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Rx
TRELEGY ELLIPTA

Fluticasone furoate/umeclidinium/vilanterol

THUOC NAY CHI DUNG THEO BON THUOC

DE XA TAM TAY TRE EM

B0C KY HUONG DAN SUF DUNG TRUOC KHI DUNG
NEU CAN THEM THONG TIN XIN HOI ¥ KIEN BAC SY

THANH PHAN CONG THUC THUGC
THANH PHAN DU'Q'C CHAT:

M&i liéu chura phong thich chira 100 microgam (meg) fluticasone furoate; 62,5 meg umeclidinium (tuong duong
voi 74,2 meg umeclidinium bromide) va 25 meg vilanleral (dang Urifenatate).

Liéu nay tuong (ng vél lidu phéng thich (liu di ra khoi dAu ngam ciia dyng cu hit) chira 92 meg fluticasone
furoate, 55 meg umeclidinium (trong duong voi 65 meg umeclidinium bromide) va 22 meg vilanterol (dang
trifenatate).

THANH PHAN TA DUQC:

Lactose monchydrale (chiza protein siia, xem Chdng chi dinh) 25 mg lactose monohydrate trong mdi lidu.
Magnesium stearate,

DANG BAO CHE

Thude bt hit phan ligu

THONG TIN LAM SANG

CHI BINH

Trelegy Ellipta duge chi dinh trong diéutri duy Wi d& phong ngira va 1am gidm cdc trigu ching 66 lisn quan dén
bénh phdi tac nghén man tinh (COFPD).

e
Trelegy Eliipta chi dung @& hit qua migng. Trelegy Ellipta nén ding 1 1An mbi ngay, vao cing mat thai diém cb
dinh bubi séng hoac budi Lok ;

Sau khi hit thude, bénh nhan nén stc miing véi nudc va khéng dueoe nudt,

Nguwéi Ién _

Lidu duoe khuyén cao va i da ta mét lidu hit Trelegy Ellipta 100/62.5/25 meg, 1 Bn/ngay

Tré em va thanh thiéu nién

Dia vao chi dinh cta san pham, vige s dung cho bénh nhan dui 18 tubi 1a khing phi hop.

Ngu&i cao tudi |

Khéng can didu chinh lidu & cac bénh nhan trén 65 twdi (xem Duoe ddng hoc).

Suy than

Khéng can didu chinh liéu & cdc bénh nhén suy than (xem Duve dong hioc).

Suy gan

Céin than trong khi ding thudc cho banh nhan suy gan do c6 nhiéu nguy co gap tac dyung khéng mong mudn
todin thén lién quan dén corticosteroid, '

Péi véi nhing bgnh nhan suy gan vira hodc nang, lidu t6i da la mot lidu hit Trelegy Ellipta 100/62,5/25 meg (xem
Canh bao vé Than trong. Dt G6ng hot).

CHONG CHI BINH '

Chéng chi dinh ding Trelegy Ellipta cho céc bénh nhan di tng néng véi protein-sira hodc da biél qua man vai
fluticasone furoate, umechdinium, vilanterol hodc bat ky thanh phidn t4 ot ndo ca thudc.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Trelegy Ellipta khéng nén dugc sir dung dé didu trj 6ot kich phat cép tinh COPD ma cAn duge didu trj biing
thuic gién phé quan tac dyng ngén.

Viéc gia tang s dung cae thude gian phé quén tac dung ngén dé Iam gidm cée tiéu chirng cho thay tinh trang
kiém soat bénh dang xdu di va banh nhan nén dén bac s & kidm tra.

Bénh nhan khing nén ngirng diéu trj v Trelegy Ellipta ma khdng c6 sy giam sét cla bac s7 do cée Iriéu chirng
c6 the tai phat sau khi nglrng thude.
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Cang nhir cac litu phap duéng hit khac, co that phé quain nghich Iy co thé xay ra kém theo tng ngay 14p 1oc
kho khe sau dung thudc va cb thé de doa tinh mang banh nhan. Nén nairng diéu tri bing Trelegy Ellipta ngay.
bénh nhén nén dugre danh gid va ding céc lidu phap thay thé ndu cin,

Cac lac dang trén tim mach, vi dy logn nhip tim nhu rung nhi va nhip tim nhanh, ¢4 thé thay sau khi ding cic
thubc ddi khang thy thé muscarinic hogc cac thude kich thich thin kinh giao cam, bao gom n luot 13
umeclidinium hoac vilantercl. Do do, Trelegy Ellipta nén duge ding than trong cho ¢&¢ bénh nhén co bénh Iy
tim mach khéng én dinh hoac de doa linh mang.

Bénh nhan.suy gan
Cac bénh nhan suy gan trung binh dén nang dang Gidu Irj bAng Trelegy Ellipta 100/62.5/25 meg nén duge theo
dbi céc phén Ung bat lgi toan thén lién quan dén corticosteroid (xem Lidy lwgmg va cach ding, Durre dong hoe).
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2 the ra vél bt ky corticosteroid dang hit ndo, déc biét khi dung liu cao trong thai
gmn de‘u Cac léc da:’mg ndy xay ra it hom rét nhiéu so véi corticostercid dudng uling, Céc tac dong toan than cb
thé gbm: (e oh truc ha 681 - tuyén yéa - thugng than, [am giam méat 49 khodng cia xwong, duc thiy tinh thé,
tng nhan dp va bénh hac ving mac trung tam thanh dich (central serous chorioretingpathy - CSCR),

Cling nhur t8i cé cdc thubc chira corticosteroid, Trelagy Ellipta nén duo siy dung thin trong & caec bénh nhan
bi Iaa phéi, hoéc cic benh nhan bi nhidm khusan man tinh hodc nhiém khudn chua duee diéu tri,

Dn hnal linh khang muﬁc:arlmc cla thubo, Trelegy Elipta nén duge s dung than trong cho cac bénh nhén bi
bénh gidcdm goc déng hoac bi tidu.
Vigm phdi

Tuong ty nhw téc dung chung 38 biét cia nhdm thube corticosterold dang hit, bién cb viém phdi (bag gbm cad
viém phibi din dén nhap vién) 43 dupe quan sat thay & cac bénh nhan COPD si dung Treiegy Ellipta, Trong
mot sb trudng hop, W vong do vibm phdi da duoe béo cdo khi st dung cac thubc chia futicasone
furoate — corticoid deng hit, trong a6 ¢4 Trelegy Ellipta (Xem 75:: dung khéng mong muén). Bac s§ nén tidp tuc

canh gide vé kha ndng 'ﬂén trién cua viem phéﬂ trén nhirng bénh nhén COFD vi c déc dsém lam sang coa
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nhan COPD ¢d sUr dung (hude cnua co‘ﬂimstarotd dang hit baogam nhfmg nguﬁd dang hﬁmmnuw
nhéin co tibn st viém phdi, Banh nhan eé chi 56 khii co thé thap va bénh nhan méc COPD nang. Nhang yéu to
nay cin duge xem xét khi ké don Trelsgy Ellipta va cin danh gid lai viéc didu 1 khi viem phoi xdy ra.

Ta duge ;

Néu dirors bac sy théng bido rang ban b'i-réi ioan dung nap véi mot 6 loal dudng, #én hé voi bac sy truac khi
st-dung thude nay.

Trelegy Elipta ¢6 chira |actose, khong nén sir dung thubc nay cho bénh nhan méc rdi loan di truyén hiém gép
vé dung nap galactosa nhir thiu hut men lactase, réi loan hap thu glucose-galaciose,

TUONG TAC, TUPONG KY KHI DUNG THUOC

TUONG TAC

Hau nhu khong cé tuong tac thubc ¢ y nghia IAm sang gay ra bai fluticasone furoate, umeclidinium hay
vilanterol & cac lidu dang trén 3m sang do sau khi hit ndng 60 thude Gat duge trang huyét twong thap.

Twong tac véi cac thude chen beta

Céc thubc chen beta-adrenergic c¢o thé fam suy yéu ho@c d@6i khang tac dung cla céc chét chd vén
bela;-adrenergic, vi du vilanlerol, My ph.a: chi dinh cac thuée chen beta, nén cin nhac sd dung Ihuél: chen
bata chon lge trén lim; luy nhién, nén than trong khi st dung dbng ther vé cae thudc chen bela chon loc va
khdng chon loe,

Tuong the v&i céc chat (rc ché CYP3A4

Fluticasone furoate va vilanterol, ca hai thanh phn cla Trelegy Ellipta, déu b dao théi nhanh bdng cich chuyén
héa bude ddu ring ril qua trung gian bdl enzym CYP3A4 ¢& gan.

