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HUGNG DAN SU DUNG

Théng tin quan trong

* Chi sur dung dudng hit qua miéng

* Chudin bl binh xit cho an dau tién sir dung bing
cach khoi déng binh xit.

* Rifa sach thiét bi truyén dfing mau vang héng tulin

* Xit 2 nhat thubc vao bubl sdng va 2 nhat thubc véo
budi téi.

Bao quan binh xjt

* Khing o qudn trén 30°C
+ Khéng bdo quan trong mbi truding &m uét, nhu phang tim
+ Gilr binh at v 48t cd cac loai thubc ngoal tam tay cla tré em

Cac bd phan cua binh xit

B chi thi ligu
Gan tridn binh =i,
' . Binh xit (bén trong)
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Chira thude,

'_J'j Thiét bi truyén déng
| Chira binh xit thude

B8u ngam
Xit thudc.
__ Nép déu ngam
" Bio vé du ngam khi inh xit r;}mrlq_
sif dung

OGIDFF

Baoc gia tri trén bo phan chi thi IBu

B6 phdin chi thi liéu sé dém ngude 1 I8y sau mdi fan xit
thudc.

Vach chi th liéu

Cha thay 50 lidw xf con lal
Ving vang
Biat mua mdt binh xit mdi khi
vach chi thi Béu @ trong vimg
vang

i, [ S
Loal bé binh wdf kKhi vach chi thi
bfu da & vach O trong viing do

(i) Khéng c& xit khi vach chi thi lidu da & vi tri O do Iudng
thude khi dé khéng di d€ cung cép 1 lidu dly di.

D&t mua mét binh xit méi

* Baat mua mot banh it mdl khi vach chi thi lIBu & frong wing vang

Loai bo binh xit

Loal bo binky xit vao thing rac ki

« Vach chd thd kéu dén vach O

Hodc

+ 3 thang <cho 30 ngay hit> ké W ki binh it duck iy ra Kid:
il oM

Khéng sur dung lai hodc sif dung thiét bi truyén dong véi lo

dung thudc cua cac binh xit khic. —

Khéng choc thing hedc ném lo dung thudc vao lira hoac

It dot.
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(i) Khi déng lai binh xit: D& kheéi ddng lai binh xit, xd thir 2 [3n, Be trude mdi

* sau khi rra sach bd phan truyén dong Rt
« néu binh it bi rc o AR T
* néu khong sur dung binh xit trong hon 7 ngay ) | - e
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: . nude, Khéng nudt. |
—= M~

0 Laplaibuse W _
2 cho Ian hit L - ™
tiép theo £ oy
/

o . ’\«’

_ Ruabudch  Rueabuée? = Ruabudc8

Phai khd frong khéng khi, tot nhat la dé | Khi dung oy kho, dat nap dau ngém vao Khat dong lai 6ng thudc béng cach
qua dém. Khdng lap ong trd lai thiét bl tnidic, sau do an nhe binh thudc xudng bo | it thar 2 tn, ke nide moi [an it
truy®n dBng néu van con uat | truyan dang. thir

AstraZeneca%



R

https://nhathuocngocanh.com/

BREZTRI AEROSPHERE

Budesonid 160 meg/Glycopyrranium 7,2 meg/Formoterol fumarat dihydrat 5 meg

THUOC NAY CHI DUNG THED BON THUOC.
BE XA TAM TAY TRE EM. DQC KY HUONG DAN SUI¥ DUNG TRU'OC KHI DUNG.

H&n dich nén dudri ap sudt dung dé hit

LAC KY TRUOC KHI DUNG.
THANH PHAN CONG THUC THUOC
Thanh phin hogt chat
BREZTRI | Lifu 8inh chuén luomg (mg (mcg) | W81 nnat xit (hdy phang thich, lugng thudc mn
AERQOSP | khai ddu ngdm) (meg) chiva
HERE P ——— s e - . SES— S— g ————————————————————————————————————— g ——— —— s g
Budesonid | Glycopyrrenium | Formoterol | Budesonid | Glycopyrronium | Formatarol
fumaral fumsrat —
— dinydrat | ditiyceat
180/7,2/5 | 170 71 53 160 ‘ T2 5
(hromp  duong | (teong (wong duong 8 | (luong
T meg | duong 51 | meg Avong 4.8
glycopyfronium | mog glycopymmonium | meg
bromid  hoaec | formotarol | bronwd  hede | formobenal
glycopyrrolat) I‘ fumarat) ‘ giycopyrrolat) | fumarat)
Thanh phan ta dwge:
Marfiuran
1,2-distearoyl-sn-glycera-3-phasphocholin
Calci clorid
DANG BAO CHE
Hén dich nén dudn ap sust dung d& hit.
Hbn dich méau tréng
CHI BINH

BREZTRI AEROSPHERE duroc chi dinh @& didu tr| duy tri bénh phéi tic nghén man tinh

(COPD)
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Han ché stk dyung:

BREZTRI AEROSPHERE khéing duoe chi dinh d& gidm co thit phé quan clp tinh hasc didu
irj hen phé quan (Xem muyc Cdal bdo va 1hdn lrang ki ding thode),

CACH DUNG, LIEU DUNG
Liéu khuyén cao va cach ding

Lidu BREZTRI AEROSPHERE khuyén cdo |a budesonid 320 mcg, glycopyrrolat 18 meg va
formoterol fumaral 96 meg (wong tmg 2 hit BREZTRI AERQSPHERE
[budesonidiglycopyrrolatformoterol fumarat 160 megl9 mog/4,8 mea)) hai 1&n mdi ngay, vao
budl sdng va ti qua durdmg hit bang miéng. Khéng sir dung nhigu hom hai hit hai 1An m&i
ngay.

S0c miéng béng nrdc sau khi hit thube nhung khéng nubt
Chudn bi

Kh&i ddng binh xit BREZTRI AEROSPHERE trude khi sl dung |4n d4u sén Khéi abng binh
xit 18 chn thidt & dam bdo lrgng thude thich hop & mdi lidu xit, Khdn dng binh xt BREZTRI
AEROSPHERE bang cach xit 4 En véo ving khang khi cach xa mat, [&e k§ truee mbi lin xit
thubc.

Néu binh xjt khéng dugc ding trong hon 7 ngay, binh xit bl rol hodc gau khi nira sach hang
tudn, khéi déng lai binh xit bng cach xit 2 IAn vao khéng khi cch xa mB!, 15 k§ tnude mbi
IAn xit thubc.

B6 phéan dém lidu thube

Binh chira thubc BREZTRI AEROSPHERE cé kém theo ba phan xdc dinh iy, cho biét sb
lwong liéu xit cdn lai sau méi lén sd dung. Man hinh bao lidu ding cé méat vach chi thj kéu sé
dich chuyén sau mdi l&n xt Khi vach chi thi lidu ndm trong viing vang tirc 13 da gin hét sb
iy thude cb thé sir dung. Khing str dung BREZTRI AEROSPHERE khi vach chi thi idu a3
ndm & vi tri vach 0 trong ving méu 48,

CHONG CHI BINH

Chéng chi dinh diing BREZTRI AEROSPHERE & nhirmg bénh nhan man cam véri budesonid,
glycopyrrolat, formoterol hode bat ky té duoc ndo (xem trong myc Thanh phdn cdng thic
thude va myc Cdnh bédo vé thén trpng khi dang thude).

CANH BAO VA THAN TRONG KHI DUNG THUOC

Bién cé nghiém trong lidn quan dén hen phé quan - nhip vién, dit ndi khi quan, tir
vong
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Tinh an tean va hiéu qua cda BREZTRI AEROSPHERE irén bénh nhin hen phé qudn van
chira duge xic dinh. BREZTRI AEROSPHERE khéng dugc chi dinh 6& didu tri hen phé quan.

S(r dung don doc thubc chi vén beta-adrenargic tdc dung kéo dai (LABA) [khing phéi hop
v&i corticasteroid dang hit (ICS)] trén bénh rhan hen phé quén cé lign quan dén tng nguy cor
ir vong do hen. Di igu hién cé tr cac thd nghiém Iam sang cb @i chimg ciing cho thiy viéc
sUr dung LABA don dbc lam tdng nguy co nhap vién do hen phé quén & 1ré em va thanh thidu
nién. Nhimg tac ddng nay duge xem 18 chung cho cd nham LABA khi s&r dung don ddc. Kh
sl dung liéu cb dinh LABA kit hop véi ICS, dir figu Lir cac thir nghiém [am sang Iém khéng
cho thy sy 1ang dang ké nguy co xdy ra cac bidn cd nghiém trong lién quan dén hen phé
quan (nhap vién, A&t ndi khi quan, td veng) so vin ICS don tn,

Dir lidu hién co chura cho thiy nguy co tr vang 18ng 1n khi si dung LABA trén bénh nhan
COPD.

Dién tién ndng cla bénh va ciac dgt cép tinh

Khang nén khéi @du didu trj voi BREZTRI AEROSPHERE & nhimg bénh nhin méc COPD
difn tién ndng co thé dan t&i de dpa tinh mang. Chua €6 nghién ciu nao vé BREZTR)
AEROSPHERE trén nhom bénh nhan méc COPD dién tién nng Do @8, vide si dung
BREZTRI AERGSPHERE trong trurtrng hop nay 1a khéng phi hop

BREZTRI AEROSPHERE khdng nén duoc sir dung A& lam gidm cac tridu chirng cdp tinh, vi
du didu trj cit con co thét phé quan cép. Chira co nghién i v vige gidm cac gy chimg
cap tinh khi dung BREZTRI AEROSPHERE va khong nén sir dung thém libu cho chl dnh
trén. Cac tridu chimg cap tinh nén duge diéu trj bang thude chi van beta; tac dung ngén dang
hit,

Khi bt ddu didu in bdng BREZTRI AEROSPHERE, nhirng bénh nhan dang sir dung thube
chil van beta, tac dung ngén dang hit thuémg xuyén (vi dy: bdn lAn/ngay) nén dwoe hudng
dén ngumg sl dung thudmg xuyén céc loai thudc nay va chi si dung chung dé giam triéu
chirng hé hip cap tinh. Khi ké don BREZTRI AEROSPHERE  nhén vién y t& cling nén ké don
thubc chi van beta; tdc dung ngln dang hit va hudng din bénh nhan cach sir dyng Viéc
tng tan sut sir dung thudc chi van beta, dang hit cho thdy bénh cb thé dang didn tién
nghigm trong hon va cdn duge cham soc y 1€ kip thai.

