nhiing bénh nhan dung Esbriet (N = 174) so v&i nhling bénh nhéan dung

gid dudc (N = 174; p = 0,001, xép hang ANCOVA). Didu tri bing Esbriet ciing 1am giam dang ké muic
gidm phan tram FVC dy doadn so véi ban ddu & Tudn 24 (p = 0,014), 36 (p < 0,001), 48 (p <

0,001) va 60 (p < 0,001). O Tudn 72, sy sut gidm so véi mdc cd ban vé phdn tram FVC dudc

dy doan 1a =10% (ngudng bidu thi nguy co td vong & IPF) da dudc nhan thdy & 20% bénh nhan ding
Esbriet so vdi 35% dung gid dugc (Bang 3).
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Bang 3: Danh gia phan loai vé& sy thay ddi ti dudng cd sd dén tudn 72 tinh bing phdn tram
FVC du doan trong nghién clu PIPF-004

Pirfenidone gid dugc
2403 mg/ngay (N = 174)
(N = 174)
Suy gidm >10% hodc td vong hodc ghép phdi 35 (20%) 60 (34%)
Mlc gidm dusi 10% 97 (56%) 90 (52%)
Khéng suy gidm (FVC thay ddi >0%) 42 (24%) 24 (14%)

Mac du khéng cé sy khac biét gilia cac bénh nhan dung Esbriet so vdi gid dugc vé sy thay ddi tu
cd ban dén Tudn 72 vé& khodng cach di bd trong bai kiém tra di b§ sau phat (6MWT) theo thd

hang ANCOVA dugc chi dinh trudc, trong mdt phan tich dac biét, 37% bénh nhan nhan dugc Esbriet

mic

cho thiy sy suy giam =50 m & khodng cach 6MWT, so vdi 47% bénh nhan ding gid dudc trong
PIPF-004.

Trong nghién cdu PIPF 006, didu tri bing Esbriet (N = 171) khdéng 1lam gidm mic giam phan tram
FVC dy dodn so véi mlic cd ban & Tudn 72 so véi gid dugc (N = 173; p = 0,501).

Tuy nhién, diéu tri bing Esbriet 1am gidm mic giam phdn tram FVC dy doan so vdi ban dau & Tuadn
24 (p < 0,001), 36 (p = ©,011) va 48 (p = 0,005). § Tudn 72, FVC gidm 210% dugc thdy & 23% bénh
nhan dung Esbriet va 27% dung gid dugc (Bang 4).

Bang 4: Panh giad phan loai vé sy thay ddi tu dudng co sd dén tudn 72 tinh theo phdn tram

FVC_du dodn trong nghién cdu PIPF-006
Pirfenidone gid dugc
2403 mg/ngay (N = 173)
(N = 171)
Suy giam >10% hodc td vong hodc ghép phdi 39 (23%) 46 (27%)
Mic gidm dudi 10% 88 (52%) 89 (51%)
Khéng suy giam (FVC thay ddi >0%) 44 (26%) 38 (22%)

Sy suy gidm khoang cach 6MWT tU luc ban dau dén Tudn 72 da giam dang ké so véi

gia

dugc (p < @,001, xép hang ANCOVA). Ngoai ra, trong mot phan tich ddc biét, 33% bénh nhan ding
Esbriet cho thiy khodng cach 6MWT giam =50 m, so v&i 47% bénh nhan ding gid dugc.

Trong mdt phan tich tdng hop vé& ty 1& séng sé6t & PIPF @04 va PIPF 006, ty 1é td vong & nhém
Esbriet 2403 mg/ngay la 7,8% so v4i 9,8% & nhém dung gid dugc (HR @,77 [KTC 95%, 0,47-

1.28]).

Trong nghién clu PIPF-016,
52 d5 giam dang ké & nhiing
dugc (N = 277; p<0,000001,
gidm phan tram FVC dy doan
= 0,000002). O Tudn 52, sy

xép hang ANCOVA) .

bénh nhan dung Esbriet (N =

mic gidm phdn trdm FVC dy dodn so véi ban diu & Tudn didu tri

278) so vdi nhling bénh nhén dung gid

pidu tri bang Esbriet cling 1am giam dang ké muc

so véi ban dau & Tudn 13 (p < ©,000001), 26 (p < 0,000001) va 39 (p
sut gidm so v&i mic cd ban v& phadn tram FVC dudc dy dodn 1a >10% hoac

tl vong dugc thdy & 17% bénh nhan ding Esbriet so véi 32% ding gid dudc (Bang 5).
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Bang 5: Danh gia phan loai vé& sy thay ddi tU dudng co s& dén Tudn 52 tinh bing phan tram
FVC du doan trong nghién ciu PIPF-016