Cn than trong khi ding phdi hop véi cac chal (o ché CYP3A4 manh (nh ketoconazole, ritonavir) do o6 kha

nang tang phoi nhidm loan 1han voi ci fluticasone fursate va vilanterol, dén dén tang nguy co x3y ra tac dung:

khéng meng mubn (xem Duge diing hoe),

Twong tac v&i cac chét rc ché CYP2D6/da hinh CYP2D6

Umeclidinium & mét cor chit cla cvtochrome P450 206 (CYP2D6). Duwre dong hoc & trang thai &n dinh cia
umeclidinium dugre danh gié trén nhing ngur tinh nguyén khde manh thidu hyut CYPZDB (chuyén hia kém).
Khéng ghi nhén tée ddng 1&n AUC va Cmax clia umeclidinium & mite fibu cao gép 8 13n lidu didu tri. AUC cla
umecldinium t&ng khodng 1.3 1n & mic litu cao hom 16 1in va khang anh hudng [&n Cmax cba umeclidinium,
Dyra trén mire 6O clia nhirng thay ddi ndy, leong tic thude lign quan vé& mat lam sang duec di doan khing xdy
ra khi fiuticasone furoate/umechidinium/vilanterol dugc ding phéi hop véi chét (e ché CYPZD6 hodc khi dugc
st dung & nhivng benh nhan thidy hyt di truyén men CYP2D8 (chuyén héa kém),

Twrong tac véi cac chit e ché P-glycoprotein

Fluticasone furoate, umeclidinium va vilanterol ka nhimg cor ohdt cua protein viin chuyén P-glycoprotein (P-gp)
Tac dang cla thude ire ché P-gp moe 68 trung binh verapamil (240 mg 1 [an/ngdy) 1én dugs ddng hos & trang
thai &n Ginh cda umeclidinium va vilanterol duge danh gis & nhimg ngudi tinh nguyén khie manh. Khing gl

nhdn tdc ddng coa verapamil 1én Cmax cda umeclidinium va vilanterol. AUC cuda umeclidinium téng Khodng

1.4 |an va khong @nh hudng 18n AUC coa vilanterol. Dura trén mire 85 cia nhimg thay doi ndy, tuong téc thubc
lign quan vé mal 18m sang dugc du doan khiing ay ra khi flulicasone furcate/umediidiniumivilanterol duwgc
ding phdi hop wéi chél (e ché P-gp. Céc nghién ciu dugc hoe 1dm sang vai chél Go ché P-gp oy i va
fiulicasone furoate khéng duge thire hién,

Cac thuéc khang muscarinic tac dung kéo dai va cac thude chu van beta-adrenergic tac dung kéo dai
khic

Vige st dyng ddng thei Trelegy Ellipta v cac thube khang muscarinic tac dung kéo dai hode cac thude chi van
beta,- adrenergic tac dung kéo dai khac chura duge nghién citu va khang dugc khuyén cdo vi oo kha néing gay
ra cac tac dung khong mong muén (xem Téc dyng khong mong mudn, Qua fidu).

TUONG KY

Da khéng ct cac nghién ciru vé tinh tuang ky cua thube, khéng trgn 1an thudc nay véi cac thube khéc.

SU DUNG THUGC CHO PHU NO' CO THAI VA CHO CON BU

Kha nang sinh san

Khéing cé dir liéu vé tac ddng cla Trelegy Ellipta Ién kha nang sinh s&n & ngudi. Cac nghién ciku trén dng vat
cho thiy khdng cé sir dnh hudmg d8n kha nding sinh sédn eda con duc va con cai (xem Thang tin phi Idm sang).
Thai ky

Chura cb 6U dir ligu v viée sir dung Trelegy Ellipta & phy ni mang thai. Cac nghién ciru trén dang vat cho thay
dde tinh trén oo quan sinh s&n xdy ra sau khi ding cac chal chi van bela, hoac coricosteroid (xem Thong tin
phi fam sang).

cac phén u’ng' bﬁt |O'I 10&n théin Hén quan dén corticosteroid (xem Libu lugng v cdch ding, Duwd‘éng hoo). ’
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“xay ra vori thai nhi.
Cho con bl !
Chura bidt ligu fluticasone furcate, umechdinium, vilantarol hode cée san phdm chuyén hda cia ehing cd duoe
bai tidt qua sira me hay khdng. Tuy nhién, cac corticosteroid, cac chit abi khang muscarinic va cac chat chu
van beta; khac da dugc phat hién trong stea me. Nguy co dbi voi tré so sinhjtné nho bu stra me khtng thé dupe 33
log ledr. -
Can cén nhie nglmg cho tré bl me hay nging fiéu phap Trelegy Ellipta dya trén Igi ich cia viéc bl sira me dbi
v tré v loi ich dibu b adi véi ngudime.

ANH HUONG CUA THUOC LEN KHA NANG LAl XE, VAN HANH MAY MOC x
Chura ed nghién ciru ndo dé dénh gté &nh hurdng cua Trelegy Ellipta 1én kha nang therc hign cac hoat déng doi
héi cac ki ndng phin doan, van ddng hay nhin thise,

Anh huéng bat kg 1n cde hoat Gong nay chura duge dy doédn dya vao tinh chit duge Iy hoe cia flulicasone
furcate, umeclidinium hay vilanterol, & cac fidu diéu tr trén lam sang,

TAC DYNG KHONG MONG MUON CUA THUOC

D ligu thir nghiém 1am sang

D ligu tir ba nghién cou 1am sang pha Il vé COPD duge 5ir dung dé #ac dinh 1n sudt xudt hign cac tac dung
khéng mang mudn hién quan dén Trelegy Ellipta (xem Bang 1). Trong chuemg trinh phat tridn 1am sang vé
COPD, et 5589 dbi trong ngutvi 16m tham gia vao danh gid tich hop cac tic dung khong mong mubn. ;
Tén suflt tac dung khéng mong mudin cb sy khic bigt gitra cAc nghidn clu va cic 6T lugng bénh nhan, cac tae |
dung khéng mong mudn thuéng gap hon da duge bdo cdo.

Céo lac dyng khéng mong mudn diroc liét ké theo hé co quan MedDRA va tin sult {xem Bang 7). Quy & sau

‘Bure sir dung 68 phén logi cie tée dung khing mong mudn:

Rét phd bién: =110

Phd bién: 1100 dén <1/10
Khang phd bién: =1/1000 dén <1/100
Hidem; 2110000 dén <1/1000
'RéLhiém: - =1/10000

Bang 1. Bﬁc téc dung khéng mong muén

Phan logi hé théng co quan Tac dyng khong mong mudn Tan suét
Nhigm tring va nhidm ky sinh tiing  [Vigm mii = hong Rét phd bign
vViém phii Phé bién
Mhidm tring dwong ho hép trén
Viém phé quan
Vi hong
& i
Viem xpanc
Cam,
Nhiém ném Candida migng va hong
Nhidm frisng duong tiét nidu
Vigm dudng hi Bap gay ra b vi rit
Réi loan hé than kinh Dau diu |Phd bién
ROl loan vi gisc |Khéng phé bién
Rbi loan tim Nhip nhanh trén that Khéng ph bign
Nhip tim nhanh
Rung nhT
Réi loan hd hap, idng ngye vé trung  |Ho Phd bien
that Bau migng — hong
| Chirmg kho doc Phd bign
Réi loan da day rugt Téo bén ; Phé bién
| Kho migng r ~ |Kheing phé bidn
Rbi loan cor xuong va md lién két Pau khép Pho bidn
Brau ieng
Gay xwong Khang phé bién
) 14 cac tac dyng l:hang mnng mu&n chon loc

Trung téng sé 131{: bénh nhan copo gJal doan tién tridn (gia trj trung binh clia FEV; sau test gin phé quén

bding 45% giA tri diy dodn. dd l&ch chudn SD 13%). 65% trong 6 nay @i timg b mot dot kich phat COPD mic
a6 trung binh/néing trong ndm trrde khi véo tham gia. nghién ciru (nghién ciu CTT116853), ty 18 céc bign cb
viém phdi & nhém s0 dung Trelegy Efiipta (20 bénh nhan, 2%) 5 dirgc bao cdo cao hon nhém si dung 1|
budesonide/formolerat (7 bénh nhan, < 1%). Viém phéi cin phai nhap viéh xdy ra & 1% bénh nhan ding
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3 trung binh/nang trong nam tnrde khi vio tham gia nghién ciru (nghién ciu CTT116853). 1y 1é cAc bién o
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6anhiG@MAkiegy Ellipta (20 bénh nhan, 2%) da dugc bao cdo cao hon nhém sir dung
budesonide/formoterel (7 bénh nhan, < %), Viém phéi chn phai nhap vién xdy ra & 1% bénh nhan diing
Trelegy Ellipta va < 1% & bénh nhan ding budesonide/formateérol dén 24 tuan, Mot trudmg hop i vang i viém
phéi A8 duoe bao cA6 & bénh nhan sir dung Trelegy Elipta. Trong phan nhom 430 bénh nhan duge didu tri dén
52 whn, 1 1 cac bién cb viem phdi duge bao cao & ca hai nhom Tralegy Eliipta va budesonide/formolerol 1a
nhu nhau, & mirc 2%, |

Trong mot nghién ciu 52 tudin, trén thng $6 10355 bénh nhan COPD cb tidn a0 b| 1 hodic nhiéu hon dot kich
phat mire 46 trung binh hodc ndng treng vang 12 thang tnsdre d6 (gia trj trung binh cia FEV, sau test thube gisin
phé quan bang 46% gia tri dy doan, SD 15%) (ngnisn ciu CTT116855), ty 1§ méc viem phbi 1a 8% v&i
Trelegy Ellipta (n = 4151), 7% véi fluticasone furoateivilanteral (n = 4134) vé 5% vii umediidiniumivilanterol
(n = 2070). Viém phéi gay tr vong xay ra & 12 trong 5 4151 bénh nhan (3.5/1000 banh nhan-nam) sir dyng
Trelegy Ellipta, § trang s6 4134 bénh nhan (1,7/1000 benh nhan-nam) sir dung fluticasene furatelvilanterol va
5 trong sb 2070 bénh nhan (2,9/1000 bénh nhdn-nam) sir dung umeclidinium/vitanterol.

Ty 1 cac bién ob viém phbi khi s dung Trelegy Ellipta twong tw nhu khi s dung Auticasone furoate/vilanterol
100/25 mcg 05 duot quan st thay trong cac nghién cirglam sang vé COPD.