COPD co thé diéin tién cip tinh trong mét vai gity hods chuyén thanh man tinh trong vai ngay
hofic 1au hon Néu viéc sir dung BREZTRI AEROSPHERE khéng con kiém soat duoe cac
triéu chirng hodc thude chd van beta; tae dung ngan dang hit trd nén kém hidu qua hadc bénh
nhén can hit nhidu thube chu van beta; tac dung ngdn hon binh thudng, thi day c6 thé 14
nhirng dau hidu cho thiy tinh trang bénh xdu di. Trang truéng hop nay. can danh gia lai tinh
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trang cda bénh nhin dbng théi v phic db didu tri COPD. Khéing nén tang lidu hang ngdy
clia BREZTRI AEROSPHERE vuot qua léu khuyén céo.

Tranh ding qua liéu BREZTRI AEROSPHERE va tranh két hop véi cac thude chi van
beta; tac dung keéo dal khac

Tuong tu nhw cac loai thube hit cé chira thanh phin betas-adrenergic khac, khiing nén si
dung BREZTRI AEROSPHERE thuéng xuyén hom tan sust dupc khuyén cdo, khéng nén
ding lidu cao hon khuyén céo, hodc két hop vén cac thube khac oo chira LABA, do cb thé gay
qué lidu DA cd bdo céo vé cdc tac dyng khdng mong mudn trén tim mach cé § nghia trén 1am
séng va tir vong lién quan 8é&n vide st dung qua nhidu thubc cwéng giao cdm dang hit. Bénh
nhén dang st dung BREZTRI AEROSPHERE khéng nén s dung mét loal thude khac o
chira LABA (vi du: salmelerol, formotercl fumarat, adformotercl tartral, indacateral) vi bit ky
ly do gi (xem phan Tuong ldc, lvong ky cta thubc)

Nhiém ndm Candida hiu hong

BREZTRI AEROSPHERE et chira budesonid. mdt ICS. Nhidm Candida althicans tai chd o
khoang migng va hiu hong 68 xdy ra & nhimg bénh ahan duoc didu i béng thude hit qua
durdrng migng cd chiva budesonid Khi phiém nam, bénh nhan nén duoc didu tri bang thude
khang nam tal ché hodc tean than (cy thé la dudmg uéng) trong khi van tiép tus st dung
BREZTR! AEROSPHERE Trong mét s6 trwong hop, cln tam ngung sir dung BREZTRI
AEROSPHERE Tu vén bénh nhén sic migng bang nuds nhung khang nudt sau khi ding
BREZTRI AEROSPHERE @4 giup gidm nguy co nhiém ndm Candida héu hong.

Viém phéi

D& co béo cao vé nhiém khudn dutmng ho hdp dudi, trong d6 co viém phdi, sau khi si dung
cotlicosteroid dang hit. Cac béc sT nén cdnh gidc voi sy phat trién viém phdi b thé xdy ra &
bénh nhin COPD do cac dac didm 1am sang cia viém phdi va céc com kich phét thuémg tring
l2p vi?l nhau.

Trong mét thir nghiém kéo da 52 tudn trén cac bénh nhén méc COPD (n = 8529), tj & mic

mérl viém phdi duoe xac nhan 14 4. 2% & nhém BREZTRI AEROSPHERE 320 meg!18 meg/9 8
meg (n = 2144), 3.5% a8l véi budesonid, glycopyrratat va formoterol fumarat [BGF MDI 160
megl18 meg/®,8 meg) (n = 2124), 2,3% 34 vl GFF MDI 18 meg /9.8 meg (n = 2125) va 4, 5%
a4l véri BFF MD) 320 meg/8,6 meg (n = 2138).

Céc trudmg hop W0 vong do vidm phdi xdy ra & 2 bénh nhén ding BGF MDI 180 mcg/18
mca/®,6 meg, 3 bénh nhan ding GFF MDI 18 meg/9,8 meg va khing co trrémg hop nao v
bénh nhan ding BREZTRI AEROSPHERE 320 mcg/18 mcg’9,6 meg.

Nl % i3 s -
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Trong mét thir nghiém kéo dal 24 1udn trén cac bénh nhan méc COPD (n = 1896), ty & méc
mai vigm phéi duoe xac nhan la 1.9% déi vai BREZTRI AEROSPHERE 320 mcg/18 mog/9,6
meg (n = 638), 1,6% abi vin glycopyrrolat va formoterol fumarat [GFF MDI 18 meg/®.6 meg)
(n = 625) va 1,9% ddi véi budesonid va formoterol Tumarat [BFF MDI 320 meg/®,8 meg] (n =
320). Khéng cé truéng hop i vong deo viém phdi irong nghién oo,

Ue ché mién dich va nguy co nhidm khudn

Bénh nhan dang st dung thude (ke ché midn dich co th d bl nhidm khudn hon nhimg nguo
khée manh Vi dy, thiy déu va bénh sdi cb thd cd didén tién nghiém trong hon hodc thadm chi
gay tr vong & tré em hodic ngudi 16 min cam khi s dung corticosteroid. Of nhimg tré em
hodic ngudi I6m chira timg mac cdc bénh ndy hoSic chua dugc tiém phong diy a0, can dac
biét luru ¢ dé tranh phoi nhiém, Chua xde dinh dwoe dnh hudng cla léu luong, dudng ding
va thol gian ding thube dén nguy cor khéd phat mot dot nhidm trang lan 16a. Bénh Iy nén
va‘hodic vigc sir dung corficosieroid treoc 46 cd dnh hudng nhu thé nao dén nguy oo cling
chura durge 1am sang 10, Néu bénh nhén bi phoi nhiém thiy dau, cb thé chi dinh didu trj du
phong bang immunogiobulin varicella zoster (VZIG). Néu bi phoi nhidm s&i, co thé chil dinh
diéu tr| dy phéng bang immunoglabulin (IG) tidm bap (xem t& hudng dan sl dung trong (ng
dé biét ddy di thdng tin ké don cla VZIG va 1G), Néu xudt hién thiy ddu, cd thé can nhic
didu tr| bling thudc khang wi rit.

ICS cén dwoc sir dung than trong & nhing bénh nhén méac bénh lao phdi thé tién trién hodc
tigm dn; nhidm ndm, vi khudn, vi rit hodc ky sinh tring todn than khéng duoc diéu tn; hodc
nhiém herpes simplex & mat.

Chuydn dbi thudc cho bénh nhan dang ding corticoid tic dyng toan thin
Ure ché truc HPA/ Suy thureng than

Can dic bigt chu § dén nhimg bénh nhin chuyén tir coticosteroid tc dung toan than sang
ICS do cac tneéng hop tr vong do suy thuong than @& xay ra & bénh nhan trong va sau khi
chuyén tir corticosteraid toan than sang ICS cd tac dyng todn thdn it hon. Sau khi nging so
dung corticosteroid toan than, cAn mdt val thang dé phyc hdi chire nang ving dudi ddi-tuyén
yén-thugng than (HPA).

Nhing bénh nhén triede dé duoc didu trj duy Wi ding prednison tir 20 mg trdr 1&n hang ngay
{hodc ham lwgng tuong dwrong) cd nguy co cao nhit, dic bidt khi bénh nhan da ngimg
corficosteroid tac dung toan than gan nhur hodn toan. Trong théi gian truc HPA bl (e ché.
bé&nh nhén co thé xudl hign cic ddu hidu va tridu chirng cda suy thuong than khi bi chin
thurong. phiu thudt hogic nhigm khuén (d3c biét & vidm da day rubt) hodc cac finh trang khac
ién quan dén mét dén gidi nghiém trong. Méc di BREZTRI AERCSPHERE cé thé gidp kidm
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=04t cac triéu chirng COPD nhing & ldu khuyén cdo thube tao ra wong glucocorticoid todn
than it hom so véi lwong sinh 1y binh thudmg va khiing cung cdp leong mineralocorticod o
hoat tinh cAn thiét dé dng phd véi nhirng treémg hop cdo tinh trén,

Trong trutrng hop stress hodc con kich phat COPD ndng, can hudng dan bénh nhan da
nglrng st dung corlicosterod tac dung todn than ding lai corticostercid duding ubng (v lidu
Iérn) ngay Iap tirc va lién hé véi bac sT dé duoe hudng din thém, Nhirng b&nh nhan nay ciing
nén duos hedng din mang theo mibt thé cinh baa vé vide ho can bd sung corticosteraid toan
than trong thdd gian stress hodc cae con Kich phét COPD nang.

Bénh nhin cin dung corticosteroid dudng udng nén gidm din vide sir dung corticosteroid
loan than, sau khi chuyén sang BREZTRI AEROSPHERE. Gidm daén prednison bang cach
giadm ligu hang ngdy cla pradnison xubng 2.5 mg trang 1 tudn trong khi van dang diéu trj bing
BREZTR| AEROSPHERE Chirc ndng phdi {thé tich thé ra ging sirc trong gidy dhu tién
[FEV3] hodc heu lwgng dinh thiy ra budi séng [PEF]), viéc sir dung thubc chi van béta va cac
iriéu chimg COPD nén dugc theo dbi cén thén trong thil gian ngirng s dyng corficosteraid
dudmyg udng. Ngoai ra, bénh nhén cén dugc theo dbi céc dau hidu va trigu chimg cla suy
thugng than, nhu mét méi, ué odi, suy nhuoc, budn nbn va nbn, ha huyét ap,

Bénh nhan ﬂ'ﬂ.l]'éﬂ tir corticosteroid toan than sang BREZTRI AEROSPHERE co thé 1ai phat
tinh trang di img trwde do da duoc kiém soat bdi corticosteroid toan than (vi du. viem mil,
viém két mac, eczemna, viém khop, tinh trang tang bach céu ai toan).

