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BREZTRI AEROSPHERE

Budesonid 160 meg/Glycopyrranium 7,2 meg/Formoterol fumarat dihydral 5 meg
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Han ché st dung:

BREZTRI AEROSPHERE khong dugc chi dinh dé giam co thit phé quan clp tinh hodc diéu
i hen phé quén (Xem mue Cdnh bdo va hdn rong khi ding thodc),

CACH DUNG, LIEU DUNG
Lidu khuyén cao va cach ding

Litu BREZTRI AEROSPHERE khuyén cdo 14 budesonid 320 mcg, glycopyrrolat 18 meg va
formoterol fumaral 96 meg (wong ong 2 hit BREZTRI AEROSPHERE
[budesonidiglycopyrrolatformoterol fumarat 160 mcg!9 meg/4,8 meal) hai 1én mdi ngay, vao
budi sang va téi qua duwdng hit bang miéng. Khéng st dyung nhigu hon hai hit hai Bn m&
ngay.

S0c miéng bing nurdre sau khi hit thubc nhung khéng nubt

Chuén bi

Khe&i dgng binh xjt BREZTRI AEROSPHERE tnrdc ki sl dung 1&n diu tén Khéi ddng binh
xit & can thiél d& dém bdo luong thudc thich hop & mdi lidu xit. Khdn d8ng binh xt BREZTRI
AEROEPHERE bang cach xit 4 [&n vao ving khidng khi cach xa mal, e k§ rwde mbi lin xit
thube

MNeu binh xjt khéng dugc dung trong hon 7 ngay, binh xit bi rol hode sau khi ris sach hang
tudin, khixi 3éng Iai binh xit bing cach xil 2 1An vao khang khi cich xa ma!, 1S ki tude mbi
IAn it thubc

B& phan dém lidu thube

Binh chira thudc BREZTRI AEROSPHERE ct kém theo b phan xac dinh lidu, cho biét sb
lerng Hiéu xit con lai sau méi 1an st dung. Man hinh bao fidu ding cé mdt vach chi thi by &
dich chuyén sau mi ldn xjt. Khi vach chi 1hi fidu ndm trong viing vang tie 13 d3 gan hét sd
lids thude eb thé sir dung. Khéng sir dung BREZTRI AEROSPHERE khi vach chi thi éu a3
ndm & vi trl vach 0 trong ving méu g,

CHONG CHI BINH

Chéng chi dinh ding BREZTRI AEROSPHERE & nhirmg bénh nhan man cam véi budesonid,
glycopyrrodat, formoterol hogc bat ki té dwoc ndo (xem trong myc Thanh phin cdng thic
thode va myc Cdnh bdo va thén trpng ki ding thude),

CANH BAO VA THAN TRONG KHI DUNG THUGC

Bién céd nghiém trong lidn quan dén hen phé quan - nhap vién, dit ndi khi quén, ti
vong
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Tinh an toan va higu qua cia BREZTR] AEROSPHERE irén bénh nhdn hen phe quan van
chura duge xac dinh. BREZTRI AEROSPHERE khbng dugrc ohi dinh 8& didu tri hen phé guan.

Sir dung don dbc thube chi vén beta-adrenergic téc dung kéo dai (LABA) [khéng phéi hop
v corticostersid dang hit (ICS)] trén bénh nhan hen phé qudn cd lidn quan dén téng nguy cor
ir vong do hen. O liéu hién co i cac thir nghiém I&m sang cé 88i chimg ciing cho thiy viée
s(r dung LABA don dbc lam tang nguy cor nhap vign do hen phé quan & tré em va thanh thigu
nién. Nhimg tac ddng nay duoc xem 1a chung cho cd nhom LABA khi s dung don ddo. Khi
slr dung lidu cb dinh LABA két hop véi ICS, df 8w tir cde thir nghigm 1am sang lém khéng
cho thdy sy t8ng dang ki nguy co xdy ra cac bién cd nghigm trong ligén quan dén han phé
quan (nhap vién, 43t ndi khi quan, t& veng) so vin ICS don tr

Dir liéu hién co chira cho thiy nguy co tir vong 1ang in khi & dung LABA trén bénh nhan
COPD.

Dién tién ndng cda bénh va céc dot cdp tinh

Khéng nén khéi ddu didu tri voi BREZTRI AEROSPHERE & nhimg bénh nhin mée COPD
difn tién ndng co the din toi de doa tinh mang. Chuwa oo nghién ciru nas v BREZTRI
AEROSPHERE trén nhom bénh nhdn mic COPD dién tén ndng Do d6, vidc 0 dung
BREZTR] AERCSPHERE trong trunirng hop nay 1a khéng phi hop

BREZTRI AEROSPHERE khéng nén durac sl dung 38 iam gidm cac tridu ehivng clp tinh, vi
du didu t cit con co thit phé quan clp. Chira oo nghidn clu vd vigc aidm cac Inéu chimg
cap tinh khi dung BREZTRI AEROSPHERE va khéing nén sl dung thém liéu cho ol dinh
trén. Céc tridu chimg clp tinh nén durge digu tri bang thube chi van beta; tac dung ngan dang
hit,

Khi bat ddu didu i bdng BREZTRI AEROSPHERE, nhirng bénh nhan dang sir dung thube
chii van beta; tac dung ngdn dang hit thudmg xuyén (vi dy: bén lAningdy) nén duoe hudng
dén nglmg sl dung thwdmg xuyén céc loai thubc nay va chi st dung ching 38 gidm tridu
chirng hé hap cap tinh. Khi ké don BREZTRI AEROSPHERE, nhén vién y t& cling nén ké don
thubc chil van bata; tdc dung ngdn dang hit v hurdrng din b&nh nhén cach sir dung Vigc
tng thn suét sir dung thudc chii van beta; dang hit cho thdy bénh co thé dang difn tién
nghig&m trong hon va can duge cham séc y 18 kip thod

COPD cb thé didn tidn cap tinh trong mat val gitr hodc chuyén thanh man tinh trong vai ngay
hodc 1du hon Néu vide sir dung BREZTRI AEROSPHERE khéng con kiém soat duoc céc
trigu chiimg hodc thudc chy van beta: tac dyng ngan dang hit trd nén kém hiéu qua hodc bénh
nh&n can hit nhiéu thubc chd vén beta; téc dung ngan hon binh thudng, thi ddy co thé 13
nhirng dau hidu cho thay tinh trang bénh x&u di. Trong truédng hop nay, cin danh gid Iai tinh
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trang cia bénh nhan déng thai véi phac db didu tf COPD. Khéng nén tang lidu hing ngay
cia BREZTRI AERCSPHERE vurgt qua s In:hu'férl Cao.

Tranh ding qua liéu BREZTRI AEROSPHERE va tranh két hop v cac thude chi vén
beta; tic dung kéo dal khac

Tuwong tur nhu cac logi thube hit €d chira thanh phan betas-adrenergic khac, khéng nén sir
dung BREZTRI AEROSPHERE thudémg xuyén hon tin sudt duoe khuyén cdo, khéng nén
ding lidqu cao hen khuybn cdo, hodc két hop vin cdc thube khae oo chiva LABA, do of thé gay
qua lidu. DA cb bdo cdo vh cac tac dyung khong mong mudn trén tim mach cd y nghia trén lam
sang va tor vong lién quan dén viéc st dung qua nhidu thubc cwdng glac cdm dang hit. Bénh
nhan dang s dung BREZTRI AEROSPHERE khong nén sir dyng mdt loal thude khic cd
chira LABA (vi dy: salmelerol, formoterc! fumarat, arfformoterci tartrat, indacaterol) vi bal ky
Iy do gi (xem phan Tuong idc, lvong ky cua thubc)

Nhiém ném Candida hdu hong

BREZTRI AEROSPHERE cd chira budesonid, mét ICS. Nhiém Candida athicans tai chd o
khoang migng va hau hong 08 xdy ra & nhing bénh nhan dwge didu tr] béng thudc hit qua
durdrng midng cd chiva budesonid. Khi nhiém nan, bénh nhan nén duoc didu tr bang thudc
khang nam tai chd hodc tean than (cu thé la dwdng uéng) trong khi van tidp tus s dung
BREZTRI AEROSPHERE Trong mét s& troéng hop, cln tam ngung sir dung BREZTR
AEROSPHERE, Tu vén bénh nhin sic migng bing nuds nhung khing nudl 2au khi dang
BREZTRI AEROSPHERE dé gitp gidam nguy co nhiém ném Candida hiu hong.

viem phéi

DA b bao cdo vé nhifm khudn dudng hé hip dudi, trong d6 co viém phéi, sau khi s dung
corlicosteroid dang hit. Cac béc s7 nén canh gidc voi su phat trién viem phdi oo thé xdy ra &
bé&nh nhan COPD do cac dac digm 1am sang cla viém phdi va cac con kich phat thuémng tring
l&p v nhau,

Trong mot thir nghiém kéo dai 52 tudn trén cac bénh nhan méc COPD (n = 8528), 1y 6 méc
mén vidgm phdi duere xde nhdn 18 4, 2% & nhom BREZTRI AEROSPHERE 320 meg/18 meg/9,6
meg (n = 2144), 3,5% 481 v&i budesonid, glycopyrrolat va formoterol fumarat [BGF MDI 160
meg!18 meg/8,6 meg) (n = 2124), 2,3% a4i v&i GFF MDI 18 meg /9.6 meg (n = 2125) va 4, 5%
ddi véri BFF MDI 320 meg/S.6 meg (n = 2136).

Cac trudmg hop I vong do viém phdl xdy ra & 2 bénh nhén dung BGF MDI 1680 mcg/18
mca/9,6 meg, 3 bénh nhin ding GFF MDI 18 meg/9,8 meg va khéng cé trurdmg hop nao voi
bénh nhin ding BREZTRI AEROSPHERE 320 meg/18 meg/9 8 meg
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Trong mét thi nghiém kéo dai 24 fusn trén cac bénh nhan mac COPD (n = 1896), 1y & méc
mdi viém phéi dugc xac nhan 1a 1,.9% i véi BREZTRI AEROSPHERE 320 mcg/18 meg/8 6
meg (n = 638), 1.6% dbi vén glycopyrrolat va formoterol fumarat [GFF MDI 18 mog/8.6 mcg)
{n = 625) va 1,9% ddi vé&i budesonid va formoterol fumarat [BFF MDI 320 meg/® .6 meg] (n =
320). Khéng cd truding hop tir vong do viém phdi trong nghién ciu,

Ure ché mién dich va nguy co nhidm khudn

Bénh nhan dang sir dung thube (e ché mién dich cb thé dé bj nhiém khudn hon nhimg ngueai
khie manh. Vi dy, thiy déu va bénh sdi cd thé cb didn tién nghidém trgng hon hodc tham chi
gay tr vong & tré em hodc ngudi ién man cdm khi s&r dung corticosteroid. &f nhimg tré em
hod@ic ngudl I6n chira timg mac cac bénh nay hodc chua dugs 1iém phéng day a0, can dac
bigt Iru § dé tranh phoi nhifm, Chira xdc dinh duere dnh hudng cda liéu lugng, duing ding
va thén gian ding thube dén nguy cor khdt phat mat dot nhiém tring Jan 1éa, Bénh Iy nén
vaihodc viéc sl dung corticostercid trude d6 ¢ dnh hudng nhw thé naoe d&n nguy o cling
chua dugo lam sang 16, Néu bénh nhan bi phoi nhidm thiy dau, cb thé chi dinh didu tr dur
phang bang immunogiobulin varicella zoster (VZIG). Néu bi phoi nhiém sdi, co thé chl dinh
diéu trj dy phéng bang immunoglabulin (IG) tiém bip (xem t& hwéng din sl dung twomg Gng
dé biét gy dl thong tin ké don cla VZIG va 1G), Néu xuét hién thiy ddu, co thé can nhic
diéu tr] bng thudc khang vi rit.