Pirfenidone giad dugc
2403 mg/ngay (N = 277)
(N = 278)
Suy giam >10% hodc tU vong 46 (17%) 88 (32%)
Mlc gidm dudi 10% 169 (61%) 162 (58%)
Khéng suy gidm (FVC thay dbi >0%) 63 (23%) 27 (10%)

Sy suy gidm khoang cach di bd trong 6MWT td ldc ban dau dén Tudn 52 d3 gidm dang ké 8 nhiing
bénh nhan diing Esbriet so véi nhiing bénh nhan dung giad dugc trong PIPF-@16 (p=0,036, xép hang
ANCOVA); 26% bénh nhan dung Esbriet cho thdy khoang cach 6MWT gidm 250 m so véi 36% bénh nhan
dung gid dugc.

Trong mdt phéan tich gdép dugc chi dinh trudc cla cac nghién clu PIPF-016, PIPF-004 va PIPF-006 vao Thang
12, ty 1é td vong do moi nguyén nhan thdp hon dang k& & nhom dung Esbriet 2403 mg/ngdy (3,5%, 22

trong sé 623 bénh nhan) so vdi nhém dung Esbriet. gid dudc (6,7%, 42 trong sb 624 bénh nhan), dan dén
giam 48% nguy cd td vong do moi nguyén nhan trong vong 12 thang dau (HR ©,52 [95% CI, ©,31-0,87], p =
09,0107, log-rank Bai kiém tra).

5.2 bac tinh dugc dong hoc

Hap thu

St dung vién nang Esbriet ciing véi thlc &n din dén gidm Cmax (50%) va anh hudng nhé hon dén

AUC so véi trang thai nhin &n. Sau khi ubng mdt 1idu duy nhit 801 mg cho nhifng ngudi tinh nguyén
16n tudi khoe manh (50-66 tudi) & trang thai d& an, tdéc d6 hdp thu pirfenidone d& cham lai. AUC
3 trang thai cho an la khodng 80-

85% AUC dugc quan sat thay & trang thai nhin an.

Ty 1& tac dung phu (budn nén va chéng mat) da dugc quan sat thdy giam & nhing déi tugng da cho
an khi so sanh v&i nhém nhin an. Vi vay, nén dung Esbriet cung v&i thdc an aé giam
ty 1& budn ndn va chéng mat.

Tudng dudng sinh hoc dugc ching minh & trang thai déi khi so sanh vién 801 mg vdi ba vién

nang 267 mg. O trang thai no, vién 801 mg dap (ng tiéu chi tudng dudng sinh hoc dya trén sb do
AUC so vdi vién nang, trong khi khodng tin cdy 90% dbi véi Cmax (108,26% - 125,60%) hoi vugt qua
gidi han trén cda gidi han tuong dudng sinh hoc tiéu chudn. Anh hudng cua thic &n dén viéc

tiép xtGc vdi pirfenidone 1a nhit quan gitfa céng thdc vién nén va vién nang.

Sinh kha dung tuyét ddi cla pirfenidone chua dugc xac dinh & ngudi.

Phan bd

Pirfenidone 1ién két véi protein huyét tudng ngudi, chi yéu 1a albumin huyét thanh. Ty 1é& gén két
trung binh téng thé dao déng ti 50% dén 58% & ndng do quan sat dudc trong cac nghién clu 1am
sang (1 dén 100 pg/mL). Thé tich phan bé & trang thai dn dinh qua dudng udng trung binh 13

khoang 70 L, cho thdy sy phan bb cta pirfenidone dén cac m6 1a khiém tén.
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Chuyén héa sinh hoc

Cac nghién cdu chuyén héa in vitro v&i microsome & gan chi ra réng pirfenidone dugc chuyén
héa chi yéu qua CYP1A2 vd&i sy doéng gép it hon tif cac isoenzym CYP khac bao gbm CYP2C9,
2C19, 2D6 va 2E1. Cac nghién ctu in vitro va in vivo cho dén nay vdn chua phat hién bat

ky hoat déng nao cla chat chuyén héa chinh (5-carboxy-pirfenidone), ngay ca & ndng do

hodc 1iéu lugng cao hon nhidu so véi hoat ddng cda chinh pirfenidone.

Loai bd

PO thanh thai qua dudng ubng cta pirfenidone cé vé bdo hdoa & mic vifa phai. Trong

nghién ctu da 1idu, khodng 1iéu & ngudi 16n tudi khde manh ding 1lidu tif 267 mg dén 1335
mg ba 14n mét ngay, dd thanh thdi trung binh giam khodng 25% so véi lidu 801.

mg ba 13n mét ngdy. Sau khi ding 1i&u duy nhit pirfenidone & ngudi 16n tudi khde manh,
thdi gian ban hdy trung binh rd rang la khodng 2,4 gig.