&t & bénh nhan cd thé xudt hign cac triéu chimg cai corticosteroid toan than trong théi gian
ngimg st dung corticosteroid duwéng udng (nhur dau cor valhodc khép, mét moi, trém cam),
mac di chire nang ho hap cia bénh nhan da dugc duy tri hodc tham chi cai thién,

Héi chimg cwéng va tre ché thugng thin

Budesonid dang hit dugc hip thu vao tuln hodn chung va co thé gy tac dung toan than. Tac
dung cia budesanid trén tryc HPA chua dugc quan sét thay khi ding voi ligu digu tri cha
budesanid trang BREZTRI AEROSPHERE. Tuy nhién, vurgt qué lifu khuyén cao hogc phdi
hop véi chit (e chd Cylochrom PAS0 3A4 (CYP3A4) manh oo thé dain dén ri loan chire néing
truc HPA (xem mic Cénh bdo vé than trong khi ding thude va myc Twong 186, tuong ky cua
thudc).

Do ICS duge hdp thu dang ké véo tudin hodn chung nén bénh nhan digu t bang BREZTRI
AEROSPHERE cn duge theo dbi chat ché bt kj bang ching nao vé tac dung toan than

6

e’ A



https://nhathuocngocanh.com/

cda corticostercid. Can d8c biét than trong thee dai cic diu hidu cho thiy luyén thurong than
khéing dap ('ng ddy Al & bénh nhan sau phdu thudt hodc rong gial doan siress.

C4c tae dung todn than cila corlicosteraid, nhu eréing vé thuong than va Oe ehé tuyén thuong
théin (bao gém cé con suy thuong thén dit ngdt) cb thé xult hign & mt sé it bénh nhan nhay
cam vér cde tac dung ndy. Néu nhing tac dung trén xdy ra, cén oo bién phap xir tri phi hop
trong trudng hgp cén thigt,

Twerng tac thude véi thude (e ché Cytechrom P450 3A4 manh

Than trong khi phdi hop BREZTR| AEROSPHERE 18U dé& véi ketoconazol va cac thube e
ché CYP3A4 manh khéc (nhwr ntonavir, atazanavir, clarithromycin, indinavir, itraconazel.
nefazodon, nelfinavir, saquinavir, telithromycin) do co thé xdy ra tac dung bat loi lién quan dén
sy tang ndng 86 budesonid todn than (xem muc Tuang téc, luong ky cla thude va muc Bde
tinh dee dong hoc)

Co thét phé quin nghich thuéng

Cling nher cég tr) ligu dudng hit khac khac, BREZTRI AEROSPHERE e thé gay co thit phé
gudn nghich thudng, ca thé de doa tinh mang Néu xdy ra tinh trang nrdy sau khi ding
BREZTRI AEROSFHERE, bénh nhén cin dibu tri ngay bang thubc gian phé quan tac dung
ngan, dang hit; ngimg ngay BREZTRI AERDSPHERE va sl dyng thubc khic thay thé

Phan (rng qua mén bao gdm sée phan v

D4a co bao cao phan irng qua mén cp tinh xdy ra sau khi ding budesanid, glycopyrrolat hodc
formoteral fumarat - céc thanh phén cla BREZTRI AEROSPHERE Néu xdy ra cdc déu hidu
cia phan ing di img, déc biét, phi mach (bao gdm kho thér hodc khé nubdl, sung ludi, méi va
mat), may day hodic phat ban, nén ngimg ngay BREZTRI AEROSPHERE va can nhic thudc
thay thé {xem myc Chang chi dink).

Tac dung trén tim mach

Gibng nhu cae thubc chil van beta; khac, formoterol fumarat cd thé gay ra cdc dnh hudng
trén tim mach cé § nghfa trén 1am sang & mot sd bénh nhan bao gbm gay tang nhip tim, huyét
&p tam thu hodic 1dm truiong, loan nhip tim, nhw nhip nhanh trén thét va ngoai tam thu (xem
myc Bgc linh duge fe hoe)

Néu xuat hign nhitng téc dung ngosi ¥ trén, co theé ngung ding BREZTRI AEROSPHERE.
Ngodi ra, céc thudo chi vén beta ciing d8 duoc bao cdo gay ra nhiing thay déi trén dign tém
dd, nhuw tao ra séng T det, kéo déi khoang QTc va dosn ST chénh xudng, di chura bidt rd
nghia |4m sang cla nhirng phét hién ndy. Do 46, cin thén trong khi ding BREZTRI
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AEROSPHERE cho bénh nhan cb cac bl loan tim mach, déc biét 13 suy mach vanh, réi lcan
nhip tim va tang huyét ap.

Giam mét dd xwomng

Gidm mat 48 xwong (BMD) da dugc ghi nhain khi sir dung dai han cae thude cb chire ICS. ¥
nghia Iam s&ng cla nhirng thay ddi nhd trong BMD lién quan dén hau qud 13u dai nhu gay
xwrong hign chua durgre bigt ré. B&nh nhén cb cac yéu 18 nguy co chinh im gidm ham lveng
khoang chét treng xuang, nhu bt ddng 1au ngay, tidn sir gia dinh bi loding xwong, phy nir
sau min kinh, hut thude 1a, tudi cao, ché &6 dinh duwdng kém hodc sir dung déi han cac logi
thube ¢ thé [dm gidm khdi lwemg xwong (vi dy: thude ching co gidt, corticosteroid dudng
udng) can duge theo ddi va digu trj phis hop. Do bénh nhan COPD thuding o6 nhidu yéu t6
nguy co lam gidm BMD nén dianh gida BMD trirde khi b8t diu sd dung BREZTRI
AEROSPHERE va dinh ki sau 46, Néu BMD gidm dang kd va BREZTRI AEROSFHERE viin
i& thubc quan trong @& digu trj COPD cla bénh nhan 66, thi cén can nhiic kj viec sir dung
thudc didu trj hodc ngdn nglra lodng xwong.

Trong mét thir nghiém kéo dal 24 tudn va théi gian theo dél g6 an todn kéo dai thém 28 tudn
anh hwdmng clia BREZTRI AEROSPHERE 320V18/9,8 mcg va GFF MD! 18/9, 6 mcg 18n chi s6
BMD da duge danh gia trén mdt nhém nhd bénh nhan COPD. Vige danh gia BMD duge thue
higén tai thén diém ban dhu va sau 52 tudn bang cich si dung phuong phap do hap thy tia X
nang lrgng kép (DEXA). Phin trdm thay abi trung binh cia BMD so v ban dau la -D, 1% dbi
véi BREZTRI AEROSPHERE 320/18/8,6 meg va 0, 4% doi ven GFF MDI 18/9,6 mcg (xem muc
Céc nghién cdu Jdm géng).

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

B co bao cao vé bénh tang nhan dp, gia t8ng &p lwec bén trong mat vé duc thay tinh thé trén
bénh nhan COPD sau khi s(r dung dai han ICS hode khi sir dung céc thude khang chalinergic
dang hit Than trong khi sir dung BREZTRI| AEROSPHERE & nhimg bénh nhan bj bénh
glaucom gée déng. Bac sT ké don vé bénh nhan cAn cdnh gidc vé cac diu higu va trigu chimg
cia bénh glaucom géc dong céip tinh (vi du, dau hodic khé chiu & mét, nhin mé, quing sang
hogc hinh dnh nhiéu mau lién quan dén mat 46 do sung huydt két mac vé phi gidc mac)
Huéng din bénh nhén trac 481 vét bac sT naay 1&p tire Péu 6 bat ky diu hiéu hodc trigu
chirng nao nhu trén. Néu bénh nhan cé cde ridu chimg & méat hodc si dung BREZTRI
AEROSPHERE lau dai, nén cén nhic xin tr vAn cla béac sT nhan khoa.

Mét thir nghiém kéo déi 52 tuan danh gia BREZTRI AEROSPHERE 320/18/9.6 meg, GFF
MDI 18/9.6 mcg va BFF MDI 320/8,6 mcg trén nhimg bénh nhdn COPD cha thay, ty & duc
thily tinh thé dao dgng tir 0.7% dén 1.0% & céc nhém.
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Tinh trang bi tidu dién tién nang

Tuong W nhu 141 cd cac thube khang cholinergic, can thén trang khi si dung BREZTRI
AEROQSPHERE ftrén nhimg bénh nhin bi bi téu. Béc €7 va bénh nhin nén canh gide vé cic
déu hiu va tndu ching cla phi dai tuyén tign liét hodc tac nghén ob bang quang (vi du; kho
tidu, tidu bubl), dac bist & nhimg benh nhan 63 B phi dai tuyén tién 18 hodc the nghén cb
bang quang. Hudng dén bénh nhan tham khdo ¥ kidn béc sT ngay khi cd bét ki dau hidu hodc
trigu chomg nhu vay.

Cic bénh mac kém

Tuong tr nhu tal céd cac thubc chira amin cudng giao cam. cén thén trong khi sir dung
BREZTRI AEROSPHERE & nhirng bénh nhén bi cac rél loan co giat hodc nhigém doc giap va
nhiing ngudi cd phan (ng bat thudmg v cdc amin cwdng glao cdm.  Khi tidm tTnh mach
albuterol, mét thubc chii van thy thé beta; khic frong nhom, da Idm bénh tiéu dudng tram
trong hom vé tang bién chirmng nhiém caton

Ha kall mau va tang dwong huyét

Thude chii van bela-adrenergic co the gay ha kali mau dang ki trén mot sé bénh nhin, ed thé
théng qua shunt ndi bdo gdy ra cic tac dung bat Ixl trén tim mach, Ha kall huyét thudnag
thoang qua, khdng cin bd sung Céc thude chd vén belas c6 thé lam ting durdng huyét thoang
qua & mit & bénh nhan.