ICS can dwgc sir dung thén trong & nhirng bénh nhién méc bénh lao phdi thé tién trién hodc
tiém an; nhiém ndm, vi khudn, vi rit hodc ky sinh ring toan than khéng dugc didu tri; hodc
nhidm herpes simplex & mat

Chuyén déi thudc cho bénh nhén dang dang corticoid tac dung toan than
e ché truc HPAJ hrong th

Can dac bigt chu y dén nhirng bénh nhan chuyén i corticostercid tc dung toan than sang
ICS do céc treérng hop il vong do suy thueng than d5 xdy ra & bénh nhan trong va sau khi
chuyén tir corticosteroid toan than sang ICS ¢ téc dung todn than it hon. Sau khi nging s&
dung corticosteroid todn than, cn mot val thang dé phuc hdi chire nang viing dudi ddi-tuyén
yeér=thwong than (HPA).

Nhing bénh nhén trude db durge diéu trj duy i ding prednison tir 20 mg trd I&n hang ngay
{hodic ham lwgng twong duong) cd nguy oo cac nhat, dac biét khi bénh nhan da ngling
corticosteroid tac dung todn than gén nhur hoan toan. Trong thiv gian truc HPA bl Oc ché,
bénh nhan oo thé xual hién cac ddu higu va tridu chirng cla suy thuong thn khi bi chén
thuwong. phau thugt hodc nhiém khudn (dac bist |a viém da day rubt) hodc céc finh trang khac
lién quan d&n mét dign gidi nghiém trong. Méc di BREZTRI AERCSPHERE cé thé gitp kidm

5



https://trungtamthuoc.com/

sodt cac triéu chirng COPD nhung & ldu khuyén céo thube tao ra lireng glucocorticoid todn
thén it hon so véi lirong sinh 1y binh thurdmg va kihbing cung cap legng mineralocorticoid cd
hoat tinh cAn thiét @& Gng phd véi nhivng trwémg hop clp tinh trén,

Trong truéng hop stress hodc com kich phat COPD nédng, can huéng dan bénh nhan d3
ngirng sl dung corticosteroid tae dung todn than ding lai corticosteraid dudng udng (va lidu
Iém) ngay 1p tirc va lién hé véi bac sT 88 dugc hudng din thém. Nhimg bénh nhén nay cing
nén duroe hudmg dén mang theo mit thé canh bao vé vide ho cin bd sung corticosteroid todn
than trong thod gian stress hoac cac con kich phat COPD nang.

Bénh nhan cin dung corticostaroid dudng ubng nén gidm din vide sir dung corticosteraid
toan than, sau khi chuyén sang BREZTRI AEROSPHERE. Gidm daén predniscn bang cach
gidm ligu hang ngay cla prednison xuong 2,5 mg trong 1 tudn trong khi van dang diéu trj bang
BREZTRI AEROSPHERE. Chirc ndng phdi (thé tich thé ra gdng sirc trong gidy dhu tién
[FEV,] hodic lru lromg dinh thé ra budi sang [PEF]), vige st dung thube chil van béta v cac
irigu chimg COPD nén dugc theo dbi cén than trong thivl gian ngirng st dung coricosteroid
durdmg udng. Ngoai ra, bénh nhén cén duge theo dbi cdc ddu hidu va triéu chimg cla suy
thugng thén, nhu mét mai, ué odi, suy nhuoc, budn ndn va non, ha huyét ap.

Tai ph di U o da kiem soat boi cordl id toan
Bé&nh nhan chuyén tir corticosteroid todn than sang BREZTRI AEROSPHERE c6 thé 14i phat

tinh trang di (mg trudie 46 8 duoc kiém soat bdi corticosteroid toan than (vi du: vigm mii,
viém ket mac, eczema, viém khop, tinh trang tang bach cau ai toan).

Hoi oh ————_—

Mt s& bénh nhan cé thé xudt hign céc tniéu chimg cai corticosteroid todn than trong thé gian
ngirng s dung corticosteroid dwiéng udng (nhu dau co vathodc khirp, mét mai, tram cam),
mac di chirc nang ho hap cia bénh nhan da dwoc duy tri hodc tham chi cai thién,

Hél chimg cwéng va e ché thweng thin

Budesonid dang hit duge hip thu vao tudn hoan chung va co thé gay tac dung toan than. Tac
dung cda budesonid trén truc HPA chua dugc quan sét thay khi ding vél li&u digu trj cla
budesanid trang BREZTRI AEROSPHERE, Tuy nhidn, vugt qué lidu khuyén cédo hodc phdi
hop véi chit (e chd Cylochrom P450 344 {CYP3A4) manh oo thé din dén rbi loan chive niing
truc HPA {(xem myc Cénh bdo vd thén trong khi ding Ihudc va muc Twong tac, tuong ky cla
thudc)

Do ICS duge hap thu dang ké véo ludn hodn chung nén bénh nhan diéu tr bang BREZTRI
AEROSPHERE can duge theo déi chat ché bat kj bdng ching nao vé tac dung toan than
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clia corticostercid. Can dac biét than trong theo dbi cdc diu higu cho thay luyén thugng than
khéng dap (g Jay a0 & bénh nhén sau phdu thudt hedc trong gial doan stress.

Cac tac dung todn than cika corticosteroid, nhur curding v thurgrng than va e ché tuyen thuong
thin (bao gbm cd con suy thuong than dot ngdl) cd thé xust hidn & mat sé it bénh nhan nhay
cdm vir cde tde dung ndy, N&u nhirng tac dung trén xdy ra, can co bién phap xr tri phi hop
trong truéng hop can thigt,

Tworng tac thubc véi thude e ché Cytochrom P450 3A4 manh

Thén trong khi phéi hop BREZTRI AEROSPHERE 18U déi véri ketoconazol va cac thube e
che CYP3A4 manh khéc (nhwr ntonavir, atazanavir, clarithromycin, indinavir, itraconazol,
nefazodon, nelfinavir, saquinavir, telithromycin) do cé thé xdy ra tis dung bat lo lién quan ddn
sy tang néng d6 budesenid todn than (xem muc Tuong téc, tuwng ky cia thude va myc Bdc
tinh due déng hoc).

Co that phé quin nghjch thudng

Ciing nhur cac ir] ligu duéng hit khac khac, BREZTR| AEROSPHERE cd thé g8y co that phé
guan nghich thudng, cd thé de doa tinh mang. Néu xdy ra tinh trang ndy sau khi ding
BREZTRI AEROSPHERE, bénh nhan cin diku ti ngay bing thube gian phé quan tac dyng
ngan, dang hit; ngirmng ngay BREZTRI AERDSPHERE va st dyng thubc khdc thay thé

Phan irng qua mén bao gém sbéc phan v

B4 co bao cdo phan rng qua man cap tinh xdy ra sau khi ding budesonid, glycopyrralat hodc
formoterol fumarat - céc thanh phén cia BREZTRI AEROSPHERE Néu xdy ra cac dau hidu
cia phan (g di img, d8c biét, phi mach (bao gdm khd thdr hodic khé nudt, sung ludi, moi va
mét), may day hodic phat ban, nén nglmg ngay BREZTRI AEROSPHERE va can nhac thude
thay thé (xem myc Chong chi dinh).

Tac dyng trén tim mach

Gibng nhur cae thube chi vin beta: khac, formoterol fumarat co thé gy ra cac dnh hwdmg
tré&n tim mach cd y nghta trén lam sang & mot 8 bénh nhan bao gbm géy tang nhip tim, huyét
&p tAm thu hodc 1am truong, loan nhip im, nhwr nhip nhanh trén that va ngoai tam thu {xem
myc Egc linfi dups e hoc)

MNéu xuat hign nhimg téc dyng ngoai ¥ trén, cd the ngung ding BREZTRI AEROSPHERE.
Mgodi ra, cac thubc chi van beta ciing d3 dugc bdo cdo gay ra nhimg thay di trén dién tam
dd, nhir tao ra song T det, kéo dai khodng QTc va doan ST chénh xudng, di chira biét rd ¥
nghia 1am sang cia nhirng phat hién ndy. Do 46, cn than trong khi dung BREZTRI
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AEROSPHERE cho bénh nhan cb cac rdl loan tim mach, déc bigt I8 suy mach vanh, rdi loan
nhip tim va @ng huyét 4p.

Giam mat dd xwomg

Giam mat dg xwong (BMD) d& dugc ghi nhan khi sir dung déi han cac thudc ¢o chira ICS. Y
nghfa lam séng cia nhirng thay doi nhd trong BMD lién quan dén hau qua 1au dai nhu gay
xwrong hién chuwa durge biet rd. Bé&nh nhén cd cac yéu 16 nguy co chinh lam gidm ham lveng
khoang chat trong xwong, nhu bat ddng I3u ngay, tién =i gia dinh bi lofing xwong, phu nir
sau man kinh, hit thude 13, tudi cao, ché a5 dinh dudng kém hode sir dung dai han cac logi
thube ob thé lam gidm khdi lwong xrong (vi dy: thube chiing co glat, corticosteroid dudng
ubng) cén duge theo ddi va digu trj phi hop. Do bénh nhan COPD thudng cé nhidu yéu th
nguy co lam gidm BMD nén danh gia BMD tredc khi bdt diu s dung BREZTRI
AEROSPHERE v dinh ki sau d6. Néu BMD gidm dang ké va BREZTRI AEROSPHERE vin
i& thubc quan trong 48 diéu trj COPD cua bénh nhan 86, thi cdn can nhic ky viéc sU' dung
thubc diéu tri hodc ngan ngira lodng xwong.

Trong mét thir nghiém kéo dal 24 tudn va théd gian theo déi 36 an todn kéo dai thém 28 tulin,
anh hwéng cua BREZTRI AEROSPHERE 320¢18/9,6 mcg va GFF MDI 18/,6 meg 1&n chi so
BMD da duwoc dénh gia trén mdt nhém nhd b&nh nhan COPD. Vigo danh gia BMD dugc thue
hién tai thévi didém ban dau va sau 52 tudn bang cach si dung phuong phap do hap thy tia X
nang lugng kép (DEXA). Phén trdm thay dbi trung binh cha BMD so vini ban déu la -0, 1% ddi
vé&i BREZTRI AEROSPHERE 320/18/9,6 meg va 0 4% ddi vén GFF MDI 18/9,8 mcg (xem muc
Céc nghién ciru 18m séng).