Khodng 80% 1idu pirfenidone dung qua dudng uéng sé dudc thai qua nudc tiédu trong vong 24 gid

sau khi ding thudc. Phdn 16n pirfenidone dugc bai tiét dudi dang chit chuyén héa 5-carboxy-
pirfenidone (> 95% trong sé d6 dugc phuc hdi), véi it hon 1% pirfenidone dugc bai tiét dudi dang

khéng ddi qua nudc tidu.
Dugc dong hoc & cac nhém dan sb dac biét

Suy théan

Khong cé sy khac biét cé y nghia 1am sang vé dugc déng hoc cla pirfenidone dugc quan séat
thdy & nhiing d6i tugng bi suy than ti nhe dén ning so véi nhilng d6i tugng coé chiic nang
than binh thudng. Chit gdc chl yéu dugc chuyén héa thanh 5 carboxy-pirfenidone, chit nay
chua dudc thiét lap vé dudc luyc hoc va gidi han an toan. AUC @-~ cla 5-
carboxy-pirfenidone cao hon dang k& & nhom suy than trung binh (p=0,009) va ndng
(p<0,0001) so vdi nhém cé chlic nang than binh thudng. Lugng tich ldy chat chuyén héa
dugc dy dodn & trang thai dn dinh khéng quan trong vé mat dugc luc hoc vi thdi gian ban
thdi cudi cung chi 1& 1-2 gid & nhiing ddi tugng nay va khong cé hodc cé rdt it hoat tinh
dudc 1y clia chdt chuyén héa dudc do bdng tac dung uc ché TNF.

Suy gan

Dugc ddng hoc cla pirfenidone va chit chuyén héa 5-carboxy-pirfenidone dudc so sanh

& nhiing ddi tugng bi suy gan vifa phai (Child Pugh Loai B) va & nhiing ddi tugng cé chlic nang
gan binh thudng. Két quad cho thdy cé mic tang trung binh 60% vé phoi nhiém pirfenidone

sau mdt 1iéu duy nhit 801 mg pirfenidone (vién nang 3 x 267 mg) & bénh nhan suy gan

vifa phai. Nén than trong khi sd dung pirfenidone & nhiing bénh nhan suy gan nhe dén

trung binh va bénh nhan can dugc theo ddi chat ché cac dau hiéu doc tinh, dac biét néu ho
dang ding ddng thdi mét chdt Gc ché CYP1A2 d3 biét (xem phdn 4.2 va 4.4).

5.3 Dif 1iéu an toan tiédn 1am sang

Dif 1iéu phi 1am sang cho thiy khong cé nguy cd diac biét nao dbi vdi con ngudi dua trén cdc nghién ciu thong

thudng vé dugc 1y an toan, doc tinh 1idu 13p lai, nhilm doc gen, khd nang gay ung thu.

Trong cac nghién ctiu v& doc tinh khi ding 1idu 13p lai, trong lugng gan tang 1én d& dugc quan sat
thdy & chudt nhit va ché; diéu nay thudng di kém vdi phi dai trung tam thiy gan. Sy dao ngudc dudc
quan sat thdy sau khi ngiing diéu tri. Ty 1& mic khdi u gan ting 1én da dudc quan sat thiy trong cac

nghién cdu vé& khd nang gdy ung thu dugc tién hanh & chudt céng va chudt nhdt. Nhiing phat hién vé& gan nay phi hgp
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véi viéc kich thich céc enzyme cla microsome gan, mdt tac dung chua dugc quan sat thdy & nhiing

bénh nhan ding Esbriet. Nhiing phat hién nay dugc coi 1a khéng 1lién quan dén con ngudi.

Sy gia tang dang ké vé mat théng ké khdi u td cung da dudc quan sat thdy & chudt cai

dung 1iéu 1500 mg/kg/ngdy, gap 37 1an lidu 2403 mg/ngdy & ngudi. K&t quad cla cac nghién cuu

cd hoc chi ra rang sy xudt hién cda khéi u tif cung c6 thé lién quan dén sy mit can bang hormone
giéi tinh man tinh qua trung gian dopamine lién quan dén co ché noi tiét dic trung cia loai &

chudét ma khéng cé & nguoi.