Dir lidu sau lwu hanh thude [

i

e s |Tae dung kheag mosg mudn . Tasuat
6i loan hg.mign dich Phan (/A3 Gu& mén, bao gom soc phan vé, phis|Hiém -
e ‘Imach, ndi mé gay va phat ban _

Réi loan chuyén héa va dinh dutng | Tang duting huyét Hiém

Rdi logn 1am than Lo By Hiém

Rdi laan hé than kinh Run Hiém

Rdi loan mét Mé mét, tang nhdn &p, dau mét Khéng phd bién
Tang 4p lyc ndi nhan Hiém

Rd! loan tim Danh trbng nguc Hiém

Réi loan co-xuong-khap v& md lién két |Co that co Hidm

R6l loan than va iél niéu Bi tidu, tidu khd Hiém

Théng bao ngay cho bac sy hodc dwrpc sy nhing phin tmg cé hai gap phai khi st dung thude.

QUA LIEU VA CACH XU TRI

Qui liku

Khéng oo san 40 liéu vé qua litu Trelegy Ellipta i cac thir nghiém lam sang.

Cac dau higu va trigu chirng

&(r dyng qua ligu Trelegy Ellipta co thé gy ra cAe déu hidu, tridu chimg hodc cac tac dung khdng mong mubn
do téc déng dugc Iy cia timg thanh phan riéng ré cla thudc (xem Cédnh bao v Than trong. ODwpe iye hoe),
Xix tri

Khiing c6 bign phap didu tri d&c hiéu ndo khi qua Iy Tralegy Ellipta. Néu qué libu xdy ra, bénh nhan nén dugc
dibu 1 hd g i su giam sat thich hop khi can thigt

Thude chen beta chon Ipc trén tim chi nén duoe cén nhac ding khi cde tac ddng qua lidu do vitanterol gy dnh
hurdng nahiém trong trén 1am sang va khing Gap tng véi cac bién phap diéu tri hd . Cao thudc chen beta
chon Ipc Irén tim nén Gugc ding than trong cho cae bénh nhan co fién str co thit phe quan.

Céc bién phap kiém sodt liép theo nén dugc uan theo chi dinh trén lam sang hodc khuyén cdo clia trung tEm
chéing déc Qudc gia. néu b,

CAC DAC BIEM DUQC LY

DAC TINH DU'QC LYC HOC

Ma ATC: ROAALOS

Nhém tri lidy duoe I Cac thube didu trj the nghén duéng hé hip, adrenergic phdi hop voi thubc khang
cholinergic bao gbm céc phdi hep ba thube véi céc corticosteroid

Cer ché tac dung

Fluticasone furoate, umeclidinium va vilanterol thude ba nhém thube khac nhau theo thir fir la: mdt corticosteroid
thng hop. mot chit d8i khang thy thé muscarinic tac dung kéo dai (ciing duge xem nhur |3 mot LAMA hoge mot
chdl khang cholinergic), v mdt chiit chi vén thy thé beta, tdc dung kéo dai, chen loc (LABA).

Fluticasone furoate

Fluticasone furoate 14 mét corticosteroid ob higu e khang viém manh. Chua 8 co ché tac dung chinh xéc cia
fluticasone furoate trén cac tridu chimg COPD. Ca¢ corticosteroid duos bidt dén o6 hoat tinh rong [én nhidw loal
té bao (nhu bach clu ai toan, dai thyc bao, cac bach cAu lympho) va cac chat trung gian (nhw cytokin va
chemokin) tham gia véo phan (g viem.

Umeclidinium

Umeclidinium 1a mdt chét 6bi khéng thy thé muscarinic tac dyng kéo dai (cang dugc xem nhu 1a mot chét khang
cholinergic). Umedlidinium ¢ tac dbng gisin phé quén bang cach rc ché canh tranh sw gdn két cla acetylcholine
i cdc thy thé cholinergic muscarinic nén co tron dudng dén khi (ainway smooth muscle). Umeclidinium oo kha
nang 4o nghich cham tai thy thé muscarinic M3 & ngudil trén in vitro va o tac déng keo dai trén in vivo khi
duoc dura trire iép dén phdi trong cac md hinh tidn [2m séng.

Vilanterol .
Vilanterol 13 mét LABA chon lo, Tac dung duoc ly cia cac thudc chi vén thy {hé beta,-adrenergic, bao gdm
vilanterol, it nhat mat phan 1a do kich thich cac enzym adenylate cyclase nGi bao, enzym xUc tac qua trinh
chuyén adenosine triphosphate (ATP) thanh cyclic-3 5 -adenosine monophosphate (AMP vong). Néng 36 AMP
vbng lang gay gidn co' tron phé guan va i ché sir phong thich cac chét trung gian gay phan Ung qua min e
thi tir cac té bao, dac biét i3 dung bao (mast call).
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Téc ding trén tim mach
. Téc ddng cia Trelegy Elipta 1én khodng QT chua duge danh gid trong mt nghién ciru TAT. Cée nghidn céru
TQT v uticasone furcatelvilantaral va umedlidiniumivitanterol khdng cho thiy cac e ding 1am sang lién quan

T aén khodng QT tai céc libis ding kam sang cia fluticasone furoats, umecidinium va vilanteral (xem bén dirdi),
F Tac ding cia umedidiniumivilanterol 1én khadng QT da dugc dant gid troag mot nghibn clru QT cb 4di chimg

vér mét gid dirore vi moxifloxacin st dung umeclidinium/ivilantero! fidu 125»“25 mog hoac 5000100 meg, ding

Ti 1 l3ningay, trong 10 nady trén 103 ngud tinh nguyén khie manh. Sy khéc.ibzét trung binh 16i da frong viéc kéo-
D déi khodng QT (duge hidu chinh bang phuong phép Fridericia, QTcF) so: vﬂigta duge sau khi higy chinh dudmg
D nénla 4,3 (90% Cl 2,2; 6, 4) miligisy quan sa1 dugc sau 10 phat 1 khi dun@umaclnmnmnwaameml 125025 meg

N vala 8.2 (90% Cl 6,2 10,2) miligidy seu 30 phit tir khi ding umedlidiniumivilanierol 500/100 meg. Khbng ¢6

T tae ddng libn quan trén lm sang 1B vide kéo dal khodng QT (duge higu dhmrl bang phureng phap Fridericia)
. duwge ghi nhiin & fidu umeclidinium/vilantearsl 12525 meg. Hon nira, kh&ngcf: téc déng ddng ké ledn Bm sang
y Cha umechdiniumvitanterol 1én nhip im khi dwoe ghi nhan trén theo doi H@l‘ear 24 gitr & 281 bénh nhén ding

tt

-

. umeclidiniumivilanterol 125/25 meg, 1 1aningdy dén 12 thang.

T&c dung cia fluticasone furoatelvilanterol lén khodng QT 48 dugc danh gia trong mdt nghién ciru bat chéo,
mi &6l da tidu, ¢ d8] chirng gid duge va ¢b gid i tidn dodn duong Unh & 85 ngudi tinh nguyén khde manh.

Khao biét trung bink 161 da {giéi han fin cy frén 95% - 85% upper mnﬁdenpe bound) ve QTceF so woi gid duge

sau khi higu chinh dodng nén |3 4.9 (7.5) millgidy va 9.6 (12,2) miligidy quan sat duec sau 30 phit sir dyng 18n

lwgt Nuticasone furcatelvilanierel 200/25 micg va fluticasone furcalefvilantgrol 800100 meg. 23 quan sat. lhéy

, ©O 5u gia tAng nhip tim phy thude vao lidu, Kitac bigt trung binh 10} da {aicl han tin cay trén 95% - 95% upper
¢ confidence bound) v& nhip tim 5o v&i gid dirgre sau khi higu chinh dudng nén- basaline comection 14 7,8 (9.4)
;- nhipiphit va 17,1 (18.7) nhip/phol 63 quan sat dugc 10 phdt sau khi dﬁng lidu trong dng 13 fluticasone
; furoatelvilantero] 200/25 mog va Nuticasone furcate/vitanterol 00100 megt:

Khéngmb céc 14c dung lien quan trén Iam sang lén kheang QTc dugre quan g&t thay khi xem xé! céc chi s ECG
cua 911 bénh nhan COPD 44 st dung Trelagy Ellipta 1én dén 24 tuln, ‘hodc 210 bénh nhan trong phan nhom
un thode 18n G8n 52 tudn, | AT, '
C TINH DUQ'C BONG HOC.