Tang nhin ap va duc thiy tinh thé, ting nhan ap goc khép dién tién nang

B8 co bao cdo vé bénh tAng nhin 4p, gia tng Ap lc bén trong mat va duc thuy tinh thé trén
b&nh nhén COPD sau khi sir dung dai han ICS hodc khi sl diung céc thude khdng cholinergic
dang hit Than trong khi st dung BREZTRI AEROSPHERE & nhimg bénh nhén bj bénh
glaucom goc ddng. Béc sT ké don va bénh nhan cin cdnh gide vé cdc dau higu va tridu ching
cia bénh glaucom géc dong cép tinh (vi du, dau hode khé chiu & mat, nhin mé, quing sang
hogc hinh @nh nhiéu mau lién quan dén mat 46 do sung huydt két mac va phi gide mac)
Hudng din bénh nhan trac dbi wéi bac sT ngay 18p e néu cb bat ky ddu hidu hodc trigu
chirng néo nhu trén. Néu bénh nhan co cac Iriéu ching & mat hodc st dung BREZTRI
AEROSPHERE lau dai, nén cén nhic xin tr van cla bac sT nhan khoa

M6t thir nghiém kéo dai 52 tuan danh gia BREZTRI AEROSPHERE 320/18/8,6 meg, GFF
MDY 18/9,6 meg va BFF MDI 320/2,6 mcg trén nhing bénh nhin COPD cho thdy, ty 1& duc
thiy tinh thé dao djng tir 0,7% dén 1.0% & cac nhém.
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Tinh trang bi tidu dién tién nang

Tuwong tv nhu 131 ¢ cac thude khang cholinergic, cin than trong khi sir dung BREZTRI
AEROSPHERE trén nhimg bénh nhan bj bi tidu. Bac si va bénh nhan nén canh gide vé cac
délu higu va tnéu chirng cia phl dai tuyén tién gt hodc tie nghan o bang quang (vi du: khd
tidu, tidqu budt), dac biét & nhimg b&nh nhin §3 b phi dai tuyén tién 18t hodc tAc nghén cb
bang quang Huwdng dan bénh nhan tham kha&o ¥ kidn béc s7 ngay khi cd baét ky dau hidu hodc
triéu chirng nhu vy

Cac bénh mac kem

Twong ty nhu t4l cé céc thube chira amin cirdmg giao cém, cén thén trong khi s dung
BREZTRI AEROSPHERE & nhirng bé&nh nh&n bj céc rdl logan co gidt hodo nhigm ddc gidp va
nhirng ngudi co phan dng bdt thudng vl cac amin cundng giae cdm.  Khi tigm {Tnh mach
albuterol, mdt thude chii van thy thé beta; khac trong nhom, da lam bénh tiéu dudmng tram
trang hom vé tang bign chirng nhigm ceton

Ha kall mau va ting dwéng huyét

Thube chil van bela-adrenergic cd the gay ha kali mau dang ké trén mdt s6 bénh nhan, ed tha
théng qua shunt ndi bdo gdy ra cac tdc dung bét ki trén tim mach, Ha kali huy&t thuémg
thoang qua. khéng can bd sung Cdc thudc chi vén betas co thé lam ting dudng huyét thoang
qua & mit sb bénh nhan

Déi twrong bénh nhan ddc bigt

Tré am

BREZTRI AERQOSPHERE khdng duwgt chi dinh cho tré em. Tinh an loan va hiéu qua cia
BREZTRI AEROSPHERE trén bénh nhan nhi chura duwgre chirng minh,

MNauwdi cao tudi

Dyra trén cac dir lidu hién cd, khdng céan chinh lidu BREZTRI AEROSPHERE trén bé&nh nhan
cao ludi, tuy nhién khéng the loai trir mét 86 bénh nhan cao tudi nhay cam vai thudc.

Trong thir nghigém 1 va 2, 1an luot 1100 d8i tuong va 343 ddi tuong tir 85 tudi trdr 1én duoc
st dyng BREZTRI AERQSPHERE 320 meg/18 meg/9.8 meg hal lan mbi ngay. Trang ca hal
thir nghiém, chura ghi nhin s khac bigt tong the ve tinh an toan hodc hiéu gua gidra doi firgng
ndy va dbi twong ré tudi hon,

Enh nhan s an

Chira 6 nghién ciru chinh thire vé dwoe ding hoc BREZTRI AEROSPHERE trén bénh nhén
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suy gan Tuy nhign, do budesonid va formoteral fumarat chi yéu duoe thai tir qua chuyén
héa & gan, chirc néng gan suy gidm oo thé din dén tich Iy budesonid va formoterol fumarat
trong huyét twong. Do vy, bénh nhan b bénh iy gan ndng can duoc theo dbi chat ché

Bénh nhan suy than

Chura o nghign ciru chinh thirc vé duge dang hoc BREZTRI AERQSPHERE trén bénh nhan
suy thén. Tuy nhigén, & bénh nhan suy than ndng (49 thanh thai creatinin < 30 mLiphit1,73
m’) hodic bénh thin giai doan cudi can lge mau, chi nén sl dung BREZTRI AERQSPHERE
néu lon ich vt trbi nguy co (xem muc £dc nh duoe ddng hoc),

S DUNG THUOC CHO PHU N CO THAI VA CHO CON BU
Phy nir cd thai
Téng quan vé nguy oo

Chura c6 cac nghién ciru day a0 va duoc kidm sost 16t trén ddi teong phu nir co thai =t dung
BREZTRI AEROSPHERE hodc v hal trong sd céc thanh phan riéng 18 cia thubc,
glycopyrrolat hodc formoterel fumaral, d& cung cap théng tin vé nguy oo co én quan dén
thuds; tuy nhign, higén 43 ca nghién clu v thanh phin khac 1a budesonic

Trong cac nghén ciru w& khad nang sinh sdn tén Atng vat, budesanid ding don déc theo
dudmg dudn da, o thé gay ra céc bt thudng ve clu tric thai, géy chét phéi thai va lam gidm
cén n@ng thai nhi & chudt va thd & mire lidu trong (ng bang 0,3 va 0,75 tan fiéu hil hang
ngay tdi da duge khuyén cdo & ngudi (MRHDID), tuy nhién, khéng ghi nhan dwec nhiing tic
dyng nay & chuét ding ibu hit gip 9&n 4 130 MRHDID. Céc nghign ol vé phu nik cd thai sir
dung budesanid dang hit Jon d6c trang thal ky chira cho thay sir gia tang nguy oo bat thudng.
Kinh nghiém véi corticosteroid dudmg udng cho thdy ddng vt gam nham dé bj t4c dung gay
guéi thai khi phoi nhigm véi corticostercid hon so v ngudi.

Formoterel fumarat ding dom déc bing dudmg ubng & chubt va thd gy ra céc bat thuong vé
cu tric thal & mire lidu tuong (eng glp 1500 va 61.000 1an MRHDID. Formoterol fumarat
cling cb tAc dung gy chét phai thai, 1am tang ty 1& mat con khi sinh vé trong théi ky cho con
ba, va gidm trong lwong con & chudt vérd [u gap 110 ién MRHDID. Nhimg téc dung ngoai v
thurdng xdy ra vii lidu gép nhidu 1dn MRHDID khi ding formoterol fumarat bang duémg uéng
da dat nbng 45 todn than cao, Khing cb bét thudng vé cu tric thal, gay chét phéi thal hodc
phat tridn & nhing con chudt nhan lidu hit 1&n dén 350 140 MRHDID,

Glycopyrrolat ding don d4c theo dudmg dudd da & chudt va thd, khng gay ra bat thutmg ve
cau truc thai hodc dnh hudng dén sy sbng cla bao thal & mire ligu tuong Ung gap khodng
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2700 va 5400 ian MRHDID. Glycopyrrolat khing dnh hudng dén si phat trién thé chit, chirc
nang va hanh vi cda chudt con & mic u gap dén 2700 &n MRHDID

Chua wée tinh duroc nguy co ban diu cla cac di 141 bAm sinh ndng va say thai doi vai phy
nir mang thal dugre chi dinh ding thude. Tal Hoa Ky, wde tinh nguy co ban dau xdy ra cac di
t&l bam sinh ndng va sy thai trong cac thal ki 43 duoe ghi nhén 1am sang tuong omg 1§ 2-
4% va 15-20%,

Céan nhac vé méat |dm sang

Chuyén da hodc sinh con: Chua et nghign ciru duge kiém soat 14t trén ngudi nhdm danh gia
tac ding clia BREZTRI AEROSPHERE d6i véi chuyén da sinh non hodic khéi phat chuydn
da. Do kha ning tre ché co that 10 cung cda céc thude chd van beta, chi st dung BREZTRI
AEROSPHERE trong khi chuyén da & nhitng bénh nhén khi loi ich rd rang nhidu hon nguy
oy,

Dir |ndu
D il tréin ngudi

Cac nghién civu trén phy nir co thal khéng cho thay budesonid dang hit 1am tang nguy co gay
ra nhirng b&t thurdmg khi dung thudc trong thal ky Két qud tir mal nghidn cou dodn hé tign
ciru cb cir mBu Iém. trong do bao gom khodng 99% cac trudmg hop mang thal trong gial doan
1995-1887 Iir ba hé thing s8 bd cia Thyy Bién (Hé thdng quan Iy khal sinh cla Thuy Bén;
hé thdng quan 1§ di 1§t bam sinh; hé thing quan Iy tim mach iré am) cho thiy khéng ot sy gla
tang nguy co dj tal bdm sinh khi st dung budesonid dang hit trong théi ky Gau mang thal, Mot
nghién clu khac vé di t4 bdm sinh diroc lign hanh vao ndm 2014 & tré so sinh b me sl
dung budesonid dang hit 3& diéu tri hen phé quan trong théi k 34u mang thai (thwémna khodng
10-12 tudn sau kj kinh nguyét cudi) - thér ki ma héu hét cac dj tat co quan Ién xdy ra. Theo
6, 1y 1& di 141 bam sinh trong nghign ciru duge ghi nhéin trong duang so vii ty 18 di tat bim
ginh cla qudn thé chung (lwong Ong & 2,8% so vii 3,5%). Ngoadl ra, sau khi si dyng
budesonid dang hit, s tré sinh ra cd khe hd ving miéng-mat tirong dbng vii sb tré ¢ di 14t
nay dy ki#n trong quan thé binh thurdeng (teong Ong (4 4 tré so vii 3,3).

Nhirng dil fiéu nay d& duoc sir dyng trong mil nghién cdeu thir hai. ning téng sb tré so sinh
cd me ding v&i budesenid dang hit 1én 2534, Trong nghién clru ndy, ty 18 xdy ra d| t4t bim
sinh trong 86 ré cd me s dung vén budesonid dang hit trong tha ki d4u mang thai khéng
khac bigt so voi ty 18 ndy & tAt cd tré so sinh cing tha ky (3,6%)

D ligw trén dong vaf
Budesonid
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Trong mat nghién ciru vé khi ndng thu thai va sinh sén, chudt due durgc tigm dudi da trong
8 tudn va chudt céi trong 2 tudn trudre khi két 31 va trong subt thivl ky giao phdi. Chudt
dirgre fiém bé sung cho dén khi cai stra cho chudt con. Budesonid |@m gidm kha nang séng
cla thal trudre khi sinh va khid nang sdng duge cia con tai than diém sinh va trong thii k§ bu
me, cing vir sy gidm can nang tang thém & chudt me, vii Iéu bang 0.3 Ian MRHDID (tinh
theo meg/m?® v lidu tiém dudl da & chutt me tir 20 meg/kaingdy trd 1én). Chira ghi nhan téc
dung nhw trén & liéu 0,08 lan MRHDID (tinh theo moeg/m?® vl ligu tém dudi da & chudt me 13
5 meg/kgingay),

MGt nghién ciru vé sur phat trién phoi thai cla thé mang thal duoc ding thubc trong gial doan
hinh thanh co quan K ngay thai thir 6 d&n ngay 18, budesonid gay mat thai, gidm trong lvong
thal vé bal thudng vé xuong voi ligu 0,75 tan MRHDID (tinh theo meg/m® vén lidu tiém dudi
da & chudt me la 25 mog/kg/ngay). Trong mét nahién cdu vé sy phat tridn phil thai cda chudt
mang thai dwoc dung thude trong giai doan hinh thanh cor quan tir ngay thai thir & ddn ngay
15, budesonid giy ra cac tac dung bat It tuong tyr ddi vér thal nihi véd lldu gép khodng 8 an
MRHDID (tinh theo meg/m? v lidu lidm dudi da & chudt me |14 500 meg/kg/ngady). Trong mét
nghién ciru khac vé sur phal trién phdl thai cia chudt mang thai, khang ghi nhdn su bit thudmg
vé ciu troc thal hodc gay chét phéi thal & u gdp 4 lhn MEHDID (tinh theo meg/m? v libu
ding theo duréng hit thi da & chuft me 14 250 mog/a/ngay)

Trong mit nghign clu ve sir phat trién trong va sau thai kj. khi chudt el dung budesonid tir
ngay mang thai thir 15 dén ngdy thi' 21 sau sinh, cho thay budesonid khang anh hudng 3&n
gua trinh sinh nd, nhung co dnh hudng dén su tang trurdng va phat tridn clda con. Ty 18 sbng
clia con giém va gidm trong lwrong co thé trung binh cla can sbng khi sinh va irong thér ky
bd me & Iéu tr 0,3 [an MRHDID trd trén (tinh theo mog/m? v lidu tiém dudi da & chudt me
tir 20 megikgingdy trdr 18n). Nhimg phat hién nay dwoe ghi nhin khi gay dbc tinh & chudt me.