Khéng cé tac dung phu nao dugc quan sat thdy trén khd nang sinh san trong cac nghién cdu tién

1am sang. @ dong vat, su chuyén pirfenidone va/hodc cac chét chuyén héa clla ndé qua nhau thai xay ra
dan dén kha nang tich tu pirfenidone va/hodc céac chat chuyén héa clia né trong nudc 6i. 6 liéu cao

(> 450 mg/kg/ngay) chudt cé chu ky dong duc kéo dai va ty 1& chu ky khéng déu cao. O 1iéu cao (>

1000 mg/kg/ngay) chudt cé bidu hién kéo dai thdi gian mang thai va giam kha nidng séng sot cda thai

nhi. Cac nghién clu trén chudt dang cho con bl chi ra rdng pirfenidone va/hodc cac chat chuyén héa cla
né dudc bai tiét qua stfa c6 khd nang tich liy pirfenidone va’hodc cac chit chuyén héa cda né trong sda.
Cac nghién clu v& déc tinh sinh san cho thdy khong cé tac dung phu ndo d6i véi kha nang sinh san cla
nam va ni hodc sy phat trién sau sinh cta chudt con va khéng cé bang chiing v& khd ning gdy quai thai

& chudt cbng (1000 mg/kg/ngay) hodc thd (300 mg/kg/ngay).

Pirfenidone khéng cho thdy diu hiéu nao vé hoat dong gdy dot bién hodc gay déc gen trong mot loat thi nghiém tiéu chudn
va khi thd nghiém dudi tac dong cda tia cyc tim thi khong gay dot bién. Khi dugc thd nghiém dudi tac dung cua

tia cuc tim, pirfenidone cho két quad dudng tinh trong xét nghiém té bao quang dién & té bao phéi cta chugt ddng Trung Quéc.

6. CHI TIET DUQC PHAM
6.1 Danh muc ta& dudc

ai N
Cellulose vi tinh thé
Croscarmellose natri

Povidon

Chit Magié Stearate

VA uid

titan dioxit

gelatin

Myc in

Opacode nau S-1-16530 chda:
danh gom 14c

Oxit sat den)

Oxit s&t dd

Oxit sat mau vang

Propylen glycol

Ammonium hydroxide.

L5i mady tinh bang
Cellulose vi tinh thé
Croscarmellose natri
Povidone K30
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Silica keo khan

Chat Magié Stearate
Ao phim
Rugu polyvinyl

Titan dioxit (E171)
Macrogol 3350

bot talc

vién 267 mg
Oxit s&t mau vang (E172)

vién 534 mg
Oxit s&t mau vang (E172)
Oxit s&t dd (E172)

vién 801 mg
Oxit st dd (E172)
Oxit st den (E172)

6.2 su khéng tuong thich

Khéng ap dung dugc.

6.3 Han sd dung

Vién nang va vién nén 267mg va 801mg: 48 thang.
Vién 534mg: 24 thang

6,4 Bién phép phong ngiia dsc biét cho viéc luu trd

Bio quan & nhiét do bang hodc dudi 30°C.

6.5 Ban chat va noi dung cda thing chda

Chai Polyethylene mat d6 cao (HDPE) cé nép van chéng tré em va chbng gid mao

Kich c& goéi

Vién nang clng 267mg

1 chai chda 270 vién

Vién nén bao phim 267 mg

1 1o chda 90 vién nén bao phim

Vién nén bao phim 534 mg

1 1o chda 9@ vién nén bao phim

Vién nén bao phim 801 mg

1 1o chda 90 vién nén bao phim

Khong phai tdt cd cac kich cd géi c6 thé dugc ban trén thi trudng.
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6,6 Bién phap phong ngifa dac biét khi thai bé

Viéc thai thubc ra méi trudng cin dugc gidm thidu. Thubc khong nén dugc thai bé qua nudc thai va nén

tranh thai bd qua rac thdi sinh hoat. Thubc khéng s dung hodc hét han nén dugc trad lai nha thudc aé

tiéu hay.

7. LICH THUGC

Thubc theo toa

8. NHA TAI TRO

Céng ty TNHH San phém Roche (New Zealand)
PO Box 109113 Chg mdi

Auckland 1149
ZEALAND MGI

Hoi dap y té: 0800 276 243

9. NGAY PHE DUYET LAN DAU

Vién nang Esbriet 267mg - 23 Thang Sau 2016

Vién nén Esbriet 267mg, 534mg va 801 mg - ngay 29 thang 3 ndm 2018

10. NGAY SUA BOI VAN BAN

9 thang 8 nam 2022

Bang tom t&t cac thay ddi

Phan da Tdng hgp théng tin méi

thay @di

Muc 4.8 Nhiing thay ddi bién tap nhé ddi véi Bang 1 va 2 dé phu hdp véi phién
ban mdi nhit clia CDS (phién ban 11.0).
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