Bdi twong bnh nhdn ddc bigt

Tré am

BREZTRI AEROSPHERE khong dugc chi dinh cho tré am. Tinh an todn va higu qud cla
BREZTRI AEROSPHERE frén bénh nhin nhi chwra duge chieng minh.

. .

Dira trén cic di lidu hign ca, khdng can chinh liéu BREZTRI AEROSPHERE trén bénh nhan
cao tudi, tuy nhién khéng thé joai trr mét s& bénh nhan cao tudi nhay cam vai thubc.

Trong thir nghiém 1 va 2, 1&n luot 1100 dbi heong va 343 dbi tuong tir 65 tudi trdr én dwoc
sit dung BREZTR| AERQSPHERE 320 mcg/18 meg/8,B meg hal idn m&i ngay. Trong ca hal
thir nghigm, chura ghi nh@n sir khac bigt tong the vé tinh an toan hodc hiéu gua gidra dai fugng
nay va dbi tugng tré twdi hon,

Bénh nhan suy gan

Chira co nghién cim chinh thire vé duoc dong hoc BREZTRI AEROSPHERE trén bénh nhéan
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suy gan Tuy nhign do budesonid va foarmoterol fumarat chi yéu dwoe thai trir qua chuyén
héa & gan, chirc ndng gan suy gidm o6 thé dan dén tich Iy budesonid va formotero| fumarat
trang huyét twong. Do viy, bénh nhan bj bénh iy gan nang can duoc theo dbl chat ché.

Bénh nhan suy thédn

Chura b nghién ciru chinh thire vé duge ddng hoe BREZTR! AEROSPHERE trén bénh rihan
suy than. Tuy nhién, & bgnh nhin suy than ndng (d§ thanh thai crealinin = 30 mliphit/1,73
m”) hodc bénh than giai doan cudi cdn lge mau, chi nén sir dung BREZTRI AEROSPHERE
néu g ich vuet trdi nguy co (xem muc Bdc tinh duoc déng hoc),

SU DUNG THUOC CHO PHU N CO THAI VA CHO CON 8U
Phy nir co thai
Téna quan vé nguy cor

Chura ¢ céc nghién ciru day al va duoc kiém soat 10t trén d8i trong phu nir co thal st dung
BREZTRI AEROSPHERE hodc vii hal trong sd céc thanh phén riéng 18 ciéa thubc,
glycopyrrolat hodc formoteral fumarat, d& cung chp théng tin vé& nguy co cb (i8n quan dén
thube: tuy nhign, hign 83 cd nghién clru vé thanh phin khic 1a budesonic

Trong céc nghén ciru v& kha nang sinh san 180 Abng val, budesonid ding don ddc theo
dudmg dudi da, o6 thé gy ra céc bit thundrmg vé clu tric thal, g8y chét phbi thai va lam gidm
can n@ng thai nhi & chut va thd & mire idu Wwong ¢ng bang 0,3 va 0.75 1n Féu hit hang
ngay 1di da duge khuyén cdo & ngudi (MRHDID), tuy nhién, khéing ghi nhan dwoc nhiing tic
dyng nay & chuét ding figu hit gap d&n 4 15n MRHDID. Céc nghién ciru vé phu ni ¢ thai sir
dung budesanid dang hit don d6¢ trong thal ki chira cho thay sur gia tang nguy co bét thutng.
Kinh nighiém véi corticesteroid dudmng udng cho thdy dong vit gam nham o8 by tac dung giy
i thai khi phoi nhigm véi corlicosteroid hom s0 v ngui.

Formoteral fumarat ding don dbe bing dudmg ubng & chubt va thd gay ra céc bt thuong vé
céu triie thal & mire lidu tuong dng odp 1500 va 61.000 1&n MRHDID. Formoterol fumarat
clng co tac dung gay chét phal thai, 1am tang 1y 1& mat con khi sinh va trong thed ky cho con
b, v& gidm trong lueng con & chuft vt ldu gép 110 n MRHDID. Nhimg téc dung ngoai y
thudng xdy ra v ibu gdp nhidu 1dn MRHDID khi ding formeterol fumarat béng dwdmg ubng
@& dat ndng d4 todn than cao. Khong cb bal thudng vé& clu trie thai, gay chét phdi thal hedc
phat tridn & nhing con chudt nhan lidu hit 1&n G&n 350 [4n MRHDID,

Glycopyrrolat ding don ddc theo duémg dudi da & chudt va thd, khing géy ra bat thudmg ve
cau tric thal hodc dnh hudng Gén sy sbng cla bio thai & mire lidu lwong Gng gap khodng
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2700 va 5400 tan MRHDID. Glycopyrrolat khiing dnh huéng dén sy phét trién thé chit, chire
nang va hanh vi cia chugt con & mirc éu gép dén 2700 n MRHDID

Chua wéc tinh duoe nguy co ban ddu cia cac di 141 bam sinh nang va sdy thal ddi vai phy
nir mang thal duge chi dinh ding thude. Tal Hoa Ky, wire tinh nguy co ban dau xdy ra cac di
t&l bam sinh ndng va sdy thai trong cac thai ky 33 duoc ghl nhén 1am sang twong Gmg 1a 2-
4% va 15-20%,

Can nhic vé mat 1&m sang

Chuyén da hodc sinh con; Chura cé nghién ciru duge kiém soat 16t trén nguol nhdm danh gid
tac ddng cia BREZTRI AEROSPHERE déi véi chuyén da sinh non hodic khdi phat chuyén
da. Do kha ning Lrc ché co thit Il cung cda cdc thubc chi vin beta, chi sir dung BREZTRI
AEROSPHERE trong khi chuyén da & nhimg bénh nhan khi loi ich rd rang nhiéu hon nguy
oo,

D ey
Dir i trén ngund

Cac nghién civu trén phy nr cd thai khéng cho thily budesonid dang hit 1am tang nguy co gy
ra nhirng bét thurdmg khi dung thudc trong thal ki Két qua tir m&t nghidn ciu dodn hé tidn
clru cb cfr mBu iém, trong 86 bao gom khodng $9% céc trudmg hgp mang thal trong gial doan
1995-1887 tir ba hé thing sb bd clia Thyy Bign (Hé théng qudn Iy khal sinh clis Thuy £én;
hé théng quan Iy di 13t bam sinh; hé thdng quan Iy tim mach iré em) cho thy khéng co sy gla
tang nguy ce di tal bam sinh khi s& dyng budesonid dang hit trong thérl ky d&u mang thal. Mot
nghién ciru khac vé di tat bdm sinh dwoc lién hanh vao ndm 2014 & tré so sinh cd me sl
dung budesonid dang hit 88 digu tri hen phé quan trong théi ki dau mang thai (thutng khodng
10-12 tuan sau ky kinh nguyét cudl) - thér ky mé héu hél cac dj tit co quan lén xdy ra. Theo
@6, ty & di 141 bdm sinh trong nghién ciru dugc ghi nhan trong duong so v ty 1@ di tit bim
sinh clia quan thé chung (twong mg la 3.8% so véi 3,5%) Ngoal ra, sau khi s& dung
budesonid dang hit, s tré sinh ra ¢4 khe ho ving miéng-mét tong déng vir sb iré co di tat
nay du kibn trong quin thé binh thudng (tuong Ung 12 4 tré so vari 3,3).

Nhirng dii igu nay ¢4 duoc si dung trong mt nghién ciru thir hai, ndng tdng sé tré so sinh
cd me ding v&i budesonid dang hit 18n 2534, Trong nghién clru ndy, ty 18 xdy ra d| 14t bdm
sinh trong sd ré cd me st dung vén budesonid dang hit trong théi ky d3u mang thai khing
khac bit so voi ty 1@ ndy & tht cf tré so sinh clng théd ky (3,6%)

D ligu trén dbng vaf
Budesonid
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Trong mét nghidn clu vé kha ndng thu thai va sinh sén, chudt duc dugc tiém dudi da trong
9 twan va chudt céi trong 2 twén trudre khi két ddi va trong subt thei ky giao phdi. Chudt cai
dugre ligm bb sung cho dén khi cai sira cho chudt con. Budesonid |am gidm khd nang séng
cua thal trsde khi sinh va kha nang sting dwgc cda con tai thén diém sinh v trong thér k§ ba
me, cling v&i sy gidm can ndng tang thém & chudt me, vdi gy bang 0,3 idn MRHDID (tinh
theo meg/m? véi lidu tiém dudl da & chudt me tir 20 meg/ka/ngdy tré 18n). Chira ghi nhan tac
dung nhu trén & liu 0,08 1&n MRHDID (tinh theo mog/m? vai ligu tiém dwdi da & chudt me 1a
S meg/kgingay).

Mét nghién ciru v& sir phét trién phai thai cia the mang thal Gurac ding thudc trana gial doan
hinh thanh co quan t ngay thai thir 6 3&n ngay 1B, budesonid ghy mat thai. gidm trong luong
thal vi bal thudng vé xuromg voi ligu 0,75 n MRHDID (tinh theo megim® vén libu Hém dudi
da & chudt me 13 25 meg/kg/ngay). Trong mdt nahién cdu vé su phat tridn phii thai cda ehubt
mang thai duoe ding thube trong giai doan hinh thanh cor quan tl ngdy thai thi: 6 dén ngay
15, budesonid giy ra cac tic dung bat g tuong ty d&i vdi thal nini v lidu gép kkhodng B tan
MRHDID (tinh theo mep/m? vard lBu tidm dudi da & chudt me 14 500 meg/ka/ngay). Trong mdt
nghién ciru khic wé sir phat tridn phél thai cla chudt mang thai, khang ghi nhan su bat thudng
v& cdu triic thai hodic giy chét phéi thal & idu gdp 4 1An MRHDID (tink thes megim? v lidu
diing theo dudng hit tdi da & chudt ma 14 250 mog/ha/ngay).