‘ I-ﬂu futicasone furcate, umechdinium va vilanterol duge dimg phéi hop qua drang hit béng mt binh it rigng

& chc 65 tugng khde manh, duge ding hoc cia ting thanh phin duge th nhgn 1 wong fu nhur khi s dung
fiéng rétimg hoat chit dudi dang phdi hop fluticasone furoatelvilanterol (FFVE), phéi hop umecdliginiumivilanterol
{UMEGVI), hodic don i} lidu tirng thanh phan.

| Cée phin tich duge 6dng hoe quin thé 4 vii fluticasone luraat&iumchdlrﬁmnmﬂamam! 100v62 5/25 mag di
dugs thuc hign bing cach 50 dung b dir iy duge ddng hat k&t hop tir l;a nghién ciru pha (Il trén B21 bdnk
nhéin GOPD, Trong cac phan tich ndy, ning 44 thudc toan than (Cmiax va AUC,.s & frgng thai &n dinh) cia
fluticagone furcate, umechidinium va vilanterol sau khi dang fluticasone fﬁmatmumechdmmmhl?anlaml trong
mdt binh hit (phél hop ba thude) ndm trong khodng ndng 68 quan =it dugce sau khi ding fluticasone
furoateivilanterol + umeclidinium qua hal binh hit, cac phéi hop 2 !huﬁc- Afluticasone furaateivilanteral va
urmechinium/vilanterol) cOng rhur la cae binh hit ndng 18 (fluticasone fnmam ‘umeckdinum, v vilanterod),
Hép thu
Fluticasone furoate
Sau khi sir dung Trelegy Ellipta dang hit & ngwdi linh nguyén khde manh, Cmax cla fluticasone furoate dat
durgne :5' phit thir 15, Sinh kha dyng tuyst 84i ciia fluticazone furoate khif dung Mulicasane furoale/vilaniarol
dudmg hit trung binh 1 15,2%, hdp thu chi yéu tr lugng thube hit vao ph%: hép thu qua dudmg udng khong
dang k. Sau khi tap lai fidu hit fluticasons furcatelvilanteral, trang théi én dinh dat dugres trong vong 6 ngay, tich
iy 1&n 840 1,6 1an. ‘
Umeclidinfum
Sau khisir dung Trelegy Ellipta dang hit & ngudi tinh nguyén khde manh, Gmax umeciidinium dat duge & phit
thir 5. Sinh kha dyng tuyét 48i clia umeslidinium dang hit trung binh hhnapg 13%, virl sur hip thu qua dwrang
ubing khdng dang ké. Sau khi ding iap lai idu umediidinium hit, trang thai 6nﬂmh dat Ao trong khodng 7 88n
10 ngay verl si tich Ky cao glp 1,5 d8n 2 tan. -
Vilantero!
Sau khi su dyng Trelegy Ellipta dang hit & nguei tinkr nguyen khée manh, Gmax vilanterol dat duree o phot thir
7. Sinh kha dung tuyét abi cla vilanterol dang hit trung binh khodng 275, vol sy hép thu qua dwomg ubng |
khing dang k& Sau khi ding 13p lai lidu fluticasone furgatelvilanteral hil)trang théi dn dinh dat dugc rong
khoang 6 ngay wi sy tich iy cao gip 1.5 l&n - -
Phén bé
Fluticasone furoate
Sau khi dung fluticasone furoate distmg finh mach cho cac doi tugng khde manh, thé tich phian b trung binh
18 661 it S gén két vini protein trong huydt trong ngudn 18 > 98 6% trén i vitro,
Umeetidinium
Sau khi dang umeclidinium duwdmg tinh mach cho ciic 801 ugng khée manh, thé lich phan bé-trung binh 14 86 it
Sur gan két voi protein trang huyél tiong ngudl trung binh 13 89% trén in vitro.
Vilarterol _
Sau khi disng vilanterol dudmg tinh mach cho cic 80i lwgng khde manh, thé tich phan b trung binh & trang thai
&n dinh 15 165 1. Sy gén &élv&ipmm trong huydt long ngledd trung binh 14 94% trén in vitro,
Chuyén hoa
Fluticasone furoale
GCac aghidn ciru in vilre chi 3 rdng futicasane furaate diroe chuyén boa chil yéu qua CYP3A4 va 13 oo chédt cho
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©aic ghin i in wire < tn ring futmasons furaate dusre chisydn nda-chil ybu qua CYPIAJ vl th co child eho
hm.;mdwﬂummmmrﬂwpwuw@mm-mmmmmmﬂm
1o S-MDromietnyl cartooate (90 (inh cao chlt chuydn hio cb hoat tink carbcostontsd (jidm dang k8 Sy
phierl mihile o thdn v et et chuylin haa 1 thin
-_— Uhmoctelivd wat al
; s fighain Girt in v <o 1 el umeetisienm Buoc chiyde hba chil yby qua CYF208 va (o oo chis cho kink
aR mfﬂm.cum-mmmmmmuqmwﬁm.amrg;
snis AU [0 hors (ucusanid ha, .|, 80 thimh mat dily ciic chilt chuyde hba bi géen host Unh duoe i balko
mmﬁmmﬁmwmummﬁﬂwwmm.suwm 1 30 1Pl el b e chapde
N By '
Vilamteval
Cda nghtén e it Wi chf m ring vitsrtonl duge chuyln e chd ybo ghn CYPLAS vil oo chilt eha kBah
wiin chusbe Pogp. Cac eon ditng chuydn hla ehinh U O-caaliof nan mél ity che shilk chuydn loa o
Dot fink chad viin beta, vit bt iy gibim dang ik, Gt i b ehuybe B woews humbe 1oy ey ki ding
witartorn! it Ling rony nghidn cans dénh ddu phdng kg & niedl phi hdp i e chade bda bt G cao
Sur gher. il 04 thiin véi coo endlt chuypda hoa W Tip. L
e thudedhuds e —— oS—
108 ngheder cir M 0 101 03 Curgrs Ihipe N & rimp A trgng Anda manh sl dung phi hop Nulicasote
fumilesrdssinnol (Z0V25 meg) v ketooonazole (400 g, Mot el e cnb manh CYPIAL va e chb Pyp). Stk
dung dbng b fbm thng ALK 5 viv Carae trkang binks cla fuscasord Hircate, Mo keot B 36% v 33% Sugh
sting perl ninden i Buticasane huroatn €6 Ben h vot iy gAm 7% loomg cortisal trung bink tong huylt Shanh
0t rong 0:24 gk, S0 cung G Bain Ken ting gil I tung birh AUG e, VA Cma el vilantorol e lugt
15 BEA VA 22%.. Sir targ phert nhiten wii vitsmarod hhing Bén quan tln sy gls ting oo the Sdng todn tlin cla
o vt Sl ahip B hodc kalk mi.
€4 Ruticarsonn Turoabs, umecixaniuem v vianteco! obu 1 c86 o chit cia P-gp. M aghadn cin tiomg tic Mude
Whus iy Dl e Byr i & sy @51 Bueng ke rrart s gy umsehdiumiviirtnd HoOC urmecstiniunl.
v Bhude (g end P vl CYP 144 mire 8 trung Binh varapard (240 mg) khileg cho hly bt ky the dyng dang
ke iy it i gang & v dugre dimg hee eda wanssenl hay omeckanium :
Anih g cia Kidu gien chyn hoa kém CYPZOD b wir dugic 830 hoc 4rlzang thi in dinh ol emecsnitm
dures dhrh gid 100 FENG Egudl Tink nguytn kbda manh (ning peyrds chydn hoa bink tiring CYP2E v
mm,muﬁdmrhmmm’m;.Mﬂom:-hmcﬁfmﬁn“émdﬂﬂmnﬁﬁum
ummmmewummmmmmmwmmmmwumu
hang ngdy 8 vl cit 41 tiwomg Dinh turimg va 841 lugng chayda hoa kim CYP206
Thal teip

Thotrt glan bdes radd S ks e Micasone Ruroado sau Wi it Bisicamons Larote/vRantored trung binh 14 24 gidt
L Saij k8 iing dubmg Enh moch, (hat gian Bdn il irung binh k1501 g0, DO than thik huyi toong sau khi
dling Burtmg finh mach t 5,4 Seigir. S8 06t qua matrc By chibin Ahahing 2% Bu tidm tinh mipch. Sua ks ding
Aty (g, Mulicasnne hooan Qg Tl frir & ngusl, chi yha qua eud inh chayder hée think cac call
iyl hosi v ke (i trir phkn lm g shdn, v < 1% liu phong xo Sige S hdy bong nwoe bhe.
tmecliciaium L
Thyers it byt updet (zroveg com wmecidinkom sa M ding W hil toag 10 ngdy tnag binh I 19 e, ven
3%, b 4% Siihe Giore il B duot dany khdng S qun nisdrs Sy & Smag this b Sl B9 anh T
g Sau ki &g dutmg tinh maoh W 151 Bgitr, Sau kN tung dutng finh mach, khodng 8% W dlng e
gaeh sha phimg w9 o A Y8 qus phdm vi khadng 2255 MU ding du @anh di ihong e dirot b ult
QU AU by, Su Bl I CHC OVt oo W quan Gl b qun phin s K 300G Jirkng Tinh mach cha thiy
A gy bai 508 Thode visa trong mibl. Sau ki dusg dudmg péng, 52% W ding duoe danh diu phing = S
il 084 €10y e e, Dt 1% 1 dlling ques durdmig wdog (1% Boat & phieg xp duoe Him ilty) G &l
ot qua rrdre Sba. go i theg sur hibe Wi sou kAl Shog tatrng wbag L kntag ding k.
Wilarmtarod
Theri gien basét thdé huspd turomig e vilintee! sy kil diung Mhu it trang 10 gy frung blih LA 11 g, B Mank
il oyl trong oln viiednnsd £ khi ding Sudme) Tinh mach W 108 g Saw khi ding datng vilsanol
dugn Ganh aliu piceg . TO% by dinb dla phing xo dus bl I qud b tba i J0% qua philn. Caa
i g Il s chinh s vinaterl 1 sip chupbn Noa, sin 03 bl st e chidt chuyln hoa viso tomg rude ey
. vaphin
Trong it phiin lich doge déeg huc quin B bien COPD (n=821), 551 tho ddng ola che bk a8 andn khds hoo
{ching wcisbc 1bc. 1wdi, gidl tinh. e ning) Trin Guge dbng Peo cla Slcosces furdnle, umecidnaim, vl
ﬂmm&wumﬂmmwwuwmmmwmm-wmmm f
Chilng 1he -
Kb ¢ sy ke Bt I sang e cla ciih S & Banh ahin COPD aum trén yiu b chdng e & diroc ghl
ol s Bl v iaan fhdn vol Roticasnns funoble, smecleisium hade vilerdneal
¥ bdaih nibn Déng A mbc CORD (pénan pmbn Mhit Bdn vi bieh nhin &b nguln ple Biog A (Esst Asian
Haritage] (0 = 113) khi s doseg Muscasane Aroataumesiidinumivilsatorl 100/62 5725 meg, AUCKS woe bl
o Wiliemposn frraiiie g Binh coo han 30% s0 e &6 A8 Weng noud da irileg. Tuy nhie, wy phal phalm
sahiy Il cao hom nby dir kidn sl Khing c6 Le G400 lan muan lm sing (8n the dung thli g corisol froag
et tharh holic qua nirére (i rong 24 gir, Kidog o6 linh g cda ybu b chuing 16 34n cho thang 86 duoe
d4ngy hok cils Lenachinium Bade winmatal & cdo 6l hrgng COPD.
Ngirtd cao tudi
AN0NG £ 180 BAng m quan Lm sang ybu chu Sy crinh K dya tnbn 1w the duge ghi nbibn & G bnh phin
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Tralegy Ellipta chitra duge dénh gia & nhiing doi tugng suy than, Tuy nhién, cac nghién cliru d