Formoterol Fumarat

Trong mt nghién ciru w& khd ndng thu thai va sinh sdn, chudl duc duge cho ding thude theo
durdng udng trong It nhat 8 tudn va chudt cal frong 2 tudn trudre khi két 901 va trong sudt then
ky giao phi. Chudt cai dwoc ding thém thude tir ngay mang thai thir 19 hodc cho dén khi cai
sira. Con dye duge ding thudc tl da 25 tudn. Thoat vi rin duge ghi nhan & baao thal chubt
khi diing ligu uéng gép 1500 l&n MRHDID (tinh theo megém? véi liéu udng & chudt me tir 3000
micg/kgingdy trér 1&n). Tat hém ngdn duoc ghi nhin & bao thal chudt khi ding ibu gdp 8000
i&n MRHDID (tinh thea meg/m? v igu wdng & chudt me | 15000 mog/ko/ngay). Thai ky bi
kéo dai khi ding li&u gap 8000 Idn MRHDID (tinh theo meg/m? vai lidu ubng & chudt me &
15000 mogkg/ngdy). Chét bao thai va chudl con xdy ra voi fidu xép xi tr 1500 En MRHDID
trer I&n {linh theo meg/m? van ligu ubng tir 3000 megfkgingay trd 1&n) trong thén ky mang thai
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Trong mit nghién clu vé sir phat tridn phai thai & chudl mang thai duge ding thude trong
gial doan hinh thanh co quan Wr ngay thai thir 8 dén ngay 15, khéng ghi nhan su bit thudmg
vé clu tric thal, gy chét phéi thal hodc dnh hurdng dén sur phat trign ¢ lidu 1En d4n 350 1An
MRHDID (tinh theo megim® woi idu ding theo dwéng hit & chudt me &n dén 680
megikgingay).

Trong mit nghién clru vé sy phat trién phéi thai & thd mang thai duere ding thube trong glai
doan hinh thanh co quan tir ngay thai thir & dén ngay 18, u nang dudi bao clda gan & bao thai
durore ghi nhiin khi ding éu gép 51000 18n MRHDID (tinh theo mea/m® véd libu ubng & chubt
me |& 80000 meg/kg/ngéy). Khong ghi nhan trudmg hop qual thal nao vir libu gap 3500 140
MRHDID (tinh theo mog/m?® véi ligu wong & chudt me 1&n d&n 3500 mogfugyngay)

Trong mit nghién clu vé sy phat tridn tride va sau khi sinh, chudl e mang thal dugc ubng
farmotercl véi lidu 0, 210, 840 va 3400 meo/kgingdy ké o ngdy mang thal thd 8 (hoan thanh
qua trinh Em 16 cda phai thai) cho dén théd ky cho con bl, Ty 1& sbng s6t cia chubt con gidm
tir khi sinh dén ngay 28 sau sinh khi ding lidu gép 0 110 1&n MRHDID trd 18n (finh theo
megim? wii igu ubng & chudt me 14 tir 210 meg/'kgingay rd [8n), méic di chwa cb bang chimg
vé moi quan hé gitra by lirgng va d4p (ing. Khang ghi nhian duge céc tic dung cla thubc
Wen phdt trién thé chal, choc ndng va hanh vi & chudt con

Giycopyrrolal

Trong mot nghién ciru vl sur phat tridn phél thai & chudt mang thai dugs ding thube treng
giai doan hinh thanh co quan tr ngdy thai thir 6 3&n ngay 17, glycopymalal khéng giy ra cac
bat thudng vé chu tric thal hodc dnh hwdng dén kha nang sdng sét cua thai nhi tuy nhién
trong Iwrgmg cor thé coa thai nhi giam nhe khi xudt hign ddc tinh & me véi ligu thi' nghiém cao
nhéat gap 2700 lan MRHDID (tinh theo meg/m® v lidu tidm dudi da & chudt me & 10000
megikg/ngay). Trong lwong co thé thai nhi khéng bl nh hudng khi ding liéu 1&n 3&n 270 18n
MRHDID (tinh theo meg/m? v ligu tidm dudi da & ehudt me 1&n dén 1000 mog/kgingay). Boc
tinh xdy ra & chuft me duge ghi nhan véi libu glp tir 270 13n MRHDID trd 1n (tinh theo
megim® v lieu figém dudi da & chudt me tlr 1000 meg/kg/ngay trdr 1&n),

Trong mit nghién ciru vé& sy phat tién phéi thal & thd mang thal duge ding thubc trong gial
doan hinh thanh co quan tir ngay thai thir 6 dén ngay 18. glycopyriolat khing gay ra céc bét
thurdrng v cau trie hodic dnh hudng dén sur sdng 86t cda thal nhi tuy nhién, trong lvong co
thé ciia thai nhi gidm nhe khi xudt hién dic tinh & me wéi Idu thir nghiém cao nhét gép 5400
l&n MRHDID (linh theo megim? véi lidu tigm dudi da & chudt me 13 10000 megika/ngay) Trong
lrgrng oo thé thal nhi khéng b dnh hudmng véi idu 16n dén 540 1&n MRHDID (tinh theo mogim?
vir lidqu hém dudi da & chudt me ién dén 1000 mca/kgingay). Bdc tinh xdy ra & chudt me
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durc ghi nhan v lidu gap tir 540 An MRHDID tré 1&n (tinh theo megim? vai lidu tigm dudi
da o chudt me @ tir 1000 meghkg/ngay trer I8n).

Trong mot nghign clru vé sy phat trién trwde v sau khi sinh, chudt cai mang thai duoc sir
dung glycopymolat véi liéu 100, 1000 va 10000 meg/kg/ngay tir ngay mang thai thir 6 cho dén
thél ky cha con bl Sy tang trong legng cor thd chudt con tir khi sinh cho dén thiv ki bd me
bi giam nhe khi ding lieu gap 2700 lan MRHDID {tinh theo mcg/m® vii lidu liém dudi da &
chudt me la 10000 meg/kg/ngay). tuy nhién, sy ting trong lwrong cda chudt con khéng bi dnh
huwémg sau khi cai sira. Khéing ghi nhan duoc cac anh hudng lién quan dén thube didu i) 1&n
sir phat trién thé chit, chire ndng va hanh vi & chudl con vl idu lén dén 2700 14n MRHDID
{tinh theo meg/m?® vivi lidu tigm dwdi da & chudt me lén dén 10000 mogkgingdy). Bac tinh xdy
ra & chudt me duge ghi nhan i ngay thai thir 6 dén ngay thir 18 win lidu gip to 270 n
MRHDID trér [én (tinh theo mag/m? vén lidu tidm dudid da é& chudt me tir 1000 megikgingay trd
b&n).

Theri ky cho con bu

Téng guan nguy co

Hién chua cd dif lWbu vé dnh hudng cia BREZTRI AEROSPHERE, budescnid, glycopyrrolat,
hodc formoterol fumaral Bn wé bl me hofic sy bal tiel sia Tuong W nhw ICS khac.
budesonid durgc bal tist qua slra me. Hign chua b dir 18u v& su cd mat cida glycopyrrolat
hodc formoters| fumarat trong stra me. Formoteral fumaral va glycopyrralat dugc phat hign
trong huyét wwong clia chuét con bi siva cda me eé ding thude. Lot ich vé phal trién va sirg
khée clha viéc bu me cin duge cln nhic véi nhu clu didu tr cla nguidl me bing BREZTRI
AEROSPHERE va céc tic dung khiing mong mudn tiém tang d4i véd tré bo me lién quan dén
BREZTRI AEROSPHERE hodc lién quan dén bénh Iy nén clia ngudi me.

Dr li8u
DiF Néu trén negud

D liéu trén nguéi sir dung budesonid qua dng hit bt khi cha thay tdng lidu ubng héng ngay
clia budesonid dugrc phat hién trong sira me cho tré so sinh bl xa&p xi 0,3% dén 1% ligu ma
ngurti me hit vao. B6i vei BREZTRI AEROSPHERE, 1y 18 phan iram lidy budesonid cb trong
slra me cho Iré so sinh bl 8o vai thng lidu ngudi me sir dung, clng trong by,

Hién chura oo dir ligu trén ngurdl cua formotercl hodic glycopyrolat.
O héu trén ddng vt

Trong nghién ctu vé kha ndng thy thai va sinh sdn & chubt, ndng g8 formoterol trong huydt
twong duge do & chudt con vao ngay thir 15 gau sinh. U'de tinh ndng 85 18 da cla thube
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trang huydt twong mé chudt con nhan durgre tr chudt me khi chudt me dugc ding Féu cao
nhat 15 ma'kg, sau dé cho con b, la 4.4% (0.24 nmollL eho mat Kra chudl con so v 55
nmaol/L cho chudt me),

Trong nghién ciru v& dde tinh 18n khd ndng sinh sdn va phat trién & chudt, nbing 4
glycopyrrolat trong huyét tuomg duge do & chudt con vao ngdy thir 4 sau sinh. Nbng d6 16i
da & chuft con & 6% so vén libu & chudt me 14 10 mg/kgingay (ndng dé cla thubc trong huyét
turong chudt con la 98 ng/ml vao 1 gi&r sau khi ding thute tuong tmg véi nbng g6 cda thudc
treng huyet turong chudt me 12 1610 ng/ml véo 0.5 gitr sau khi ding thude),

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

BREZTRI AEROSPHERE khéng co hodc dnh hudng khang ddng ké dén khi nang 140 xe va
vin hanh may mbe. Tuy nhign, chdng mat ld mét tac dung phu khédng phid bidn cén duoe vy
¥ khi l4i xe hodic van hanh may mdo

TUONG TAC, TUONG KY CUA THUAC

Chira cd nghién oty chinh thie ndo wve twong tac thube thue hign trdn BREZTRI
AEROSPHERE.

Thube tre chi Cytochrom P450 3A4

Can durdmg chuyén hia chinh el céc corticostercid, bao obm cd budesanid - mit thanh phan
clia BREZTRI AEROSPHERE, 1a thang qua Cytochrom P40 isoenzym 344 (CYP3A4). Sau
khi s dyng ketoconazol dwdmng ubng, mat thudc e ché CYP3A4 manh, nong 46 budesonid
trung binh trong huyét tweng sau khi ding theo dudng udng tang Mn, Sir dyrg déng the ven
thube (e ché CYP3A4 ob thé gy Oc ché chuyén hoa va |am tng ndng 48 budesonid trong
co thé. Can than trong khi s dung dbng thér BREZTRI AEROSPHERE vén keloconazol va
cac thubc (e ché CYP3A4 manh khac (vi dy. ritonavir, atazanavir, clarithromysin, indinavir,
itraconazaol, nefazodon, nelfinavir, saquinavir, telithromycin} (xem myc Cdnh bao va Ihin
trong khi dimng thude).

Thude kich thich hé adrenergic

Than trong khi b sung cde thube kich thich hé adrenergic theo bdt ki dudng ding nao do
tac dung cwong giao cam cla formateral, mat thanh phan cla BREZTRI AEROSPHERE, cb
thé 1ang l&n (xem muc Cdnh bao va than trong ki ding theoc).