Trong mdt nghign clru v& sy phat tién trong va sau thai kY khi chudt s0 dung budesonid 10
ngay mang thai thir 15 dén ngay thi: 21 sau sinh, cho thdy budesonid khéng anh hudng dén
qua trinh sinh nd, nhung cé dnh hudng dén su tang trudng va phét tridn cla con T§ 1 séng
cla con gidm va gidm trong lwong co thé trung binh cla con sbng khi sinh va treng thin ky
bl me & héu tir 0,3 lan MRHDID trd trdn (tinh theo megim® v lidu tlm dudi da & chudt me
tir 20 meg/kgingay trd 18n). Nhirng phét hién nay duoc ghi nhiin khi gay ddc tinh & chudt me.

Formoterol Fumarat

Trong mot nghién ciru vé khd nang thu thai va sinh sdn, chudt dye duge cho diing thude theo
durdmg udng trang It nhiat 8 tudn va chudt cal frong 2 tudn trudre khi kit dbi va trong subt thén
ky giao phii Chudt cai dwoe ding thém thubc tir ngay mang thai thir 19 hodc cho dén khi cal
stra, Con dyc duge dung thude tol da 25 tudn. Thoat vi rén duge ghi nhan & bao thal chudt
khi ding ligu uéng gép 1500 n MRHDID (tinh theo megim? v lidu udng & chudt me tir 3000
mecgikgingdy trd 1&n). Tat ham ngdn duoe ghi nhan & bao thal chudt khi ding idu gép 800D
i&n MRHDID (tinh thea megim? vér iéu udng & chudt me & 15000 megikgingay). Thai ky b
ke dai khi ding léu gap 8000 1dn MRHDID (tinh theo meg/m? voi lidu ubng & chudt me 1a
15000 megfkgngay). Chét bao thai va chudt con xdy ra voi fidu x8p «i tor 1500 Ein MRHDID
tréy I&n (tinh theo meg/m? v liéu udng tlr 3000 meg/kgingay trér I&n) trong thén ky mang thai
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Trong mit nghién ciu vh sy phat tridn phai thai & chudt mang thai dwgc ding thude trong
gial doan hinh thanh co quan W ngay thai thir 8 dén ngay 15, khang ghi nhan su bt thudng
vé chu triic thal, gy chét phéi thal hodc dnh hudng dén sur phat tridn & lidu len ddn 350 iAn
MRHDID (tinh theo megim® wir lidu ding theo duwéng hit & chudt me En dén 690
megikg/ngay),

Trong mt nghign ciru vé sy phat trién phéi thai & thd mang thai duge dlng thube trang glai
doan hinh thanh cor quan W ngay thai thir 6 dén ngay 18, u nang dudi bao cla gan & bao thai
ducre ghi nhan khi ding iéu gép 61000 lan MRHDID (tinh theo mea/m® véi lidu uiing & chudt
me & 80000 meg/kg/ngay). Khéng ghi nhan tredmg hop qudi thal ndo vl 1By gip 3500 14n
MRHDID (tinh theo meg/m? véi liéu udng & chudt me lén dén 3500 meglgingay)

Trong mét nghign ciu vé& sy phat tridn trude va sau khi sinh, chudt cdi mang thal duoe ubng
farmotercl véi liéu D, 210, 840 va 3400 meg/ka/ngay ké W ngay mang thal thdy & (hoan thanh
qua trinh lam té cila phii thal) cho dén thén ky cho con bl Ty 1& sbng sét cia chubt con gidm
tir khi sinh dén ngay 28 sau sinh khi ding lidu gdp 1 110 1&n MRHDID tré 1&n (tinh theo
mogim” véi fidu wéng & chubt me 14 tr 210 meg/kgingdy trdr 18n), mac di cha cb bang chimg
vé mbi quan hé gira lidu leong vé dap ng Khing gh nhian dueoe cée tac dung cua thube
Wen phat trign thé chat, chire ndng va hanh vi & chudt con

Giycopyrrelal

Trong mdt nghién ciru vé sur phat tridn phil thai & chud! mang thai dugs dung thubc trong
giai doan hinh thanh co quan ¥ nady thai thir 6 dén nady 17, glycopyrrolal khéng giy ra céc
bat thudng vé céu tric thal hodc anh hudng dén khad nang sdng sat cda thal nhi, tuy nhién,
trong lwgmg co thé cda thai nhi giam nhe khi xult hign ddc tinh & me vén [iBu thd nghiém cao
nh&t gdp 2700 lan MRHDID (tinh theo meg/m® véri hdu tidm dudi da & chudt me & 10000
mcgikg/ngay). Trong luwong co thé thai nhi khéng bl &nh hudng khi ding ligu én dén 270 tan
MRHDID (tinh thee megim? véi lidu tiém dudi da & chudt me [én dén 1000 mog/kgingay). Bbc
tinh xay ra & chufit me dugc ghi nhdn véi lidu gdp tir 270 1dn MRHDID trd ién (tinh theo
megim® ydi ligu figm dudi da & chudt me tr 1000 megikg/ngay tré 18n).

Trong mét nghién ciru vé& sy phat trién phéi thal & thé mang thal dugc ding thube trong gial
doan hinh thanh co quan tir ngay thai thir 6 dén ngay 18 glycopyrrolat khing gay ra cac bit
thurdrng vé cdu triic hodic dnh hurdng dén sir séng 86t cda thal nhi tuy nhidn, treng lweng co
thé cia thal nhi gidm nhe khi xudt hién dic tinh & me véi lidu thir nghiém cao nhét gép 5400
I&n MRHDID (tinh theo meg/m? véi liéu tiém dudi da 8 chudt me 13 10000 megikg/ngay) Trong
lugng co thé thal nhi khéng bj dnh huedng véi hdu lén dén 540 |&n MRHDID (tinh theo megim?
vén lidu hém dudi da & chudt me i&n dén 1000 mcalka/ngdy). Ddc tinh xdy ra & chudl me
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ducc ghi nhan véi lidu gip tir 540 lAn MRHDID tré& 1&n (tinh theo megim?® vii libu tigm dudi
da & chudt me & tir 1000 meg/kgingay trer 18n).

Trong mét nghién clu vé sy phat trién trudc va sau khi sinh, chudt cai mang thai duoe sir
dung glycopyrrolat vér liéu 100, 1000 va 10000 meg/kg/ingéy tir ngay mang thai thir & cho 8én
thérl ky cha con ba. Sy tang trong lrong co thé chudt con tir khi sinh cho dén thivi ky bd me
bi giam nhe khi ding liéu gap 2700 1dn MRHDID (tinh theo mcg/m? véi lidu fism dudd da &
chuét me ia 10000 meg/kg/ngay); tuy nhién, sy tang trong lrang clia chubt con khdng bl dnh
hwdmg sau khi cai stra. Khang ghi nhan duoc cac anh hudng lign quan dén thube didu tr) 1&n
sur phat trién thé chét, chire ndng va hanh vi & chubdl con vl lidy [én dén 2700 1An MRHDID
(tinh theo megfm? véi lidu tigm dudi da & chudt me lén dén 10000 mogkaingsy). Bac tinh xdy
ra & chudt me duoc ghi nhan tF ngay thai thir 6 dén ngdy thir 18 vin liéu gap tWr 270 1En
MRHDID tré lén (tinh theo moeg/m? vén lidu tidm dudd da & chudt me 1 1000 meglkgingay trd
ién).

Thoi ky cho con ba

I8ng quan nguy co

Hién chua cd dif [y vé dnh hudmng cia BREZTRI AEROSPHERE. budescnid, glycopyrrolat,
hodc formoterol fumaral lEn ke bl me hofic sy bai tiel sGa Tuong v nhu ICS khéc,
budesonid duge bal idt qua elra me. Hign chua co div léu v& su cH mt cida glycopyrrolat
hodc formotercl fumarat trong stra me. Formoteral furmnaral va glycopyrrolal duge phat hién
trong huyét tuong cia chubt con bii sba cda me oo ding thubde. Lot ich vé phat iién va sire
khée cla vide bu me chn duoe cin nhdc vl nhu chu @du 19 cds ngud) me bing BREZTRI
AEROSPHERE va cac tic dung khiing mong mudn tidém tang @i v tré bd me lién quan dén
BREZTRI AEROSPHERE hodc lign quan dén bénh Iy nén cla nguai me.

DO lidu
Dir iy trén ngudn

Dir éu trén ngudi sir dung budesonid qua éng hit bt khé cho thiy tdng lidu ubng hang ngay
clia budesonid dugc phat hién trong slra me cho tré so sinh bl x&p xi 0,3% dén 1% héu ma
ngudi me hit vag. B4l voi BREZTRI AEROSPHERE, ty 12 phén trm lidy budesanid c6 trong
sCra me cho tré so sinh b 9o véi tdng lidu ngudi me sl dung, elng tuamg ty.

Hién chura o dir ligu trén nguwdi cla formoterel hodc glycopyrolat.
O hu frén dong vt

Trong nghién cru vé kha ndng thy thai va sinh sdn & chudt, ndng a6 formoterol trang huydt
twong Gugc do & chudt con vao ngay thir 15 sau sinh. U'dc tinh ndng @6 tbi da clia thubc
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trong huydt twomng mé chudt con nhén duge tr chudt me khi chudt me duge dung lidu cao
nhat 15 mgfkg, sau d6 cho con ba, 18 4.4% (0.24 nmolll. cho mdt ira chudt con so véi 5.5
nmal/L cho chudt me).

Trong nghién ciru v& ddc tinh 1&n khad ndng sinh sdn va phat tridn & chudt, néng dd
glycopyrrolat trong huyét twong duge do & chudt con vio ngdy thir 4 sau sinh. Nbng dd 141
da & chut con 4 6% so von éu & chudt me 1& 10 mg/kgingdy (ndng dé cla thubc trong huyét
twong chudt con la 98 ng/mL van 1 gitr sau khi ding thudc tuong Umg véi nbng 46 ctla thube
trong huyét trong chudt me 1a 1610 ngiml vio 0,5 gitr sau khi ding thudc),

ANH HU'ONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

BREZTRI AEROSPHERE khéng ¢6 hodc dnh hudng khing ddng ké dédn khd ndng 181 xe va
vén hanh may mée. Tuy nhidn, chong mat & mét téc dung phu khdng phi bidn cén duge vy
i khi la4i xe hoiic van hanh may mdo

TU'ONG TAC, TUONG KY CUA THUOC

Chira cd nghién clu chinh thie ndo we twomg tac thube thuc hign trén BREZTRI
AERCQSPHERE.