voy fluticasone furoatelvilanterol va umechidiniumivilanierod,
Mt nghién ciru duge Iy koo lam sang cua fluticasone furoatelvilanterol da cho thay suy than nang (d§ thanh
thai creatinin < 30 mLiphit) khéng 1am tang phoi nhiém dang ké véi futicasone furoate hofie vilanterol hodc
corticostercid da danh dAu khic hodc cac tac ddng toan than cla chat ehl van beta; so véi Agudi khde manh.
Mt nghién ciru trén cac 6l lrong suy thin nding sir dyng umeclidiniumivilanterol da khc‘;ngﬁ_ﬁéy Bang ching
clia sy tAng phot nhidm toan than véi umeclidinium hoae vilanterol (Cp,, va AUC), Cac nghign ciu gén két
protein huyét tuong in vitro gitra cac @6i tuong suy than nang va ngudd tinh nguyén khoe manh da dugrc thye
hign va khéng cb béng chirng rd rang trén 1am sang vé sw gan k&t protein bj bién Aol dugc quan sat thay.

Anh hwdng cia thim phn mau chua dugce nghién eldu.

Suy gan

Trelegy Ellipta chua durgic d4nh gia & nhirng déi tugng suy gan. Tuy nhién, cac nahién ciru da duge thye hign
vini futicasone furoate/vilanteral va umeclidiniumivilanterol. .

Sau khi st dyng I8p lai flulicasone furoate/vilanterol trong 7 ngay, cb sw gia tng phoi nhiém toan than véi
fiuticasone furcate (1én gép 3 I&n khi danh gia chi 56 AUC ;24 & cac doi tuong suy gan (Child-Pugh A, B hosic
C) 80 sanh véi dbi tugng khde manh. Khang co cée dnh hudng lien quan dén |am sang d8i voi cortisol huyét
thanh ¢d trong lromg trung binh dugc ghi nhan @ cac dbi tong suy gan nhe (Child-Pugh A). S¢ gia ting phoi
nhidm toan than véi fluticasone furoate (flulicasone furoate/vilanterol 200/25 meg) & nhimg d6i tvong suy gan
trung binh (Child-Pugh B)co lién quan dén viée gidm trung binh khodng 34% corlisol huyét thanh so sanh vdi
nguél khoe manh, O cac ddi Wwong suy gan nang (Child-Pugh C) ding lidu Nuticasene furcatefvilanterol
100/12,5 meg khong cd sy gidm cortisol huyét thanh (cortisol trong huyét thanh tang 10%). 83i v6i nhimg bénh
nhan suy gan trung binh hodc nang, 18u t4i da 12 100/62,5/25 meg (xem Lidu lugng va Gach ding).

Sau khi st dung I8p lai fluficasone furoatelvilanterol trong 7 ngay, khéng c6 1ng phoi nhigm fodn than dang ké
i vilanterol (C . va AUC) & céc d@bi twigng suy gan nhe, trung binh hay nang (Child-Pugh A; B hogc C).
Khing oo cac anh hudng co lién quan lam sang .c;‘sa.-nang,pnépi hop fluticasone furcateivilanterol (rén cac lac
dung toan than clia beta-adrenergic (nhip tim hay kall huyét thanh) & cée bénh nhan suy gan,nhg hoac trung
binh (vilanterol 25 meg) hedc bénh nhén suy gan ndng (vilanterol 12,5 mcg) so véi ngudi khde manh,

Khéng co béing chirng cla sy tAng phoi nhidm toan than verl umeclidinium hodc vilanterol (Cr,, va AUC) & cac
a6 Wirong suy gan mre dé vira, va khéng cé bang chimg in vitro vé sy gan két protein bi bidn ddi gira cac déi
fugng suy gan mize 49 vira va ngudi tinh nguyén khoe manh.

Umeclidinium chua duoc d2nh gia trén cac d6i tuong suy gan nang.

Céc ddc diem bénh nhan khac : _

Khdng c6 sir khac bigt lién quan 1dm sang can didu chinh iéu dya trén sy tac dOng clia gioi linh, can nang hoac
chi 56 khoi lromg cor thé (BMI) dugre ghl nhan & bénh nhén COPD.

Nhing @i tugng chuyén hoa kém CYP2D6 cho thay khong co bang chimg vé tic dong 1S rét irén [3m sang
ghia linh da kiéu hinh cda hé gien CYP2DE 1&n syr phoi nhidm todn than voi umeclidinium.

CAC NGHIEN CUU LAM SANG

Mghién ciru 1

Tinh higu qua cira Trelegy Ellipta (FFIUMEC/VI 100/62,5/25 meg) khi digu tri 1 lan mdi ngéy & cac bénh nhan
duoc chan doan [&m sang méc COPD a3 dugc G4nh gia trong mot nghién clru diing thube ddi chimg co hoat
tinh kéo dai 24 tudn, véi mat phan nhém bénh nhan diéu tri lén dén 52 wan (nghién ciru CTT116853, FULFILL).
Trelegy Ellipta 100/62,5/25 mog duge sir dung 1 1an mdi ngay da chimg minh sir cal thign chge nang phoi cd y

¥ duoe thue hién

nghia théng ke (duree xae dinh bng sy thay abi FEV, day tai Tuan 24 so voi thoi diém ban dau; ddng tiéu chi
chinh) khi so sanh véi budesonidefformoteral (BUD/FOR) 400/12 meg dirgre stk dung 2 lan mai ngay (xem Bdng
2). Tac dung gian phé quan cia Trelegy Ellipta da duoc thiy rd rang treng ngay didu tri dau lién va duge duy
tri trong sudt thér gian didu trj 24 tuén

Trelegy Ellipta d4 chimg minh sy céi thién'cé ¥ nghia thong ké khi so sanh véi BUD/FOR 1ai Tuan 24, vé lidu
chi chat lugmg cude sbng lién quan dén sire khde (HRQoL) dugc do luong bing tdng didm sé tr Bang cau hoi |
vé hé hap cia St. George (SGRQ) (dbng tigu chi chinh), phan tich dbi iwong dap ng theo SGRAQ, diém sb |
phép kiém tra dénh gid COPD (CAT), va phén tich d6i tugng dap img theo CAT, va ciing cho thay cac trigu
chirng ha hip dugc do lueéng bang cach sir dung diém sé danh gia cac triéu chirmg hé hap cla COPD (E-RS™M:
COPD) va thang diém phu tir Tudin 21-24, sy kho thér durge danh gié bng viéc st dyng diém trong tam cla chi
sb kho thév thay a6i (TDI - Transitional Dyspnoea Index) tai Tuln 24, va viéc str dung thute cAp ciru durgc do
luémg bing sé 1An st dung trung binh méi ngay tir Tuan 1-24 (xem Bang 2). '
Trelegy Ellipta da chirg minh sir gidm ¢6 y nghia théng ké ty I8 cac dot kich phat hang ném muc 43 trung
binh/nang (e I3 cAn didu tri khdng sinh hodic corticosteroid hoac nhdp vién; ngoai suy tir 4T ligu dén Tuan 24) :
khi so sanh v&i BUDIFOR. S gidm nguy co dot kich phéat mire 66 trung binhindng da dugc ghi nhan véi
Tralegy Elfipta khi so sénh v&i BUDIFOR (dia trén phén tich thevi gian d&n khi xudt hign dot Kich phat dau tién)
(xem Bang 2).