Dén xuat xanthin, steroid hodc thude lgi tiéu

Sir dung dbng thol viri cac din xudt xanthin, steroid hodc thude Igi téu co thé 1dm 1Eng tac
dung ha kall mau cla cdc thube chil vin betas-adrenergic nhur formoterol, mét thanh phin
cla BREZTRI AEROSPHERE.
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Thube Igi tidu khéng gilr kali

Tac dung ha kah mau vamhodc thay dbi dién t3m b do ding thudc lpi tiéu khéng gilr kali (nhw
thudc Ion tidu quai hodc Igi fidu nham thiazid) cd thé tré nén tram trong khi ding déng thes
thudc chi van betas, dac bist khi sl dyung thude chi van beta; vwot qua ldu khuyén cao

Thuéc e ché monoamine axidase, thude chéng trAm cam ba vong, thubc kéo dai QTe

Tuong ty cac thube chi vén beta; khéc, nén dac biét than trong khi ding BREZTRI
AEROSPHERE cho bénh nhén dang diéu trj biing cac thudc t'e ché monoamineg oxidase hodc
thude ching trdm cdm ba vang hodc céc thude kéo dal khodng QTc do téc dung cda thude
chil v&n adrenergic trén h& tim mach ¢4 thé bi tang 1&n béi cac thudc nay. Thubc gay kéo dal
khodng QTe cd thd lam tEng nguy co logn nhip thét

Thudc chen thy thé beta-adrenergic

Thubc géi khang thu thé beta-adrenargic (thudc chen beta) va BREZTRI AEROSPHERE cb
thé cdn trd téc dung cla nhau khi sir dung déng théi. Thude chen beta khéng chi ngin chan
tac dyng dieu trj cda thuoc chl vin beta: ma cén co thé gay co that phé qudn nghigm trong &
bénh nhan COPD. Do d4, bénh nhan COPD théng thudng khdng nén sbr dung thuts chen
beta, Tuy nhién, trong mét s0 trudng hop nhat dinh, nhu dy phéng sau nhdd mau oo tim, chua
cd lra chon thay thé nao khac thay cho thudc chen beta & bénh nhan COPD. Trong tinh
huding nay, co the can nhac lva chon céac thudc chen beta tac dung chon loc trén tim va cln
duge sir dung than lrgng

Thubc khang cholinergic

Cé kha nang xdy ra twong tac higp dong khi st dyng dbng théi cae thude khang cholinergic
Do dd, tranh ding dong théd BREZTRI AEROSPHERE véi cac thube khac cling chira thanh
phén cé tac dung khang cholinergic, do co thé din dén gia tang tac dung ngoal ¥ (xem phin
Cdnh bao va than trong khi ding thudc va Tac dung khdng mong mudn cda hube),

TAC DUNG KHONG MONG MUON CUA THUGC
Tém tat dir ligu vé tinh an toan

Dir lidu tinh an todn lign quan 8&n cac téc dung cia nhom corticostercid, tac dung khang
cholinergic va kich thich Be-adrenergic lién quan dén cac thanh phan riéng I& trong phél hep.
Cac tac dyng ngoai y duore bao cdo phd bién nhat & bénh nhan ding thude nay 14 viém phéi
(4.6%:), dau dAu (2,7%) va nhilm ring dudmg tiél nigu (2. 7%).

Bing danh siach céc tic dung ngoal y

Danh sach cac tdc dung ngoal y trong bang cén clr trén dif lidu vé& san phdm tr cac thir
nghiém [Em sang va tlr cac nghign clru trén cac thanh phan riéng lé.
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Tén sult clia céc tac dyng dugc xéc dinh theo guy wie sau; rat thudng gap (21/10); thutng
gép (21100 dén <1/10); it gap (21/1000 dén <1/100); hiém gép (21/10000 dén <1/1.000); r&l

hiem gap (<1/10000) va chua biét (chira wée lvgng duoe dua vao di b
Bang 1: Géc tac dyng ngoal ¥ theo tin sudt va hé co quan (SOC)

ch sén)

|Hécoquan Tac dyng ngoai y Tén sult
Nhiém khudn va loan Nhigém nam Candida viing miéng Thwémg gap
khudn | Viém phbi
R& loan hé midn dich Cuia man It gap
. e Phi mach Chura bit
Réi loan ndi tiél Céc ddu hiéu hodc triéu ching cla tac dung | Rat hiém gap
glucocorticoid todn than, vi du suy tuyén
. thugng thin
Rai jogn chuyén hda va | Tang dudmg huyst Thudmg gap
| dinly diring =
R loan tAm thén Lo iéng ' Thuéng gap
Mat ngl o |
" TrAm cam i It gdp
| Kich déng
| Bdn chén
Jotdng 00000000
| Réiloan hanhv | R&thidm gap
Réi ioan hé ihdin kinh . Bau dau — ——— Thudng gép ,
Chéng mat It gap |
...... Rw r_l'f_..___-__._-._.._-- T = E—— I
Rai foan thi rae | Nhin ma (Xem mus Cdnb bdo va than bong | Chura bigt ==
| ki ding thude)
Buc thiy tinh thé
B Glaucom /| FE——
R loan hé tim mach Banh tréng ngwe | Thudnggip |
Com dau ngLc i gap
Nhip tim nhanh
Loan nhip tim (rung nhT, nhip nhanh trén thit
v ngoai tam thu)
 Réiloan 16 ho hdp, Teng | Knan tiéng Thuéng gap
| ngye va frung § Ho
Viém hong it gap
| Co that phé quén
Réi loan hé hiéu hda Bubn nén Thuréng gap
Khé migng N It gdp
gﬂdﬂ'ﬂ-ﬂndnﬁmﬂdmﬂ BAm tim It gap
Rdi @n o xuong mé Chudt rit Thwéng gdp
| lign
Ror logn hé than-hét niéy | Nhdm tring dwémg tiét nidu Thudng gap
B tidu It gép
Cac rdi loan chung va tai | Bau ngue It gap
Vi irf diong thude
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D3 cd bao cao v& nhidém khudn dudmg hd hip dudd, bac gdm ca viem phdi 2au khi st dung
corticosteroid dang hit (xem muc Cdnh béo vé thén lrong khi ditng thudc).

QUA LIEU VA CACH XIF TRI

Chua co béo cao ve qua ldu khi s& dung BREZTRI AEROSPHERE BREZTRI
AEROSPHERE chira budesonid. glycopyrrolal va formeoterol fumarat; do dd, edc nguy co lign
quan dén qua liéu dbi voi timg thanh phiin riéng 18 duoc mb ta dudi d4y &p dung cho
BREZTRI AEROSPHERE. Cac bign phaép xit tri qua liéu bao gbm nging BREZTRI
AEROSPHERE phdi harp v didu trf triéu chirng vérhodc didu tri hé tre phi hop. Cé thé can
nhac sir dung thube chen thy thé beta chon Ige trén tim nhumg cln vy § ring thude ndy cd
thé gay co thit phé quan. Anh hudng trén tim mach cin duoc theo d8i trong trudmg hop qud
lid,

ggonid

Néu sir dung libu qué cao kéo dai, ot thé xdy ra céc tic dung todn thén clia corlicostersid,
rhir curdmg vo thueng than (xem muc Cdnh bao va than trong khi ding thude).

G rrodat

Liéu cao glycopyrrolat, mat thanh phdn cia BREZTRI AEROSPHERE, co thé din dén cac
dau hidu va triéu ching khang cholinergic nhu budn nén, ndn, chéng mét, chodng vang, nhin
miér, tang nhan ap (gdy dau, rbi loan thi lue hodc &8 mét), tao bén ndng hodc bi tidu
Formoterol fumarat

Qué liéu formoterol fumarat co thé diin dén cdc phan tng qua mire didn hinh 361 voi thudc
chil vén betay co giat, dau that ngye, tng huyét dp. ha huyét ap, nhip im nhanh. loan nhip
nharh nhi va that, cing thang, dau d&u, run, d&nh tréng ngwe, chubt rit, bubn ndn, chang
midl, réi loan gidc ngd, toan chuyén hda, t8ng dudng huyét, ha kall mau. Turong tur nhur tét cd
cac thudc cuing giao cdm, nging tim v thém chi i vong c6 thé lién quan 84n vige sir dyng
qud lidu formoterol fumarat.

PAC TINH DUQIC LUC HOC

Nhiom dugre ly: Thube ding trong bénh tdc nghén dudmg hé hép, 13 thude bao gbm 3 hoat
chit: hoat chidt cudmg giao cém két hop véi hoat chit &l van pho giao cim va corticosteroid

Ma ATC: RO3ALTY

Cor chib tac dung

BREZTRI AEROSPHERE
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BREZTRI AEROSPHERE chira budesonid, glycopyrrolat vé formoteral fumarat, Cer ché tde
dung md td duwdi day cho tirng thanh phan dugc dp dung cho BREZTRI AEROSPHERE.
Nhirng hoat chat nay dai dién cho ba nhom thubc khac nhau (ml corticosteroid t8ng hop,
mét thube khang cholinergic va mot thude chi van beta; chan loc tac dung dai) cd 14c déng
khac nhau lén sinh Iy hoc [Am sang va cac chi st viém trang COPD.

Budesonid

Budesonid 1a mit corticosterald khang viém cd heat tinh glucacorticold manh va hoat tinh
mineralocorticoid yéu. Trong cac nghién ciu in vitro chuan hoa va trén mé hinh dang vat thue
nghiém, budesonid co i lre cao hon khodng 200 15n d6i véi thu thé glucocorticoid vi cd hiéu
lire khang viém 1ai chd cao gip 1000 1an so vén cortisol (xét nghiém géy phis tai chudt bing
dau croton). Hoat tinh khing viem tean than cla budesonid manh hon cortisol 40 150 khi igm
durdri da vé manh hon 25 lan khi ding durdnmg uong trong thi nghaém tha nhd tuyén e chubt

Trong cac nghién clu vé &l lec voi thy thé glucocorticold, déng phin epimer 22R cla
budesanid ¢ hoat tinh gap hai lan so v&i d8ng phén epimer 225. Cac nghién ol in vitro cha
thay hai dang déng phén nay cla budesonid khdng chuyen ddl 1dn nhau

Neén viém & mdt cau phan quan trong irong oo che bénh sinh cia COPD. Corticosteroid ¢6
hoat tinh chong viém réng Uro ché nhigw loa 18 bao (v du, 16 bao mast, bach chu & toan, bach
cau trung linh, dal thye bao v 18 bao lympho) va chat trung gian hoa hoc (vl du, histamin,
alcosanold, leukotriena va eytoking) tham gia vao céc phan dmg vigm i&n quan 88n dj dng va
viém khing qua trung gian di ong Hoal tinh khang viém cla coricesiercid oo the gop phan
vao higu lyc clia thuoe

Glycopyrralat

Glycopyrrolat 1a mdt hoat chat khang muscarinic tac dung dail. thudmg duge goi chung 1 thude
khéng cholinergic. Glycopyrrolat ¢ & e teong ty nhau vl céc phan nhém cla thu thé
muscarinic tir M1 &&n M5. Trén duéng the, tac dyng duee Iy cla thube nay duge bidu hign
théng qua viéc Urc ché thu thé M3 & co tron, din dén gidn phé quén. Tinh chét canh tranh va
o thé ddo nguoc olia tac dung dbi khang duoc bidu hign trén cac thy thé od ngudn gbc tir
ngudn va ddng vl hodc trén cac md co quan duge phan tach riéng bigt. Trong cac nghién
clru tidn 1am sang in wiro va in vive, the dyng ngan nglra co that phé gudn géy ra boi
methylcholin va acetylcholin phy thude Eéu va kéo dai hon 12 gig. ¥ nghia 1&m sang cla
nhng phat hiégn ndy vin chua duoc bidt r8. Téc dung gian phé quan sau khi hit glycopyrrolat
chi yéu ia tac dyng dac hidu 12i chb

Farmoteral furmaral
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Formoterol fumarat 14 mét thude chid vin beta:-adrenergic chon loc 14c dung dai va co thin
gian khdi phat nhanh. Formoterol fumarat dang hit tac dyng tai chd & phéi trong ty mat thube
gi&n phé quan. Cac nghién ciru in vitro cho thay formotercl co hoat tinh chi van & thy thé
beta; cao hon 200 #n so véi & thu thé beta. Tinh gdn chon loc voi thy thé bets; hon beta
clia formoterol cao ho'n albulerol (5 1an), trong khi salmeterol cé ty 1& chon lgc beta; cao hon
{3 1An) so véi formaterol trong in vilro.