Thude tc ché Cytochrom P450 3A4

Con durdmg chuyédn hoa chinh cia cic corticosteroid, bao ghm cd budasanid - mét thank phin
clia BREZTRI AEROSPHERE, 1a thang qua Cytochram P450 isoenzym 344 (CYP3A4), Sau
khi sir dung ketoconazel dudng ubng, mdt thubc e ché CYP3A4 manh, ndng do budesenid
trung binh trong huyét tuang sau khi ding theo dudng udng tang kn, Sir dung aéng thér v
thubc lre chid CYP3A4 b thé gay (e ché chuyén hoa va [4m tAng nbng 49 budesonid trong
co thé Cln than trong khi sl dyng dbng thé BREZTRI AEROSPHERE vén keloconszo! va
cac thudc (rc ché CYP3A4 manh khic (vi diy ritonavir, atazanavir, clarithromyein, indinavir,
itraconazel, nefazodon, nelfinavir, saquinavir telithromycin} (xem myc Cdnh bao v (han
trong khi ding thude).

Thude kich thich hé adrenergic

Than trong knhi bd sung cac thube kich thich hé adrenergic theo bét kj dudng dung nao do
tac dung curéng giao cdm cla farmaterol, mét thanh phan cla BREZTRI AEROSPHERE, o
thé tang I&n (xem muc Cdnh bdo va thén trong khi dang thude).

Dén xut xanthin, steroid hodc thude lgi tidu

Sir dung dbng thel vii cae din xudt xanthin, steroid hodc thude il tiéu co thé 1am 13ng tac
dyng ha kali mau cla cac thubc chil vén beta.-adranergic nhir formoteral, mét thanh phin
cug BREZTRI AEROSPHERE.
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Thude lgi tiéu khéng gilr kali

Tac dung ha kali mau vahodc thay i dién t3m db do ding thudc lgi tidu khing gite kali (nhw
thudce Il tidu quai hodic 1ol tidu nhdm thiazid) cd thé irdr nén trém trong khi ding d8ng thén
thudc chi van beta;, G8¢ bigt khi sir dung thude chi van beta; vuet qua lidu khuyén céo

Thudc drc ché monoamine axidase, thude chéng trdm cam ba véng, thudc kéo dai QTe

Tuong tw cac thubc chi vén beta: khac, nén dac biét than trong khi ding BREZTRI
AEROSPHERE cho bénh nhén dang deu tri bang cac thude (rc ché monoamine oxidase hodc
thude chéng trdm cdm ba vong hodc céc thudc kéo dal khodng QTc do tac dyng cla thude
chil vén adrenergic trén hé tim mach cd thé bi tang 1&n bai cac thube nay. Thubc gay kéo dal
khedng QTe co thé tam tEng nguy co loan nhip thil

Thubc chen thy thé beta-adrenergic

Thubs @81 khang thy thé beta-adrenargic (thubc chen beta) va BREZTRI AEROSPHERE co
thé can trér tac dung cla nhau khi sir dyng dbng thoi. Thude chen beta khong chi ngan chan
tac dung diéu tri cda thudc chd vin beta; ma cdn co thé gay co that phé quan nghiém trong &
bénh nhan COPD. Do dé, bénh nhan COPD thong thurdmg khdng nén sl dung thudc chen
beta. Tuy nhién, trong mét s0 truéng hop nhét dinh, nhu dy phong sau nhdd mau oo tim, chua
cé lya chon thay thé nao khac thay cho thubc chen beta & bénk nhdn COPD. Trong tinh
hudng nay, oo thé cén nhac lya chon cic thudc chen beta tac dung chon lge Irén tim va cén
duge st dyng than lrong.

Thubc khang cholinergic

Cé kha nang xdy ra twong tac higp ddng khi st dung dbng thei cac thube khang shelinergic
Do dé, rdnh ding ddng théi BREZTRI AEROSPHERE win cic thube khac ciing chira thanh
phén cé tac dung khang cholinergic, do co thé dan dé&n gia ting tac dung ngoal ¥ (xem phdn
Cédnh bdo vé thén trong khi ding thude va Tac dung khdng mong mudn cda thudc),

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

Dir liéu tinh an toan lign quan @&n cac tac dung clia nhém corticosteraid, téc dung khang
cholinergic vé kich thich f;-adrenergic lén quan dén cac thanh phan riéng Ié trong phdi hop.
Céc tac dyng ngoat ¥ dugce bdo céo phd bién nhat & bénh nhan ding thudc nay 1& viém phéi
(4.8%), dau dAu (2,7%) véa nhifm tring dudng tiét nidu (2.7%).

Bang danh sach cic tac dyng ngoai y

Danh sach cac tac dung ngaal ¥ trong bang can olr trén di ligu vé san phdm tir cac thir
nghigm 1am sang va tir cae nghién ciru trén cac thanh phan néng &
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Thn sudt cha cée tac dung dugc xac dinh theo guy udc sau: rit thirding glp (2110); thudng
gép (21/100 dén <1/10); it gép (=1/1000 dén <1/100); hiém gap (21/10000 aén <1/1 000); rit
hiém gap (<1/10000) va chira biét (chura wde lwong duoe diea vao di lbu o s8n).

Bang 1: Céc tac dyng ngoal y theo tin sudt va hé co quan (SOC)

|Hécoquan | Tacdyng ngoaiy Tén suat
N khudn va loan Nhiém nam Candida ving miéng Thuéng gép
khudn | Viém phbi
RO1 loan hé midn dich Quia man It gap
L - Phi mach = Chura biét
Réi logn ni tiét Céc du hidu hodc triéu chimg cla tac dung | Rat hiém gap
glucocorticoid toan than, vi dy: suy tuyén
__ thugng than
R foan chuyén hda va | Tang duwomg huyét Thirdng gap
dirits
Rdi loan tAm thin Lo lang Thudng gap
MALngh - |
TrAm cém i It gap
Kich déng
Bbn chén
Lofang
| [Réilosnharhv Rat hism gép
ROi loan hé ihdn kinh | Bau dau —— Thueng gap
Ghﬂn% mat It gap 1
- JReoedy ]
Rdi loan thi giac | Nhin ma (Xem mus Cdnh bdo wa than trong | Chira bidt i
khi dong thudc)
Buc thity tinh thé
1 . - — S — Gmmﬂ B e——— - ———
R logn hé tim mach Bénh fréng nguc | Thuénggdp
Com dau that ngyc T gap
Nhip tim nhanh .
Loan nhip tim (rung nhT. nhip nhanh trén thit |
v ngoai tam thu)
| Roi loan hé ho hdp, long | Khan tiéng Thuing gap
| ngure va trung tha Ho
Vigm hong It gap
| Co thit phé quén
Réi loan hé véu hoa Budn nén Thuing gédp
Khé miéng It gap
Roi foan da va md dudl | Bam tim '\hgép
da |
Rdnlazn e xiong mo Chudt rit Thuong gdp
fign k R
Ror tagn hé than-hét nigu | Nnim tring duwémg gt niéu Thwong gap
B tidu It gap
Céc rdi loan chung va tai | Bau nguo It gap
vi i ding thudc
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D3 cd bao cao vé nhim khudn dudng hd hip dudd, bao gdm ci viem phii sau khi siv dung
corticosterold dang hit (xem muc Cdnh béo vé thin treng khi ding thade).

QUA LIEU VA CACH XUF TRI

Chua cb béo céo ve qud llu khi s dyng BREZTRI AEROSPHERE BREZTRI
AEROSFHERE chira budesonid, glycopyrrolal va formoterol fumarat; do dd, cac nguy oo lién
quan dén qua lidu ddi vai timg thanh phén rigng & duoc mb ta dudi ddy &p dung cho
BREZTRI AEROSPHERE. Cac bién phap xir trl qua liéu bao gbm ngiing BREZTRI
AEROSPHERE phdi harp véi didu tri trigu chimg vadhodc didu tr h8 tro phis hop, Cé thé can
nhac sl dyng thube chen thy thé beta ehon e trén tim nhung cln vy § ring thude nay ca
thé gay co thét phé quén. Anh hudng Lrén tim mach cén duoc thea dai trong trudmg hop qua
g,

Budesonid

Néu sir dung libu qué cao kéo dal, o thé xdy ra cac tic dung todn thén clia corlicosteraid,
rihur cudmg vo thurong than (xem myc Cdnh bdo va théan frong khi ding thude).

[ al

Liu cao glycopyrrolat, mét thanh phén cia BREZTR! AEROSPHERE, ¢é thé din dén cac
dau hiéu va triéu chimg khang cholinergie nhu buén nén. nén, chéng mat, chodng vang, nhin
mi, tang nhan ap (gay dau, réi loan thi lue hodc 45 mét), tao bén néng hodc bi tidu.

I —

Qué ldu formoterol fumarat cé thé din dén cac phan Ung qua mirc didn hinh 36 voi thude
chil van betax co giat, dau that ngue, tang huydt &p. ha huyédt 4p, nhip tim nhanh, loan nhip
nhanh nhi va thit, cang thang, dau ddu, run, d&nh tréng nagwe, chudt L, bubn ndn, ching
mét, rdi loan gidc ngl, foan chuyén hoa, tang dudmg huyét, ha kall mau. Tueng tw nhe tt cd
cac thude cuding giao cdm, nglrng tim va tham chi 10 vong co thé lién quan d4n vide s dyng
qud lidy formoterol fumarat.