Bang 2. Tiéu chi hiéu qua chinh cho dén Tuan 24 (Nghién ciru CTT 116853)

Trelegy Ellipta BUDIFOR So sanh v&i BUDIFOR
FF/UMEC/VI 400/12 meg | Khac biét dibu | Ty s6 diéu tri
100/62,5/25 meg OD BID tri (95% CI) (95% CI)
(n=911) (n=839) Giatrip Giatrip
FEV4 a4y (L) tai Tuln 24, thay oA EREaaT e '
d8itrung binh LS sov&ibanddu| 0,142 (0.0083) -0,029 (0,0085)| (0,148; 0.194) -
(SEy ® P < 0,001
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@bi trung binh LS so véi ban dau 0,142 (0,0083) 0,028 {0,0085)| (0,148; 0,194) -
(SE}=* ' _ B=000]
Thng didm sb SGRQ tal Tuln : o g,
24, thay ¢8I trung binh LS sovoi -6.6 (0,45) -4.3 (0,48) {-3,5:-1.0) -
ban dau (SE) ! p.< 0,001
1,418

&1 tuong d4p Ging theo Tong diém )

billid el 50% 4% - (1,16; 1,70)
sb SGRQ tai Tudin 24, %N | p<0001
Ty 18 hang nam dot Kich phat ' | bEb ¢
COPD mirc & trung 'bir"i'u'raén'g‘ " | 5
n Gang Gibs b (3 e 4T figu | fet s oo SR
dén Tudin 24) ] P
19 1 mhc dot kich phat COPD [ os7e
mic 40 trung binhindna dén 10% 145 > (0.52; 0,88)
Tuan 24, % : RSl 1 p=0004
€RS: Tong dibm s& COPD tu _ U H- T e
Tudin 21-24, thay dbi trung binh -2,31 (0,157) -0,96 (0,180) | (-1,79;-0.91) .
LS so vdi ban dhu (SE p <0001 1
D tugng dap Ung theo E-RS: L 159
Téng didm s6 COPD tir Tudn 47% 37% - (1,30; 1,94)
21-24, % ah = p < 0,001
Didm trong tm TDI tai Tuan 24 5 59 ( 6og) 172(0,089) | (© e 84) ;
LS trung binh (SE}’ ‘:, i <0001
. ) 1,690

i teong dap mg theo.diém '

M . P, 61% 51% 3 | (1.33;1.95)
 |irgng tam TDI tai Tuéin 24, % Lo p=0.001
[Ty 16 phén tram hoat dong hang
- ngéym‘zacécngﬁy.cé??m sd o
. |12 2 (ot thé thyre hién nhisu hoat : i 2l <
* |a8ng hon binh thuding) tix Tuan 0.0 (0.38) -0,1 (0,39} !Ei% ; ¢ 1?_1

1-24, thay @bi lrung binh LS so -
, |véi ban dau (SE) :
c |Trung binh sé fan st quug?‘ thude 02
cAp ciru mdi ngay tir Tudn 1-24, . . |
5 |thay dbi trung binh LS 50 v&i 01008 L [P'NJ wfﬁ 331} i
(1 |ban ddu (SE) ; p <000
+, |Diém sb CAT tai Tuln 24, thay : 09
t |@éi trung binh LS so voi ban dau -2.5(0,18) A1.8(0.19) {-14;-04) .
™ 4 e e 1 440
4 |B6i lwgng dap img theo diém sb _ Beuvdals
St ity 53% 45% = | (.19 1.75)
o ’ : :
CAT tai Tulin 24, %F p<0,001
6u [BID = hai 1&n mdi ngay; BUD = budesonide; FOR = formoleral; CI = Khodng tin cay; FEV1 = thé tich thd ra
By |géng strc trong 1 gidy ddu tién; L = Iit; LS = binh phuong téi thidu; meg = microgam; n = s&lurgng trong dan
(e |sé didu tri myc lidu; OB = mot tan mdi ngay; SE = sai &b chudn; SGRQ = Bang cau hoi ho hap clia St. Geerge;
09 |CAT = Bang céu héi danh gid COPD; E-RS = Danh gia lribu chizng ho hép; TDI = chi s kha thd thay d6i.
Bar |sDdng tigu chi chinh. £Ty s6 chénh (Odds ratio). Ty s 1y sut. 9Ty 4 nguy co dya trén phén tich 1hof glan
Bu |aén bidn cb du lien. e 3
0% [eKhide bigt didu Iri co ¥ nghia théing ké cia FFAUMECIVI sa voi BUDIFOR dugc quan sat tai Tudn 2, 4 va 12.
6 |Khac biét diku I co ¥ nghia théng ke cila FFIUMEC/VI so voi BUDIFOR dirorc guan sat tai Tuan 4.
B jaKhac biét diéu tri cd ¥ nghia théng ké cia FFIUMEC/VI so voi BUD/IFOR dugc quan sat mat4 tudn trong sudt
A |thi gian nghién ciru. al _
ugr (vDap ng duge dinh nghia 1a gidm = 4 diém SGRQ so v&i ban day, giam 2 2 gidm trén tong diém E-RS v
g |diém CAT so vai ban déu, va gidm 2 1 diém TDI.

Chire nding phéi, HROGL, cac irigu ching va dot kich phat & phan nhom didu 1 dén 52 whn {n = 430) ddng
nhét v6i k&t qua cla phan nhom didu tri Gén 24 tuln. !

Nghién ciru 2 o S
Higu qua dai han cua Trelegy Ellipta (FFAUMEC/VI 100/62,5(25 meg) dugc ding 1 i&n mbi ngay & cac bénh §
nhéin COPD c6 fién-sir cac dot kich phat mire 63 trung binh hoac nang trong vong 12 théng trudre 46 da duge
danh gia trong mdt nghién cdu 6 thube adi chimg, 52 tuan dugrc so sanh v phii hop lidu cb dinh fluticasone |
furoatelvitanterol (FFVI 100/25 mcg) va umechidiniumivilanterol (UMECVI 62,5/25 mcg) (phan ngBu nhign ||
2:2:1) (nghién ciu CTTH16855, IMPACT). ' . T
Cac bénh nhin duoc dibu tri bing Trelegy Ellipta da chirng minh sy giam co ¥ nghia thang ke ty 1& cac dot kich !
phét hang ndm mirc df trung binh/nang trong qua trinh dibu trf (tidu chi chinh) so sanh véi FRVI va so i
UMEC/VL. Xern Béng 3 trinh bay cac két qua vb tigu chi hidu qua,
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Bang 3. Céc tiéu chi hiéu qua chinh (Nghién ciru CTT116855)

Trelegy Ellipta -
FFIUMEC! |  FFAVI umecny | Treleay Ellipta | Trelegy Ellipta
Vi | (n=4138) (n = 2070) FFRIUMECIVI so | FFIUMECIVI so
Sl W v&i FEVI | v&i UMECIVI
(n=4151) ]
Ty 1& cdc dot kich phat mie dé trung binh/nangs
56 dot kich phatindm 0,91 1,07 1.21
Giam ty 18 (%) 15% 25%
95% CI 10; 20 19; 30
Giatrip _ p < 0.001 p <0001
| Thoi gian dén khi xuét hién dot kich phat mie @6 trung binhindng diu tién
Bénh nhan cb 1 bién cb (%) 47% 49% 50%
Giam nguy co (%) 14.8% 16,0%
85% Cl 93,199 9.4; 22,1
Gia trip : p< 0004 p = 0,001
Ty I8 cac dot kich phit mive do ning
56 dot kich phatném 0,13 0,15 0,19 _
Gidm 1y 18 (%) 13% 34%.
195% €l 1,24 22; 44
Gia Irj p | p=0,064 p < 0,001
FEV4 @ay (L) tai Tulin 52 1
Thay abi rung binh LS so| 0,094 (0,004) |-0,003 (0,004)| 0,040 (0,006) |
véiban GAU(SE) Wi
Khae biét diu tri 0.087 0,054
5% CI 0,085; 0,108 | 0,039; 0,069
Gia trip p = 0,001 g < 0,001
Téng diém sé SGRAQ tai Tudn 52
Thay. déi trung binh LS so| -55(0.23) | -37(0.24) | -37(025)
v ban G4u (SE)
Khic biét didu ir -8 1.8
8§5% Cl -24;-11 -2,6:-1.0
Gid fri p p < 0,001 p < 0,001
Dbl twong dap (g theo tong diém s6 SGRQ tgi Tuan 52
Dai twong dap img® (%) 2% | 34% 34%
Ty b chénh ’ 141 141
95% CI 1,29, 155 1,26;1.57
Gid tri p ] : p<0,001 p < 0,001
Cl = khodng tin edy: FEV+1 = thé tich thé ra géng s trong 1 gfdy d4u tign; L = Jit; LS = binh phwong t&i thidy,
n = st lugng bénh nhan trong dan sb didu I myc tidu; SE = sai s chudn; SGRQ = Bang cau héi ht hap coa
St. George.
a Tigu chi chinh,
® Buge xéc dinh 14 ng didm sé SGRQ s 4 diém so véi ban dAu.

Céc tae dung trén chire nang phdi (thay a8 FEV1 day 50 véi ban dhu) cits Tralegy Ellipta khi so sénh véi FFAVI |
va UMEC/VI vé& FEV1 day d& duoc ghi nhan tai tht ca cée mbc thdvi gian trong subt qua trinh nghién ctru 52 tudn

e

{xem Hinh 1) y {
Hinh 1. Thay d@éi trung binh binh phwong téi thidu (LS) so v&i ban diu & FEV1 day (L)
0.14
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w-e-a FPUMECAVI {n=4,151)
w—e—a FFA (n=4,134)
a4 UMECAI (n =2,070)

*p < 0,001 s0 vivi FFIVI va p < 0,801 so véi UMECIVI

Dibu tribéing Trelegy Ellipta lam giam déng ké nguy cor tir vang do moi nguyén nhan, bao gdm dir lidu trong va
sau didu tti, knedng 27.7% so véi didu i bang UMEC/VI (trang thai sinh 1n dupe xéc nhan & 89.6% biah nhan
tai Tudn ther 25) (xem Bang 4), Mire 66 giém nguy co tr vong do mgi nguyén nhan (a 11,3% khi didu trj bang
Trelegy Ellipta so vai FFIVI; tuy nhién, KBt qua nay khdng cé § nghia thibng ké.