Mac di thy thé bela; |14 cac thy thé adrenergic chd yéu & cor trom phé quén va thu thé beta,
ehii yéu & tim, nhung cing o thy thé beta: & tim ngudi chiém 10% dén 50% tdng sb thy thé
beta-adrenergic. Chirc néing chinh xac cda céc thy thé nay van chua dwoc bidt 8én. nhung
6 kha nang cac thude chil vn beta; cd tinh chon loc cao cling b thé cd tac dung trén tim

Tac dung dugc Iy cia céc thubc chi van beta.. trong 36 cd fermotercl fumarat, tham gia kich
thich mft phan adeny! cyclase nil bao, enzym xic e chuyén ddi adenosin triphosphat (ATH)
thanh cyclic-3'.5 -adenosin monophosphat (AMP vang). Nong dd AMP vang tang 16n giy gian
eo trom phé quan va (e ché gidi phang cac chat trung gian hda hoe W & bdo, dac bidl 18
i béo mast. gay ra phan trmg quéa min cip tinh

Dwge lye hoo

Bién sinh iy tim

Mghien clru TQT khiang duge thire hign vdi BREZTRI AEROSPHERE do budesonid khdng
anh huwong 8n khoang QT. Tuy nhién, kha ning kéo dal khoang OTec cda
glycopyrrolatformoterol fumarat da duec danh gia trong mél thdr nghidém (&m séng bit chéo,
mu dai, don ey, dbi chirng véi gid duroc v chimg duong trdn 68 ngurddi khde manh. Sur khic
biét trung binh Ion nhét coa gia tri OTel g3 higu chinh voi ban dau (giét han tin chy trén S0%)
sau 2 hit glycopyrrolatformoterol fumarat 94,8 mog va glycopyrrolatformeterol fumarat
72/19,2 meg so vl gid duge, tuong Umg la 3.1 (4.7) ms va 7.6 (9,2) ms va khdng ndm trang
ngurdmg lién quan vé mat 1am sang la 10 ms, Sur tang nhip tim phy thudc lidu ciing d& ducs
ghi nhén. Sy khac biét trung binh Ién nhét vé nhip tim 38 hidu chinh véi ban d4u {gitri han tin
cdy trén 80%) so voi gid duoc 1a 3.3 (4.9) nhipiphat va 7.6 (9,5) nhig/phit dwoe ghi nhan
trang vong 10 phit sau 2 hit twong ong glycopyrrolatiformoterol fumarat 94,8 meg va
glycopyrrolatformoleral fumarat 72/19,2 meg.

Bé&nh phdi the nghén man tinh

Anh huémg clia BREZTRI AEROSPHERE 1&n nhip tim & nhirng b&nh nhin COPD duoc dénh
gia bing may Hoiter 24 gi¢r & tuén 16 trong mot thir nghiém kéo dai 52 tudn (Thir nghiém 1),
Quan thié bénh nhan duge theo dii nhip tim bang may Holter trong Thir nghiém 1 bac gbm
180 bénh nhan gur dyng BREZTRI AEROSPHERE 320 mcg/18 mcg@,6 meog, 160 bénh nhan
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sUr dung glycopyrrolat va formateral fumarat [GFF MDI 18 megi® 6 meg] va 183 bénh nhén
ding budesonidformotercl fumaral [BFF MDI 320 mcg™®.8 mcg] Chira ghi nhan duoc téc
dyng co § nghla [&m sang &n nhip tim.

Téc dung trén trye HPA

Anh hudmg clia BREZTRI AEROSPHERE trén truc HPA dugc danh gid bng cach do néng
d¢ cortisol trong huyét thanh 24 gié & thivi dém ban diu va & tudn 24 trén bénh nhan COPD.
Ty I& trung binh (tuén 24/ban dau) cia BREZTRI AEROSPHERE 320 meg/18mog/S Bmeg va
GFF MDI 18 mcg/®,6 meg lan ot tuong Umg 14 0,86 (hé b bidn thign (CV)=39%) va 0.94
(CV=36.8%)

BAC TINH DUPQ'C BONG HOC

Phurarng trinh duge déng hoc tuyén tinh g3 duoc chima minh dbi véi budesonid (80 dén 320
micg), glycopymrolat (18 dén 144 meg) va formoterc] fumarat (2.4 Gén 38,4 meg). Thénag tin ve
dug'c ding hoc cua glycopyrrolat va formoteral fumaral duge xac dinh dwa trén cdo thanh
phan mang hoat tinh twong (mg 1a glycopyrmonium va formoteral Cuge dng hoc clia
budesonid, glycopyrranium va farmotaral trang BREZTRI AEROSPHERE Wwong duong v
durgre déng hoe cda budesonid, glycopyrronium va formoleral khi dwere sir dyng durdl dang
budasonidformotarcl hodc glycopyrrolalformoteral trong céc nghen clru trén ngudi khoe
manh (don lidu) va ngudl méc COPD {da idu).

Duge dang hoe tirng thanh phan trong BREZTRI AEROSPHERE duere trinh bay dudi déy
Hép thu

Budesonid Sau khi bénh nhan COPD hit BREZTRI AEROSPHERE, Cre dat diroc trong ving
20 dén 40 phut. Trang thai én dinh wéce tinh dat duge sau khodng 1 ngdy ding ldu 18p Isi

BREZTRI AEROSPHERE dugc xdc dinh thang qua phan lich dugc ddng hoc quan thé va
AUCq .4z cao hon khodng 1,3 1n so véi sau by dhu tign

Glycopyrrolat, Sau khi bénh nhdn COPD hit BREZTRI AEROSPHERE, Cou dat duge trong
vong 2 dén & phit Trang thai én dinh wére tinh datl duwoce sau khodng 3 ngay ding lidu 1&p tai
BREZTRI AEROSPHERE thong qua phan tich duoc déng hoc quén thd va AUCe:.; cao hon
khodng 1.8 lan so véi sau iéu dau tién

Formotero! Fumarat: Sau khi bénh nhan COPD hit BREZTRI AEROSPHERE, Cy dat durgre
trong vong 20 dén 60 phit. Trang thai on dinh wéc tinh dat degc sau khodng 2 ngdy ding
lidu Idp lai BREZTRI AEROSPHERE thiing qua phén tich duge d8ng hoc quin thé va AUC,
13 ©a0 hon khodng 1,4 18n so véi sau liéu dau tign,

Phén bo

41

Lo

Lo I B ™



https://trungtamthuoc.com/

Budesonid Thé tich phan b bidu kién L tinh cla budesonid & trang thai dn dinh trén bénh
nhan COPD la khoang 1200 L, théng qua phan tich dwoe ding hec quin thé. Trong khodng
néng d¢ 1-100 nmoliL, 17 18 lién két v protein huyét twong cha budesonid trung binh dao
dong tr 86% dhn 87%

Glycopyrrotat: Thé tich phan bd bidu kién wee tinh cia glycopyrronium & trang thas bn dinh
trén bénh nhan COPD l1a khodng 5500 L, théing qua phén tich duge ddng hoc quan thé, Trong
khodng ndng g6 2-500 nmaliL, 1y I& lién két vin protein huydt twong cia glycopyrronium dao
déng tr 43% dén 54%.

Formoterol fumarat Thé tich phan bd bidu kién ude linh cia formaterol & trang thai 6n dinh
trén bénh nhan COPD 14 khadng 2400 L. théng qua phin tich duoc ddng hoe qudn thé. Trong
khodng ndng 48 10-500 nmaliL, 1 16 fién kél véi protein huyét twong clia Tormoterol dao ddng
tir 48% dén 58%.

Thai iru
Budesonid. Budesonid duoc bai figl qua nirde tiu va phan dudi dang chit chuydn hoa Chi
mot rgng khong dang ke budesonid chira chuyén hda dugs phit hidn trong nude tiéu, Thei

gian ban thai hidu qud cda budesanid & nhirng ngledd mac COPD 14 khodng 5 glidy, duos trich
xuat tr phan tich duee ddng hoc quan thé

Glycopyrrolat: Sau khi tidm finh mach mét libu 0,2 mg glycopyronium danh déu phing xa,
85% thubc co mél trong nuee tidu sau 48 gitr va mdt chit hoat dd phing xa ciing dwec tim
thay trong mat. Thi gian ban théi higu qué cla glycopymonium & nhiing bénh rhén méc
COPD la khodng 15 gid, theo phan tich duge ding hoc quan thé,

Formoteral fumarat: Sy béi 1ét cia formoterol da duee nghign i trén 8 ngudl khde manh
sau khi sir dung dbng thét formoterol danh ddu phang xa qua dudmg udng va duéng finh
mach. Trong nghién clru nay, 62% béu thubc cla formoteral lién két véi hoat 88 phang xa
dugre bal tist qua nuedre tibu trong khi 24% duc théi trir qua phan. Thiri gian bén thai co higu
qua cia formoierol & nhimg bénh nhén mac COPD 13 khodng 10 giér, thao phan tich duoc
dfng hoc quan the.

Chuyén hoa

Budesonid. Céc nghién clvu in vitro vin dich treo mé dbng thé gan nguréi cho thiy budesonid
dwge chuyén hoa nhiéu va nhanh chéng qua gan. Hai chit chuyén haa chinh cla budesonid
dwgre hinh thanh théng qua qua trinh chuyén hoa sinh hoe nhd xc 1&c cla CYP3IA4 d5 dugc
phan lap va xac dinh la 18a-hydroxyprednisolon va 60-hydroxybudesonid. Hoat tinh
carticostercid cia mdi chat chuyén héa nay d8u It hon 1% hoat chét gbe. Chura phét hign théy
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sir khac nhau vé chat gilra cac kibu chuyén hoa in vitro va in vivo, Su bAt hoat chuyén héa
da durge ghi nhin khéng dang ke trén phdi ngudi va cdc ché phdm huyét thanh.

Glycopyrrolat: Dy trén y vn hién cb va i nghién clru in viltro trén 18 baa gan ngurin cho thiy
chiyén hoa déng mét vai tré nhd trong qua trinh déao thai glycopyrronium nai chung. CYP2D8
& enzym chii yéu tham gia vao qua Irinh chuyén hoa glycopyrronium.

Formaterol fumarat Con duémg chuyén haa chinh cda formoterol i glucuranid haa triye tiép
va qua phan tng khir methyl & v tri O-, sau @b lién hep thanh cac chit chuydn hoa khang co
haat tinh, Cac con duéng trao a8 chit thir cp bao gbm khir nhém formyl va lién hop sulfal.
CYPZD6 va CYP2C da duoe xdc dinh la enzym chinh e e cho qud trinh khir methyl & vi
tri O-.