DAC TINH DUQC LT HOC

Nhém duge ly: Thube ding trong bénh tAc nghén dudmg hé hip, 1a thube bao gbm 3 hoat
chit: hoat chét curdng glac cdm két hop vdi hoat chdit dbi van pho giao cdm va corticostercid

Ma& ATC: ROZALTY

Co ché tac dyng
BREZTRI AEROSPHERE
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BREZTRI AEROSPHERE chira budesonid, glycopyrrolat va formoteral fumarat, Co ché tdc
dung md td dudi day cho timg thanh phin dugc ap dyng cho BREZTRI AEROSPHERE.
Nhimg hoat chit niy dal dién che ba nhém thudc khac nhau (mél corticosterod tdng hap,
mét thude khang cholinargic wa mat thude chii van bata; chan loc tac dung dai) cb 1a¢ déng
khac nhal lén sinh Iy hoc [am sang va cac chi sb viém trong COPD.

Bud d

Budasonid 1&8 mét conicosteroid khang viém cd haat tinh glucacorticoid manh va hoat tinh
mineralocorticoid yéu. Trang cac nghién cu in vitro chudn hoa va trén mé hinh dong vat thue
nghiém, budesanid cd &i lyc cao hon khodng 200 15n ddi véi thu thé giucocorticoid vi cd hiéu
lire khéng viém tai chd cao gap 1000 13n so vén cortisal (xét nghiém gy phii tai chudt bang
déu croton). Hoat tinh khang viém toan than cla budesonid manh hon cortisal 40 1&n khi tism
dudri da v& manh han 25 1&n khi ding dudng utng trong thi nghigm thu nhé tuyén (e chudt

Trong cac nghién clu vé &i hpc voi thy thé glucocorticoid, déng phan epimer 22R cla
budescnid ¢ haat tinh gép hai 18n so v&i d8ng phan spimer 225, Céc nghién ciru in vilro cho
thiy hai dang dang phan nay clia budesonid khng chuyén 48l IAn nhau

Nén viém |a mét chu phéin quan trong trong co ché bénh sinh cia COPD. Corticosteroid c6
hoat tinh chéing viém réng o ché nhidu loai 18 bao (v du, 1€ béo mast, bach chu i toan, bach
céu trung tinh, dal thue bao va 18 bao lympho) va chét trung gian hoa hoc (vl du, histamin,
eicosanoid, leukotriens va cytoking) tham gia vao céc phan (mg viém 11&n quan @én dj img va
viém khang gua lrung gian di Ong Hoal tinh khang viém cla corticosieroid cb the gép phan
vao higu Iye cha thude.

Glycopyrrolat

Glycopyrrolat 14 mat hoat chat khdng muscarinic tac dyng déi, thudmg dugc goi chung I thude
khang cholinergic. Glycopyrrolat cd &i lye twong tu nhau vél céc phan nhom cla thu thé
muscarinic tr M1 dén M5. Trén durdng thé, tc dung duc Iy cua thude nay dugce bidu hién
théng qua viéc (re ché thu thé M3 & co tron, din dén gian phé quan. Tinh chét canh tranh va
et thé ddo nguroc clia tac dung dbi khang duoc bidu hién trén cac thy thé oo ngudn géc tir
ngudn va ddng v hode trdn cac md oo quan duge phan tach riéng bigl Trong cac nghién
clru tidn 18m sang i vitro va In vive, tac dung ngén ngie co thdt phé quan gay ra bdi
methylcholin va acetylcholin phy thude éu va kéo dai hon 12 gio. ¥ nghia 1&m sang cla
nhirng phat hidn nay vAn chua duoc bidt 8, Tae dung gidn phé quan sau khi hit glycopyrrolat
chii yéu la thc dyng dac hidu tai ché

Formoterol fumaral
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Formoteral fumarat 14 mét thudc chil vBn betaz-adrenergic chon loc 1ac dung dai va co thin
gian khdi phat nhanh. Formoterol fumaral dang hit tdc dung tai chd & phéi twong ty mat thude
gidn phé quan Cac nghién ciru in vifro cho thay formatersl cé haat tinh chi vén & thy thé
beta; cao hon 200 1&n so véi & thu thé beta,. Tinh gdn chon loc véi thy hé bets; hon beta
cla formotersl cao hon albuterol (5 1&n), trong khi salmeterol ¢é ty 1& chon Igc beta: cao hon
(3 I2n) 50 v&i formateral frang in vitro,

Mac di thu thé bata; [& cae thy thé adrenergic chi yéu & co tron phé quén va thu thé beta,
ehi ydu & tim, nhung cling eb thu thé beta; & tim ngudi chiém 10% dén 50% tdng s8 thy thé
beta-adrenergic. Chirc néng chinh xdc cla cac thy thé nay vn chua duoc bidt 48n, nhumng
et khd ndng cée thude chill viin beta; b tinh chon loc cao cling c6 thé co tac dung trén tim

Téc dung duge Iy cia cac thubo chll van beta,, trong 86 cf formoterol fumarat, tham gia kich
thich m{t phén adeny! cyctase ndi bao, enzym xiic (&c chuyén dd) adsnosin triphosphat (ATP)
thanh cyclic-3',5 -adenosin monophosphat (AMP vang). Ning 48 AMP vang t4ng 1En géy gian
to trom phé quan va (e ché gidi phing céc chat trung gian hda hoo 10 1é bdo dac bkl 14 Ik
t& bao mast. gdy ra phan (mg quéa min cip tinh

Dwge e hgo

Dién sinh Iy tim

Nghien ciru TQT khing duoe thwre hign vii BREZTRI AERCSPHERE do budesanid khdng
gnh hudng len khoang QT. Tuy nhién, khd ning kéc dal khoang QTc cda
glycopyrrolatfformoterol fumarat da duoc danh gia trong mét thir nghiém [Am sang bit chéa,
mi ddi, don Iy, 3l chimg véi gid duoc va chimg duang trén 68 ngudi khda manh. Su khic
biét trung binh I&n nhét cla gia trj QTel @& hidu chinh wii ban dAu (iél han tin cdy trén 80%)
sau 2 hit glycopymolatiformoterol fumarat 9/4.8 mog va glycopyriolatformeterol fumarat
72/19.2 meg so voi gid duge, tuomg img la 3.1 (4.7) ms va 7.6 (8,2) ms va khéng ndm trang
ngurdmg lién guan vé mat 1am séng la 10 ms. Si ting nhip tim phy thudc lidu cling da duac
ghi nhan. Sy khac biét trung binh 1on nhét v& nhip tim d4 hiéu chinh véi ban d4u (gidi han tin
cay trén 80%) so vii gid duore 1d 3.3 (4.9) nhipiphit va 7,8 (8.5) nhip/phit dwoe ghi nhan
trang véng 10 phit sau 2 hit twong Ong glycopyrrolatiformoterol fumarat 94,8 mcg va
glycopyrrolatiformolerol fumaral 72/19.2 mog.

Anh huémg cla BREZTRI AEROSPHERE 1&n nhip tim & nhirng b&nh nhan COPD duore danh
gid bing may Holter 24 gidr & tudn 16 trong mdt thir nghiém keo dai 52 tudn (Thi nghiém 1)
Quén thé bénh nhan duwye theo déi nhip tim bing may Haolter trang Thir nghiém 1 bao gbm
180 bénh nhan sir dung BREZTRI AEROSPHERE 320 mcg/18 mog/9,8 meg, 180 bénh nhén
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s dung glycopyrrolat va formaterel fumarat [GFF MDI 1B megi® 8 meg] va 183 bénh nhan
ding budesonid/formoterol fumaral [BFF MDI 320 meg/® 8 meg] Chira ghi nhan dugc tic
dyng ot § nghia [&m sang [&n rhip tim,

Anh hudmng cia BREZTRI AEROSPHERE trén tryc HPA dugc danh gid bang cach do ndng
d6 cortisol trong huyét thanh 24 gi& & thévi diém ban diu va & tein 24 trén bénh nhan COPD.
Ty I& trung binh (tuén 24/ban déu) cia BREZTRI AEROSPHERE 320 mcg/18mog/S, 6meg va
GFF MDI 18 meg/8,6 meg 1an ot tuong Umg 1 0.86 (hé 88 bién thidn (CV)=39%) v& 0,94
(CV=36,6%)

DAC TINH DUO'C DONG HOC

Phuwong trinh diroe déng hoc tuyén tinh 48 duge chivng minh a4) vérl budesonid (80 dén 320
mcg), glycopyrrolat (18 dén 144 meg) va formoterc] fumarat (2.4 dén 38.4 meg). Thing tin vé
dugc dong hoc cua glycopyrrolat va formoteral fumaral duge xac dinh dya trén cic thanh
phan mang hoat tinh tueng (ng 14 glycopyronium va formoterol Duoe d8ng hoe clia
budesonid, glycopyrronium va farmotaraol trong BREZTRI AEROSPHERE wong duong v
duge dna hoe cda budesonid, glycopyrronium v formoterol khi dwge sdr dung duél dang
budssonidformotarol hodc glycopyrrolalformoteral trong cic nghién el trén ngudi khoe
manh (don lidu) va nguéd méc COPD (da lidu).