Bang 4. Giam tir vong do moi nguyén nhén (Nghién ciru CTT116855)

_Bh_'m T s | Ty séhazard - Giam nguy co’ Gid i p g
$0 v&i thude 50 sanh (85% Cl)
(95% CI)
Trelegy Ellipta 4151
FRAUMECH
UMECVI 2070 072 27,7% 0,042
{0,583, 0.99) (1,2: 471)
FFNVI 4134 0,89 11,3% 0,387
(067, 1,18) (-16.5; 32,5) |
Cl= khoang tin cay. |

Ciic phan tich vé tir vong do moi nguyén nhién trong didu i cing Guge the hign, va két qua phi hop véi bang,
Kkét qua & trén. Bidu trj bang Trelegy Ellipta i&m gidm dang ké nguy co t vong do moi nguyén nhan trong khi
didu irj khodng 42,1% (5% C1:11,9;.61.8; p=0,011) so v&i UMEC/VI. Mirc &4 glam nguy cor il vang do moi
nguyén nhan |a 5,5% (95% Cl: -40,2; 36,3) khi diéu trf bng Trelegy. Ellipta so vii FF/VL tuy nhién, két qua nay
Khong mang y nghla thdng k&, .

Sir gidm $6 [3n trung binh sir dyng thudc edp oy chil van beta; va ty [& phan tram trong khodng thai gian
24 gitr khéng cén diing thubc cép clru cé § nghia théng ké & nhirng bgnh nhan s dung Trelegy Ellipta so voi
FFMVI hodic UMECAVI tir Tudn 49 dén 52 (xem Bang 5), ddng thir nhirg khac biét ndy cing duoc quan st thdy
trang sudt nghién ciru 52 tudn. i ey

Nhimg bénh nhén sir dung Trelegy Efiipta cho thay gidm nhidu hon cd ¥ nghia thdng ke trong chi sh gay thire
giic vé dém do cic friu chimg COPD khi so sanh véi FENVI hosc UMECIVI tir Tun 48 dén 52 (xem Bang 5),
abng thv nhirng khac bigt ndy ciing duae guan sat hiy trong sut nghién ciru 52 udn 6bi véi UMEC/VIva hau
hést eac mbe thai gian 461 vt FENVI. :

Bang 5. Céc tiéu chi khac (Nghién clu CTT116855)

Trelegy Ellipta FFIVI UMECHVI Trelegy Ellipta Trelegy Ellipta
FEIUMECNVI | (n34134) | (n=2070) | FF/UMEC/VI so v&i | FFIUMECIVI so
(n = 4151) | MEm | FENML | voiUM

Trung binh s6 ldn/ngay sir dung thube ¢lp ciru tor Tudn 49 dén 52
Thay ddi trung 0,16(0,031) |0.44(0.032) | 0,46 (0,045)
binh LS so véi

ban dau (SE) 1

Khae biél dibu i -0,28 0,30

95% CI -0.37;-0,18 -0,41,-0,19
Glatrip 1 | p<0,001 p <0001

Ty 16 phan tram trong khodng thot gian 3 gie khéng cdn ding thube cap cdru tir Tuan 49 dén 52

Thay dbi trung 1.9 (0.81) -.r.-\}-.'a.sza- -6.3(0,89)

binh LS $0 v g _._
ban dau (SE) 3 :
Khac bigt diéu tri 5.2 44

95% Cl 3589 23,65

Gia trip p < 0,061 p < 0,001 I
Thire gide vé dém do céc trigu chirg COPD tir Tudn 43 dén 52

Thay 8bi trung 021 (0.012) |-0,18(0,013)]-0,12 (0,018}

binh LS so véi

ban dau (SE)

Khac bigt didu ri -0.05 -0.10

95% Cl -01,08; -0,01 014, -0,05
Giatnp p=0005 p < 0,001

Gl = khoang tin cy; LS = binh phuong tﬂ thiéu; n = 55 lrong bénh nhan trong dan sb didu ti muc téu;|
SE= gai sd chuéin. |

{




|
https://nhaéhd o8B ge e CoMbhimg minh sy cai thish €6  nghia lm sang gidm 2.didm trong su thay &8 didm
ganh gia COPD (CAT) so v&i ban dau tai Tudn 52 . Sy khac biét ct ¥ nghta thang ké khi so sénh véi FFAVI (-0.5:
95% C1: -0.8;- 0.2; p < 0,001) va sa v&i UMEC/MI (-0:4; 95% CI: -0,8; -0,1; p = 0,021), Ty 1é dbi tugng dép Ung
theo CAT {dugc xac dinh 18 £ 2 diém so véi ban dau) tai Tudn 52icac hon ¢ ¥ nghia thdng ké & nhém bénh
nhan- duge didy tri Trelegy Ellipta (42%) khi 50 sant v6i FFAVI (37%; ty 86 chénh 1,24; 95% CI: 1,14: 1,36;
p < 0,001) va so woi UMEC/VI (36%; ty s chénh 1,28; 95% CI; 1,15; 1,43; p < 0,001).
Khé thér dwgre danh gia st dung diém so trong am chisb khé thir thay 68i (TDI) tal Tudn 52, dugre danh gid qua
mdt phan nhém bgnh nhén (N = 5058 tir 10 quéic gia: Bi, Canada, Cong hoa Séc, Dan Mach, Sire, Ha Lan, Ba
Lan, Tay Ban Nha, Vuong qubc Anh, Hoa Ky). Bidu I béing Trelegy Eflipta (n = 2029) a3 cho thy su cai thién
€6 y nghia thong ke so véi FE/VI (n = 2014), trung binh binh phuang ti thidu (LS) diém sb trong tam TOI i&n
lrot la 0,98 va 0,71, khac biét 4 0,27 (95% CI- 0,04; 0,49; p = 0,02D). Téc dhng ¢6 ¥ nghia thong ké chira dugc
quan sat thay gilra Trelegy Ellipta va UMEC/VI (n = 1015), trung biph LS diém so trong tam TDI I&n ot 13 0,98
va 0,89, khac bigt 12 0,09 (95% CI: 10,18; 0.37; p = 0,522). T} 1& dﬁli}lwng dap {rhg theo TOI (dlrge xdc dinh 14
i thidu £6 1 don vi) cao hom c6 y nghia thiing ké & nhom Trelegy Ellipta (36%), 5o véi FFAVI (20%: 1 5 chénh
1,36; 95% Cl: 1,19; 1,55; p < 0,001) vé& so véi UMEC/VI (30%: ty 56 chénh 1,33: 5% CI: 1,13; 1.57; p=0,0071)
tai Tudn 52.
Cac nghién ciru vé hidu qua hd tror khac
Nghién clru 200812 I3 mot nghién ciru khoing thua kém kéo dai 24 tuln (N = 1055) so sanh binh hit don
Trelegy Eliipta (FFAUMEC/VI 100/62,5/25 mcg) v&i liéu phap da binh hit st dyng ddng thai fluticasone
furoate/vilanterol (100/25 meg) + umeclidinium (62,5 mocg), thi ca dimg moi ngay mot 1an, cho bénh nhan c6 tién
sir dot kjch phat mire @9 trung binh hosic nang trong vong 12 thang tnrde do. Trang nghién cou nay,
Trelegy Ellipta khong thua kém hon so véi FE/VI + UMEC trong vige cai thién FEV, day tai Tuan 24 so vdi ban
dau, Giti han khong thua kém duoge chi dinh rude la S0 mL. |