Mhém dan s6 dac biél

Phan tich duge dang hoc quan the cho thay chira ¢t bang chimg vé dnh hudng eb § nghia
lam sang cla tubi, gidi tinh, ching 16c/dan e hode ki) lrgng co thé in duoe ddng hoo cla
budesonid, glycopyrronium hodc formoteral

Bénh nhén suy gan;

Khang co nghién eiru danh riéng cho BREZTRI AEROSPHERE nhém danh gia dnh hudng
cua suy gan lén duge ddng hoo cGa budesonid, glycopyrronium va forrmaoteral

Chirc ndng gan suy gidm cd the dnh hudmg dén thai trir corticosteraid. Duge ddng hoe cia
budesonid bj anh hudmg khi chire néng gan bi tén thuong, véi bing ehimg sinh khd dung
fodn than tang gap doi sau khi udng. Tuy nhién, duoe 8dng hoe cla budesonid Higm fink mach
& bénh nhian xo gan twong by & ngwdi khde manh

Do budesonid va formaterol dugre théi trir ehd yéu qua gan, & bénh nhan suy gan néng, cb
kha néng tang nbng 6 thude trong mau.

Bénh nhén suy than:

Khéng cd nghién ciu danh riéng cho BREZTRI AEROSPHERE nhdm dénh gia dnh hwéng
cia suy than lén duoe déng hee cla budesonid, glycopyrranium va farmoterol,

Anh huéng cda suy than 1én ndng 49 budesonid, glycopyrronium va formeterol trong i da
24 tuan 4 dwoc danh gid trong mét phan tich duge ddng hoc quin thd. B6 loc chu than wée
tinh (eGFR) thay ddi tlr 31-192 mLiphot cho thdy mirc a8 suy thén trong mau nghién ciru dao
@6ng tir trung binh dén khéng suy than. O bénh nhén COPD co suy than trung binh (eGFR 13
45 mLiphdt), dign tich dudi duéng cong (AUCs.2) cla glycopyrronium t8ng khodng 68% so
viri benh nhan COPD ca chire nang thén binh thuéng (eGFR > 90 mLphit). Sau hiéu chinh
d6 thanh thai cda thube theo tudi hodc khéi luang co thé, chire ndng than khéng dnh hudng
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co y nghia dén ndng d§ budescnid hodc farmoterel, theo mét phan tich duec déng hoc quin
thé.

Tuwong tac thude
Khong ghi nhan tuong tae dwge ddng hoc ndo gitra budesonid, glycopyrrolat v formoterol

fumarat khi ding phdi hop theo duwémg hit. Cac nghign ciu tong tac thudc cy thé cla
BREZTRI AEROSPHERE v cac thude khée chura dugre lien hanh,

Kefoconazol va lraconazal Ketoconazol va itraconazol 1& céc thude (e ché manh Cytochrom
P450 (CYP) isoenzym 3A4 (CYP3A4), enzym chuyén hoa chinh cia corticosteroid, tir 6, lam
tang nong dd budesonid trong huydt tueng sau khi ubng va sau khi hit budesonid

Cimatidin: O lidu khuyén cdo, cimetidin, mét thude e ché hé enzym CYP khéng dac hidu, chi
anh hudng nhe va khdng co y nghia lam séng i&n duge déng hoc cila budesomd dudng udng

CAC NGHIEN CUU LAM SANG

Hiéu gua lam sang cia BREZTR| AEROSPHERE da duoc danh g frong hat thor nghiém [&8m
sang (Thir nghiém 1 va 2) ngdu nhién_song song, ml b, da trung tim trén nhirg bdnh nhan
mic COPD mire 8% 1 trung binh dén rét néng vin con friéu chima trong khi &by tr COPD
duy tri bang 2 loal thube hit trd 180 treng ving it nhat 8 tuln trude khi tham gia nghién cou

Thi nghiém 1 {NCTOZ2465567) (ETHOS) due thire hign trong 52 tudn vér tdng st B588 bénh
nhén ph&n ngdu  nhign (1111 ding BREZTRI  AEROSPHERE
(budescnid/glycopyrrolatformeteral  fumarat 320 mecg/18 meg/88 meog),  budesomd
glycopyrralat va formoleral fumaral [BGF MDI 180 meg/18 mog/S.6 meg] (BGF MDI 160
mcg/18 megls .8 meg khing duge phé duydt), giycopyrrolat va formateral fumaral [GFF MDD
18 meg/®,6 meg), hodic budesonid va formoterol fumaral [BFF MDI 320 mcg/® 8 meg), tat cd
déu duwge ding hal iAningdy. GFF MDI va BFF MDI dugc si dung trong cang mét dng hil va
ta duere nhw BREZTRI AERCSPHERE

Thir nghiém 1 direre thire hign trén bé&nh nhan oo tign st mdt hodc nhibu Bn xdy ra con kich
phat COPD mire 46 i trung binh hodc nding trong 1 ndm trudre khi tham gia nghidn cu, tj
1& FEV//FVC sau khi ding thubc giin phé quan dudi 0,7 va tj & FEV, sau khi ding thude
gidn phé quan dudi 65% so vii gis tri binh thuémg diy doén

Béc diém nhan khdu hoc cla miu nghién cdu & tit cd cac nhom diéu tri trong Thir nghiém 1
bao ghm: tudi trung binh 65 tudi, 80% nam, 85% ngué da trdng va tién si hot thude trung
binh |a 48 géifndm, véi 41% ngudl dang hit thude. % FEV, trung binh sau khi ding thude
gidn phé quan dy doén 1a 43% (khodng 16% dén 73%). Tai théi diém nghign ciru, cac loal
thubc COPD durge sl dung pht bidn nhét i ICS + thudc khang muscarinic tac dung dal
(LAMA) + LABA (39%), ICS + LABA (31%), va LAMA + LABA (14%)
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Trong Thir nghiém 1, tidu chi chinh |2 ty 1& céc dgt chp COPD mirc 48 trung binh hodc ndng
khi ding BREZTRI AEROSPHERE =0 v&i GFF MDI va BFF MDI.

Thir nghiém 2 (NCTD2487001) (KRONOCS) duoc tién hanh trong 24 tudn véi téng sé 1856
bénh  nhan phén ngdu  nhign  (2211) ding BREZTRI AEROSPHERE
(budesonid/glycopyrrolatformotarol fumaral 320 mcg/18 mog/8.6 meg), glycopyrrolat va
fermoteral fumarat [GFF MDI 18 meg/8,.8 mog). budesonid va farmetercl fumaral [BFF MDI
320 meg/9,6 meg), hodic chit @6i chimg cb hoat tinh, nhan mé, t4t cd déu duec ding hal
#ningéy. GFF MDI va BFF MDI duoc s dung cing mot dng hit va t& duoc nhr BREZTRI
AEROSPHERE. Thir nghiém 2 durore thire hign tréin cac ddi tuomg & thén diém tham gia nghién
clry, co ty & FEVI/FVC sau khi ding thube gian phé quén nhéd hon 0,7 va FEV, sau khi ding
thude gian phe qudn thap hon BO% so véi gia Irj du dodn binh thudmg, Banh nhan trang Thir
nghigm 2 khang bat butic phdi cb tién sir cac dot cdp COPD mire 86 trung binh hede néng
trong 1 nam trudie khi tham ga nghién ol

Diac diem nhin khiu hoo cde mBu nghién ciu & tht o cle nhém dibu i rong Thi nghiém 2
bao gom: tudi trung binh 65 Wwdi, 71% nam, 50% ngudd da trang, 45% nguty chiu A va tign
si hit thude trung binh ks 52 géinam, vén 405 dang hil thuoc. % FEV; trung binh sau khi
ding thude gifin phit quan du doén 1& 50% (khodng 22% 34n 84%). Tai thtvi didm nghién ciru,
céc loal thute COPD duge sd dyng phé bidn nhét 14 105 + LAMA + LABA (27%), 1CS + LABA
(385%) va LAMA + LABA (20%)

Trong Thir nghidm 2. tiéu chi chinf 12 dién tich FEV, dudd duding cong o 0-4 ity (FEV, ALIG
4) & tuln 24 khi ding BREZTRI AEROSPHERE so voi BFF MDI v su thay a8 cla déy FEV,
vaio bubi sdng tnede khi ding thudc & tudn 24 so vii ban dau khi ding BREZTRI
AERCSPHERE sa v GFF MDI

Chirc ndng phéi

Trong Thir nghigm 1. mét nhém nhé bénh nhan duge dua vao mot nghién ciru phig do hd hdp
ki véi tigu chi chinh 18 FEV, AUC:. & tudin 24 (mL) v sur thay d8i cia ddy FEV, vao budi
séng trudre khi ding thubc & tudn 24 (mL) so véi ban d4u. BREZTRI AEROSPHERE cho thiy
lam tang FEV: ALIC.. khi dang didu trj va tang FEV, Say & luln 24 so voi BFF MDI va GEF
MDI {Bdng 2), Cac téc ddng Ién chire ning phdi (thay adi trung binh clia day FEV, vaa bubi
sang trwde khi ding thube trong thei gian didu I so vé ban ddu) khi ding BREZTRI
AEROSPHERE sa virl GFF MDI va BFF MD{ duge ghi nhan & 14t ca cac thén didm trong sudt
qua Irinh nghién clu (Hinh 1),

Trang Thir nghiém 2, BREZTRI AEROSPHERE cho théy lam tang FEV, AUCs.4 khi dang didy
tri tal tuadn 24 so vii khi ding BFF MDI va tang thay ddi trung binh cia ddy FEV, vao bubl
sang trwde khi ding thube & tudn 24 so véi ban du khi ding GFF MDI (Béng 2). Khéc bigt
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gidra BREZTRI AEROSPHERE va GFF MDI vé sy thay d&i trung binh cia day FEV, vao budi
sang trudre khi dung thudc & tuln 24 so véi ban dau khng co ¥ nghia thing k&

Trong ca hai thir nghiém, cé sy nhidt quan vé cal thién chirc nang phdi & cac phén nham bénh
nhén duoc phén loal theo twdi, gidd tinh, mire dd gidi han thang khi (trung binh, ndng va rit

nang) va viéc sir dyng ICS trurdre 46

Bang 2: Thay déi AUCy.4cia FEV, va thay déi trung binh binh phwong tdi thidu (LS) cia
diy FEV: (mL) vao budi sang trwére khi diing thubc & tudn 24 so véd ban ddu trong thir

nghiém 1 (Nghién ciu phu do hé hdp ky) va thir nghiém 2'

Thuoc sir dyng FEVy AUC & Tudn 24 | Thay adi cia day FEV,vao
. budi sang trudre khi ding
| | thudc & tudn 24 so v&i ban
| N N | S |
| Khac biét | Khac bigt |
P_ - GFFMDI | BFF MDI | GFF MDI | BFFMDI |
| Thir nghiém 1 (Nghién ciu phy) i
| BREZTR g33| N=58B N=B05 634 | N=586 | N=B08 |
| AEROSPHERE 53 ml. 118 mL | W/l | TEmL
! (28.77) | (95, 143) (12, 579 (54, 89)
| Thir nghiém 2 - -
' BREZTRI 436 | N=403 | N=201 [565[ WN=522 | N=2B66
st b= 5mL 116 ml ! 13 mL 74 mL
1-25; 34 (B0, 152) | (-9, 36) (47, 102)

'Phéan tich loai trir dir li8u do hd hdp ki duge thu thap sau khi nglmg didu tr theo nghién clu.
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Hinh 1: Gia trj thay ddi trung binh higu chinh cua day FEV; so véi ban ddu theo thiv
gian (Thir nghiém 1)

fi 2 o e
" , Whom Ak 1
—=— BREITR AERISFPHERE 110/ 188 &

|
fa | SRS
i
E-; LaLE /I___-'"I""--—..‘_____{__r
5 i e SN -
E.E 0.0 7 -~ S ‘_'I'_' —
:t : ~f—-— ._..__-_{i

S8 udn dimg thods
'Phan tich loal trir di lléu do hd hap ky duae thu thap sau khi nglimg didgu trf theo nghién ol

Trong Thu nghidém 2, trung v| thdn gian khd phat vao ngay 1, dugc xac dinh la mire FEV, ting
100 mL 8o véi ban dau, 1a trong véng 5 phat trén bénh nhin ding BREZTRI AEROSPHERE
320 meg/18 megd9.6 meg Trong Thir nghiém 1, bénh nhan duoc déu i bing BREZTRI
AEROSPHERE 320 mcg/18 meg/® 8 meg trung binh sir dung it thuoe d8u tri ¢l con héng
ngdy hon trong 24 tuan so vdi bénh nhdn digu tr bing GFF MO 18 meg/S,8meg va BFF MDI
320 meg!B,6 mog.

Con kich phat COPD

Trong Thir nghiém 1, tidu chi chinh 14 iy @ %3y ra con kich phat COPD mire d9 trung binh
hodc ndng dang trong thivi gian dibu trj & nhimg bénh nhan ding BREZTR! AEROSPHERE
320 meg/18 meg’®, B meg so vén GFF MDI va BFF MDI,

Caon kich phat COPD dwge xéc dinh khi tinh trang xau & trong 4 cd it nhat 2 tridu chimg
néng (kho thé, lwgng dém va mau sdc cda d&m) hodc bdt ki 1 triéu chirng néing cung voi bt
ky 1trong cac triéu chimg nhe sau day: ho, thdr khd khé, dau hong, cam lanh (chay nudc mai
varho@c nghet mii) va sbt khing do nguyén nhan khac trong it nhat 2 ngay lién tiép. Con kich
phat COPD dugec danh gia & mirc 86 trung binh ndu cin didu Irj bdng corticosteroid toan than
vathodc khang sinh va dugc danh gia & miec d8 ndng néu cin nhip vign hode i vong

Trong Thir nghiém 1. didu tri bAng BREZTRI AEROSPHERE 320 mcg/1B mcg/2,8 moyg cho
thidy ty & xdy ra com kich phat COPD mire @9 trung binh hodic nding trong thivi gian didu tr
gidm di trong 52 tuan 2o va&i khi ding GFF MDI va BFF MDI (xem Bang 3),
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Bing 3: Ty Ié con kich phat COPD mire 86 trung binh hodc nang trong 52 tudn
trong thir nghigém 1°

'Phén tich trang thén gian didu tr leal trlr dir l8u Jot cAp xAy ra sau khi nglng didu i theo
nghien cuwu
‘BREZTRI (BREZTRI AEROSPHERE) = budesonidiglycopyrolatiformoteral fumarat 320

megl 18 meg!8,8 meg; GFF MD| = glycopyrmalatformaoteral fumarat 18 mog/S.6 meg: BFF MDI
= budesonidformaoterol fumarat 320 mog/3,6 mog

Trong Thir nghiém 2, didu tr bdng BREZTRI AEROSPHERE 320 mcg/18 mcg/@ 8 meg 1am
giam ty 1§ xay ra con kich phat COPD mitc 48 trung binh hege néng hang ndm trang thei gian
diéu iri s0 vén khi ding GFF MDI 18 megi9.6 meg (RR [95% CI} 0.48 [0.37; 0.84]) va so véi
BFF MDI 320 mcg/3.8 meg (RR [85% CI). 0,82 [0.58 1,17} Su khac bigt gilra BREZTR)
AEROSPHERE véi GFF MDI khiing ¢  nghia thing ké phan nhiéu do phan tich theo thir
béc.

Chit lwgng cude sdng Nén quan dén sike khoe

Trong ¢4 hal thir nghiém, chat lugng cube sbng lign quan én sirc khée duge danh gia bang
cach sir dung Bang ciu hdi hd hdp cia St. George [SGRQ), Theo d6, cb cdi thién so véi ban
d&u duoc xéc dinh khi diém SGRQ tir 4 trd 1én

Trong thir nghiém 1, ty & bénh nhén dang dibu tr| cb cdi thidn SGRQ & tudn 24 cao hon &
nhém ding BREZTRI AERCOSPHERE 320 mcg/18 meg/S.8 meg (50%) so vai ca nhom GFF
MDI 18 meg9.6 mog (43%: ty 80 chénh 1.4; [85% CI: 1,2 1,5]) va nhom BFF MDI 320 meg/9,6
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 Didu trf (N) Ty 1§ trung Tysbtysudt | % Tylégiam | GiatriP
binh hiang (RR) 80 véi con kich phat
nam thubc ddi chidu COPD
(85% Cl) (95% CI)
BREZTRI
AEROSPHERE 1,08 NIA, NiA N/A,
(N=2137)
= 0.76 ' 4 '
GFF MDI(N=2120) 1,42 p=0,0001
(0,68, 0.83) (17, 31) !
I . 0.87 13
BFF MDI(N=2131} 1,24 p=0 0027
(0.79; 0,95) (5, 21) !
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meg (45%; ty 56 chénh 1,2; [95% CI: 1,1 ; 1,4]). Sy khac biét turgrng b gidra ede nhdm i tr
cing duge ghi nhén & tuan 52

Trong thir nghi&m 2. ty 1& bénh nhan dang didu trf cd cdi thign Giém SGRQ & tudn 24 cao hom
& nhém ding BREZTRI AEROSPHERE 320 meg/18 meg/8.6 meg [50%) 5o véi ¢d GFF MDI
18 mcg/9,6 mog (44%, ty 56 chénh 1,3; [95%C1 1.0 ¢ 1.6]) va BFE MD! 320 mcg/9.6 meg
(43%:; ty sb chénh 1,3; [85%CI 1,0-1,7]).

HUONG DAN SU DUNG, XU LY VA LOAI BO

Bat ky san pham chua sir dung hodc phé idu ndo déu phai duoc xiv Iy theo quy dinh cda dia
phirong. Tranh khéng lam v, thing hodc chay lo thude, ngay o khi lo thute dudng nhu
réng.

QuY CACH BONG GOI:

Hép gbm 1 ti nhém chira binh xit 120

DIEU KIEN BAO QUAN:

Khéng bdo quan trén 30°C. Tranh tidp xie véi nhigt 33 cao hon S0°C

Khéng choe thing lp thude. Bao qudn nod khd rao

HAN DUNG

24 thang ké tr ngay sdn xult Chi el dung trong vang 3 thang ka 1 khi mdr gl nham
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HLAYNG DAN SIF DUNG

Théng tin quan trong
= Chi sur dung dudng hit qua miéng

Chuén bj binh xjt cho lin ddu tién sir dung bang céch khei déng binh xit.

-
= Rira sach thlh bj truyén déng mau vang hang tudn
= Xt 2 nhat thubc vao budi sang va 2 nhat thubc vao budi téi.

Bao quan binh xit
= Khiéng bao quan trén 30°C
« Khéng bdo quan trong mbi trudrg dm wét, nhe phong tam
= Gilr binh xjt va {31 c& cac loai thude ngodi tam tay cda tré em

Cac bd phén cia binh xjt
B& chi thj ligu
Gan trén binh xit

Binh xjt (bén trong)
Chira thube.

Thiét bj truyén déng
Chira binh xit thubc

Bédu ngam
Xt thude.

Nap dau ngdm
Béo vé diu ngam khi binh xjl khéng sd dyng

Boc gia trj trén bd phén chi thi lidu
(D) B& phan chi thj lidu s& dém nguwoc 1 lidu sau mdi 14n xjt thude.

Vach chi thj libu
Cho thay s lieu xit con lal
Ving vang

Bat mua mét binh xt mai khi
vach chi thi kéu & trong ving

vang

Ving dé

Loai bé binh xit khi vach chi thi -~ N—

lidu d& & vach O trong viing &6

@ Khéng cb xjt khi vach chi thj liéu da & vj tri 0 do lwgmg thube khi do khéng di dé

cung cap 1 liéu diy di.
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Bat mua mét binh xjt méi
= Bl mua mét binh xit mén khi vach chi thi iéu & trong viing vang
Logi bé binh xjt
Loai bé binh xjl vao thing rac khi
« Vgch chi thi lidu dén vach 0
Hodc
» 3 thang <cho 30 ngay hit> ké tir khi binh xjt duoe 1y ra khéi 1 nham.

Khéng sir dung lai hodc sir dyng thiét bj truyén ddng voi lp ding thude cia cac binh
xjt khac.

Khéng chec thing hogc ném lg dyng thude vao lia hode 16 dbt,

* Trudre khi ban siF dung binh xit 1an diu tign, héy khdi dgng binh xit 3& b U hrong thubc
khi str dung binh xit

=

-
Khoi dang 1
B4 nép dAu ngam —— ==
Khedi ddng 2
Lic 88u binh xit va xit thir 1 1n vao viing khéng khi cach xa mal o Il
Lap lai v& tang 4 tn xit thir, Bc trudre mai tn xit thir

¥ L
' %Ee@_\ﬁ%

(L Céc lidu xit thém duoc cung cap 8 khé dong binh xit, Khéng dirge be qua giai doan
khéi déng binh xit.

@ Khéi déng lai binh xit: € khii ddng lai binh xit, xit thir 2 1an, Bc |

* sau khi rira sach bd phén truyén déng trurdre mii kan it thir

* néu binh xit bj roi
+ néu khéng sd dung binh xit trong hom 7 ngay
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SUF DUNG HANG NGAY, sang va tdi — Sir dung binh xjt

Sir dung hang ngay: 2 nhat xit vao bubdi sang va 2 nhat xjt vao bubi téi,
Sdc miéng bang nudc sau 2 1An hit 38 tranh nhiém nm

Buwdc 1
Bé ndp ddu ngam. Kidm tra du ngadm xem co dj vit va loai bo chung truére khi sir dung.

-
-

2 cho [fn hit

tiép theo

Buwéc 2
Léc kj binh «it | Thés ra thél [ B8t dau ngam | Bat diu hit vao that
trurdre mai kan xjt. | m@nh vao trong miéng | 53u va tir tir rong
| va ngam kin mai | khi xit 1 nhat Tidp
tue hil vée dar khi
khang thé.
= i f
-q.'-\_‘. | — b
gy | J i A | -
& E Y R ‘C"’& | f..{lr'" .
I
Buéc 3 Buérc 4 | Budc 5
Day nap dau ngam

Nin thé tau nhadt ob
thé, tdi da 10 gidy.

Siie miéng bing nudre. Nha bd
nurére. Khdng nuét,

tac dau ngam
Khéng dé binh bj wot,
Khéi ddng binh xit lai sau khi rira sach.

Rira sach thiét b truyén ddng mau vang hang tudn 4 thube khing dong lai va lam
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Rira burére 1 Rira burdre 2
Thaa binh thudc va dat sang mdt bén Khéng | Thao ndp dAu ngam.

dé binh bj wot,

Rira burde 3 Rira buére 4
| Cho nurdre am chay qua dau ngém trong 30 gidly va sau d6 cho | Lac aé loal bo cang nhibu

' qua dau thiét bj ruyén déng trong 30 gidy. Riva sach trong ting | nuée cang tét
*} chng 60 gidy.

b,

I -'.J:_ H—J

\ Lo
@ it A

aa

Khéng lau khd bang khin
hodc khdn gidy,

Rira bistre § Riba busdrc 6

Whin vao trong b8 phan truyen ddng va dau ngam | Phoi khé trong khang khi, t51 nhal 13
dé hﬁnj tra thude tich tu lai. Néu cé. hay i8p lai céc | d& qua g&m Khéng [p bng ir Iai
budre nra sach tr 3 gén 5. thiét bi truyén d8ng néu vin con wét
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Rira buéc 7

Rira buéc 8

Khi dyng cy khé, 6l nap dau ngam vao trudrc,
sau d6 an nhe binh thubc xudng bd truyén

dong.

Khai dgng tai ong thubc bang cach xit thir 2
l&n, 1&c trurdic méi ln xit thr,