| E[inf] HCas0ne Lo aierilaniery
Trong hal nghién clu ddi chimg gid duec kéo dai 12 tudn (260109 va 200110), viée ding thém umedlidinium
(62.5 meg) vai fluticasone fureatelvitanterol (FFIVI) (100125 meg). mét 14n méi ngay & cac bénh nhan trudng
 thanh dugc chin dean lAm:sang mac COPD, ¢8 cho két qua-cdi thién cb § nghia théng ké va c6 ¥ nghia l&m
sang & iéu chi chinh FEV, day vao Ngay B5 khi so vai viéc sir dung gia duge + FFVI (124 mL [95% CI: 93;
154, p < 0,001] lrong nghién ciru 200108 va 122 mL{95% CI: 91:152; p < 0,001] trong nghién ciu 200110).
ac nghién ciru kéo dai 12 thang vai fluticasane furcatelvilanteral!
Hai nghién clru ngdu nhign, mii doi, nhém song song kéo dai 52 tun (HZC102970 va HZC102871) so sdnh &
I& cac Aot kich phat mire d0 trung binh/ndng hang ndm & cac bénh nhan trudng thanh duoc chin Goan 1am
sang mac COPD, dugc didu trj bing FF/VI hofic vilantero| mét tan mdi ngay. Két qua phan tich 1dng hop tir hai
- nghién eiru cho thay diéu irj bing FF/VI 100/25 meg mdi ngay mmﬁ'&ﬁ; cho két qua giam 27% ty 1& cae dot kich
phat COPD mirc 6¢ trung binhinang hang nam khi 5o v&i vilanteral (95% CI: 16: 37; p < 0,001). St gidm nguy
cu cac dot kich phat mizc a6 trung binh/nang (dya trén phén tich théd gian dén khi xuat hién dot kich phat déu
tign) va ty & céc dot kich phat can s dung corticoslteroid da dugre ghi nnan kni sir dung FFVE 100125 meg ot
t&n mbi ngady, khi'so voi vilanterol.
Théng tin phi [am sang b : _ ;
Céc tac dung dugc ly va doe tinh quan sat Gugc voi fluticasone ﬂ@iﬁie, umeclidinium hay vilanterol trong cac
nghién ciu tign lam séng 1a nhirng tac dung déc trung lién quan dén cac glucocorticoid, thudc khang thy thé
musearinic, hay thube chi van thu thé beta,-adranergic, Khi st dung phéi hop fiuticasone fureate, umeclidinium
va vilanterol trén cha i khong 6 bat ky doc tinh mai ndo dang ké hoZc bét ky dot kich phét nang nao Ging
nhu dur kién lién quan dén ting thanh phén fluticasone furoate, umeslidinium hode viianterol riéng 1é.
Tinh gdy ung thu/dét bién gien -
Fluticasone furoate khéng géy doc tinh gien trong mdt loat nghignciry fiéu chudn va khéng thiy gy ung thir
trong cac nghién cdru cho chudt cing hodc chudt nhdt ding thube hit subt doi & mive phei nhidm &n luoet i3
0.6 hodc 1,3 1an, tuomg i nhu mikc phoi nhiém & ligu fluticasone furoste 200 meg danh cho ngudi, dua trén
dign tich durdi duéng cong (AUC). ; :
Umeclidinium khéng géy doc tinh gien trong mét loat nghién ciu ligu chudn va khdng gay ung thur trong céc
nghién ciru cho chudt nhat hodc chudt céng ding thude hit sudt doié cac mire phoi nhiém 1n gt 1 = 20 hodc
= 17 lan mirc phoi nhiém umeclidinium 62,5 meg trén lam sang & ngurdi, dua trén AUC.
Cac nghién clru d9¢ tinh gien chi ra vilanterol khdng cé nguy co gay @dc tinh gen & ngudi. Phi hop vei dir figu
thu duere tir cée chét chii vén beta, khace, trang cac nghién ciru cha théy ding vilanterol hit sudt doi 84 gay téng
sinh & cor quan sinh san & chugt nhat va chudt cdng cdi va tuyén yen & chut céng. Khong co sur gia tang ty &
khéi u & chudt céng hoéic chudt nhét khi phoi nhidm véi liéu cac gap 0.9 hodic 22 1 mire phoi nhigm 1am sang
& ngudi vai lidu ding 25 meg vilanterol dya trén AUC,
Béc tinh sinh san
Ca fluticasone furcate 1&n umeclidinium va vilanterol ¢bu khéng ¢ tac déng bal lof ndo 1&n kha nang sinh san
clia chud! ¢bng dire hay cai. ; Hxn
Fluticasone furoate khng gdy qual thai & chugt cdng hodc thd, nhung lam cham sy phat tridn & chudt cong va
gdy sdy thai & tho tal libu hit doc tinh cho thi me. Khang o6 tac dgng trén sur phat trién cia chubt edng khi phot
nhiém g&p 3,0 1an mire phei nhidm 1am sang trén ngudi & mire ibu 200 meg, dya trén AUC. Fluticasone furoate
khong ¢ tac dung bat lgi doi véi sy phat tridn trude hoac sau khi sinh & chudt céng, :
Umeclidinium khéihg gdy quéa| thai & chudt cong hede thd. Trong mat nghidn clru trudre VA sau sinh, tiém dudi
da umeclidinium cho chudt cdng 63 am gidm mirc d3 tang can va gidm tiéu thy thirc &n cia chudl me va giam
~he can nang cua chudt me truoc khi cai siva khi diing liéu 180 megikg/ngay cho chudtme (khoang 61 lén mirc:
phot nhidm 1am sang & nguedi voi umeclidinium 62,5 meg, dua trén AUC), i
Vilantero| khdng gay quéi thai & chuft cong. Trong nghién ciru si dung thude hit & thé, vilanterol gy ra tac
e s £ > 2 L = s 1 Y A 1* A 8 a ",




oG oia uqt me tﬂ.rérc km cai si}a kh: dang ltéu 180 mcg!kgfngéy crvo chu&t me {khoang &1 Ian muc
https:// nhatﬁu& ketri ymectidinium 62.5 meg, dua trén AUC)
Vlaniam! khng gay quﬁt thai & chuét céng. Trong nghién ciru sir dyung thube hil & tho, vilanterol gay ratac
a6ng gibng nhir tde déng quan sAt Guoe khi ding céc chit ehivén beta, khde (hé ham éch, mat nhdm khong
kin, dinh lién d6t (rc va chan tay cong hodc chan tay xoay bat thuong), Khi tiém dirdi da, khong c6 tac dong nao
xay ra khi phoi nhidm gip 62 1an midre phoi nhiém vilanterol 25 mecg & ngudi trén [Am sang, dua trén AUC,
Vilantarol khong gy dnh hudng bét lgi 18n su phat tridn trude va sau sinh cia chubt cong.
QUY CACH BONG GOI
Hop ed 1 dung ey hit chira 30 lidu hit,
HAN DUNG
24 thang ké tir ngay sén xult
Han ding sau khi mé& nap: _
Sau khi md khay nhbm, sir dung thude trong khodng théd gian 01 thdng,
Ghi ngay dung ¢y hit nén dugre bo di 1@n kivodng tréng cia nhan dyng cu hit. Ngay loai bé nén durge ghi ngay
khi diing oy hit durorc 1y ra khéi khay.

BIEU KIEN BAD QUAN THUOC

Béo quan khbng qué 30:C.

Néu bac quan trong W lanh, nén Iy thubc ra dé & nhigt @6 ptmnguhhét A.gitr tnrére khi 5t dugd ™ i
_TIEU CHUAN CHAT LUQNG S

Tiéu chuan co s&r (Tces) |

TiNH CHAT VA CAC THANH PHAN CUA BAO Bi BONG GOI

Dung ey hit Elipta bing nhya bao gdm than mau xdm nhat, mét nép day dau ngdm mau be va mét b¢ dém fidu,
duge dong goi trang mét khay nhém o6 mét goi hit dm. Khay nham dugc han kin bang mét ndp nhém cd thé
théo ra,

Mot dung cy hit o6 chiva 2 dai gbm 30 t0i phbng duge phan bd dé11 méi i phéng chira mot lidu b8t mau tréing,
LUU Y KHI SUF DUNG

Khi sir dung dung cy hit Ellipta ko dau tién, ban khong can phai Iqiém tra xem no cé hoat dong 18t hay khong.
va ban khong can phai chudn bi gi dac biét trudre khi dung. Hay lam theo timg budc hirdrng dan sau.

Hop dung ci hit Elllpta co chira E

Téf hudng dan sir dyng —»

'|
Dyng oy hit dugc déng go! trong mét khay. Khong mé khay choj adén khi ban sén sang hit mot lieu thude.
Khi ban sén sang st dung dyng cy hit cda ban, 1t ndp dé ma kily. Khay cé chira mét goi hut &m, @é chong

&m. BA goi hut &m di - khdng dugc mé, &n hay hit goi hit Am.
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Khi ban 4y dung cu hit ra khoi khay dung; né s& & vitri “déng". Khéng mé dyung cu hit cho dén khi ban da
sdn sang A& hit mét liéu thudc. Viét “ngay loal ba” 8n khodng tréng trén nhiin dung cu i,

“Nadly loai 3" 13 01 thang ké tr ngay ban mé khay. Xem trén bao bi déng goi *ngay loal bA". Sau ngay nay,
dung cy hit khéng nén duoe sir dyung niva. " I

Huéng dén tmg burde dudi day cho dung cu hit Ellipta 30 idu (cung cAp cho 30 naky).

a) Doc kY cac ehi dan sau trvée khi sir dung [

Néu ban mé va déng ndp diy ma khéng hit thube, ban s mit lidu thude dé.

Liéu thude mét sé.bj.gitr bén rong dung oy hil, nhing s8 khong siv dung duoG nike.

Khéng thé tinh c& hit phai thém 1 lidu thubic hodc hit phai lidu thube gép 61 trong mot tAn it

15aumbi e rp ddy.
liéu thude, mgt nira cua wuémm., ;

b) Chudn bi mot lidu thude

Chi mé-ndp khi ban da san sang dé diing 1 lidu thubc. ' i rie
Khang lic dung cy hit, .
» Trwgt nap day xudng cho dén khi nghe tiéng “tach”.
L& thang khi
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“Tach"

Bay gi¢r thubc g san séng 6& hit vao.

Bo dém liku 52 giam bot 1 dé xac nhan.
= Néu bd dém lidu khéng giam xuéng khi ban nghe thdy tiéng “tach”, dung cu hit sé khong phéng

thich thubc. Mang dung cy hit dé dén duge s§ cla ban @& dugc tw van.

« Khéng bao gié dwore lac dung cy hit.

c) Hitthudc

Trong khi gitr dung cy hit xa khoi miéng, thé ra hét sirc co thé.

Khéng {hé vao dung ci hit.

Pat g ngém vao gitra hai méi, khép mai vira khit xung quanh.

) Pty
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WL g
g2 !_wlén cua d&u nggm,d& hit.

Khbng ehan 16 mE:-ng Khi
lﬁtlg cac ngon @' cla ban

« Hit vao mot hoi dai, §éu va sau. Nin thé lau nhit c6 thé (it nhat 3-4 giay)

« LAy dung cy hit ra khoi migng.

« Thoratir tie va nhe nhang.
C& thé ban s& khéng cam th&y mi vi hay ¢ém nhén thay thube, ngay c khi ban scr diing dung cu hit dung cach.
Trudro khi dong 6dp ddy, néu ban mubn lam sach dau ngam, hay ding mét t&r khan gidy khd.
d) Déng dung cu hit va sic migng

. 'rrwqt nap a;y lén tranhét miFc co thé de day dau ngam.

+ Sic migng bang nwéc sau khi sir dyng dyng cy hit, khong duoc nudt.
Pidu nay sé gilip ban lam gidm nguy co' bi tac dung phy 1& dau migng hay daal hong.
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