Duore d6ng hoc timg thanh phin trong BREZTRI AERQOSPHERE duore trinh bay dudi dby

Hap thu

Budesonid: Sau khi bénh nhan COPD hit BREZTRI AEROSPHERE, Co, dat diroc trong vong
20 &én 40 phit. Trang thal én dinh wée tinh dat due sau kKhodng 1 ngdy ding léu 1p ke
BREZTRI AEROSPHERE duac xéc dinh thdng qua phan tich dugc ddng hoc quan thé va
AUCq 1z cao hon khodng 1,3 [&n so véi sau bdu ddu tidn

Glycopyrrolat. Sau khi bénh nhan COPD hit BREZTRI AEROSPHERE, Coe dat duoc trang
véng 2 dén 6 phat. Trang thai dn dinh wée tinh dal duoc sau khodng 3 ngay ding lidu I&p ai
BREZTRI AEROSPHERE thong qua phan lich duge d8ng hoo quin théd va AUCe.y cao hen
khodng 1.8 I&n so véri sau liéu dAu tién

Formoterol Fumaral Sau khi bénh nhan COPD hit BREZTRI AEROSPHERE, Co dat dugc
trong vong 20 dan 60 phit. Trang thai én dinh wéce tinh dat dege sau khodng 2 ngdy ding
ligy Iap lai BREZTRI AEROSPHERE thong qua phan tich dwoc ding hoc quan thé va AUC,
12 €A hon khodng 1.4 1an so voi sau Héu diu tign,

Phan b
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Budesonid: Tné tich phan bd bidu kidn wére tinh clia budesonid & trang thai én dinh trén bénh
nhan COPD ia khoang 1200 L. thdng qua phan tich dwoc dbng hoc quén thé. Trong khodng
néing & 1-100 nmolL, ty 18 lién két véi protein huyét twong cia budesonid trung binh dao
dong tr 66% oén B7%.

Glycopymolat: Thé tich phan bé bibu kién wéc tinh cla glycopyrronium & trang thai dn dinh
irén bénh nhan COPD la khodng 5500 L, théng qua phan tich dugre ddng hoc quén thé, Trong
khioding ndng d& 2-500 nmaliL, ty 1& li&n két véi protein huydt trong cla glycopyrronium dac
adng tir 43% dén 54%.

Formoterol fumarat Thé tich phan bd biéu kién wdc tinh cia formaterol & trang thal én dinh
trén bgnh nhan COPD 14 khadng 2400 L. théng qua phin tich duwe déng hoc quin thé. Trong
khodng nbng 46 10-500 nmaliL., ty 1§ fién két véi protein huyét tuong clia formeterol daa dong
tir 468% dén 58%.

Thai iri

Budesonid: Budesonid duge bai 18l qus nude 1y v& phan dudi dang chit chuydn hda Chi
mét lwong khing déng ke budesonid chira chuyén hoa duge phét Hidn trong nude tidu The
gian ban thai hidu qud cda budesanid & nhimg naledt méc COPD 14 khadng 5 gid, duoe trich
xuat 10 phan tich duee ddng hoc quén thé

Glycopyrrofat. Sau khi tigém finh mach mét [idu 0.2 mg glycopymonium danh diu phang xa,
85% thube oo mal trong nudc tigu sau 48 gids va mét chit hoat dd phéng xa cing duwge tim
thay trong mét. Thir gan ban thél hiéu qué ola glycopyronium & nhing bénh nhan mic
COPD |a kheang 15 gid, theo phan tich duge ddng hoe quan thé.

Formoterol fumarat. Sy bai thet cua formeterol da duoe nghién clru trén 8 ngudi khde manh
sau khi sir dung ddng thei formoterol danh diu phéng xa qua dedmg udng va duéng finh
mach. Trong nghién ciru ndy, 62% béu thubdc cla formoterol lién két vén hoat 88 phong xa
duge bal et qua nudc tiéu trong khi 24% duge théi il qua phan. Thir gian ban thél ¢o higu
qué cia formoterol & nhimg bénh nhén mic COPD 12 khadng 10 gi¢r, thae phan tich duoc
déng hoc quan thé.

Chuyén hoa

Buttesonid. Céac nghién clru in vitro vai dich treo md dding thé gan nguéi cho thiy budesonid
duge chuyén hda nhidu va nhanh ching qua gan. Hai chit chuyén héa chinh clia budesanid
dugie hinh thanh théng qua qua trinh chuyén hda sinh hoe nhér x0c téc cia CYP3A4, d3 dugc
phan l3p va xac dinh 1& 18c-hydroxyprednisolon va BB8-hydroxybudesanid. Moat tinh
corticostersid cia mbi chat chuyén héa nay d8u It hon 1% hoat chét gbc. Chura phéat hign théy
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sy kidic nhau vé chit gilra cac kibu chuyén hoa in vitro va in vivo. Sur bit hoat chuyén hoa
da dugc ghi nhan khéng dang ké trén phii ngui va cac chd phdm huyét thanh.

Glycapyrroiat: Dyra trén y van hién c6 va i nghién ciru in vitro irén & bao gan nguein cho thay
chuyén hba déng mét vai tré nhé trang qud trinh dao thdi glycopyrrenium néi chung. CYP2D8
& enzym chd yéu tham gia vao qua trinh chuyén hoa glyespyrronium.

Formaterol fumarat Con duémg chuyén héa chinh cda formoterol 1a glucuranid héa tric tiép
va qua phan ng khir methyl & vj tri O-, sau @0 lién hep thanh cac chit chuydn hoa khong co
haat tinh, Cac con duéng trao & chét thir cip bao gbm khir nném formyl v& lién hop sulfat
CYP2D6 va CYP2C da duwore xac dinh 18 enzym chinh xde lac cho qud trinh khir methyl & vi
i O

Nhom gan 6 dac biél

Phén tich duge dang hoc quan the cho thiy chiea cb bang chimg wé dnh hudng cb § nghia

1am sang ciia tudi, giti inh, ching tic/dan 18e hode khill vgng co thé 1n duoe 38ng ho cla
budesonid, glycopyrronium hodc formoteral

Bénh nhén suy gan;

Khoéng co nghién ciru danh riéng cho BREZTRI AEROSPHERE nhdm danh gig dnh hudng
cua suy gan lén duge 48ng hoo cua budesonid, glycopyronium va fermantenal,

Chirc néng gan suy gidm cé thé dnh hudmg dén thai trir corticostaraid. Duge ddng hoe cls
budesonid b dnh hudng khi chic néng gan bi t8n thong, vdi bing chisng sinh khd dung
lodn thén tang gap 881 sau khi udng. Tuy nhién, duge ding hoc cla budesanid tigm Tk mack
& bé&nh nhén xo gan twong W & ngwdi khde manh

Po budesonid va formoterol duoe thai trir chi yéu qua gan, & bénh nhan suy gan néng, co
kha nang tang nong dé thudc trong mau.

Bénh nhan suy thén:

Khéng co nghién clu danh rigng cho BREZTRI AEROSPHERE nhim danh gla dnh hudng
cda suy thgn lén duoe dfng hec clia budesonid, glycopyrronium va farmoteral.

Anh huéng ca suy than 1én ndng do budesanid, glycopymonium va formoteral trong t4i da
24 (udn 43 dwoc danh gid trong mél phan tich dugc déng hoc quin thd. BE loc cdu than wic
tinh (eGFR) thay ddi tir 31-182 mLiphut cha thay mire d% suy thén trang m&u nghién ciru dao
@ong tir trung binh dén khéng suy than. & bénh nhin COPD ca suy than trung binh (eGFR 1a
45 mLiphiit), dign tich duwdi dudng cong (AUCs..;) cla glycopyrronium t8ng khodng 68% sa
vai benh nhan COPD ca chire nang théan binh thuéng (eGFR > 20 mUphit), Sau hidu chinh
g% thanh thai cla thude theo tudi hoac khdi luong cor thé, chire ndng than khéng dnh hudmng
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6 y nghia dén nbng d¢ budescnid hodc farmateral, theo mét phin tich duac d8ng hoo quin
thé.

Khéng ghi nh@n tuong tae duge ding hoe ndo gilra budesonid, glycopyrrolat va formoterol
fumarat khi ding phéi hop thee dwémg hit. Cac nghién ciru tuong tac thudc cu thé cia
BREZTRI AEROSPHERE v cac thube khéc chua dwge lién hanh

Katocanazol va lraconazol Ketoconazol v itraconazol 13 cac thude (rc ché manh Cytochrem
P450 (CYP) isoenzym 3A4 (CYP3A4), enzym chuyén hiba chinh cla corticosteroid, Wr 46, 1&m
tang ndng dd budesonid trong huydt tuong sau khi ubng vé sau khi hil budesonid

Cimetidin: O lidu khuyén cdo, cimetidin, mét thudc oc ché hé enzym CYP khang dac hidu, chi
anh hudng nhe va khdng c6 y nghia lm séng i&n duge ddng hoc cla budesomd dudng ubdng

CAC NGHIEN CUU LAM SANG

Hiéu qua 1am sang cda BREZTRI AEROSPHERE da dugc danh gid trang ha! thl nghi&m [&m
sang (Thor nghigm 1 va 2) ngdu nhién. song song. mi i, da trung tim trén nhirng bdnh nhdn
mac COPD mire &6 i trung binh dén r&t néng vln cdn friéu chima trong khi didy tri COPD
duy trl béng 2 loal thude hil trd 180 trong vang il nhat & tudn trwde khi tham ga nghién cdu

Thir nghidm 1 (NCTO2465567) (ETHOS) duoc thue hién trong 52 tudn véd 1dng sb BS8E bénh
nhd&n  phén ngdu  nhign  (11:11)  ding  BREZTRI  AEROSPHERE
(budescnid/glycopyrrolatformeterol  fumarat 320 mcg/18 meg/8 B8 mog), budesonid
glycopyrrolat va formaterol fumaral (BGF MDI 180 mcg/18 meg/,6 meg] (BGF MDI 160
mog/18 megl8.8 meg khiding duge phe duydt), giycopyrrolat va formoterol tumaral [GFF MDI
18 meg/8,6 meg), hodc budesonid va formoterol fumarat [BFF MDI 320 mea/® 8 meg), tAl ci
déu duge ding hal iAningdy. GFF MDI va BFF MO! dugc si dung frong cing mét dng hil va
ta duwge nhe BREZTRI AERCSPHERE

Thir nghiém 1 durere thire hign trén bénh nhan co tign st mét hodc nhidu Bn xdy ra con kich
phat COPD mire d3 tir rung binh hogc nang trong 1 nam trudrc khi tham gia nghién e, ty
& FEV/FVC sau khi ding thubc gidn phé quén dudi 0,7 va ty & FEV, sau khi ding thude
gi@n phé gudn dudi 65% so voi gid i binh thudmg du dodn,

Pac diém nhan khdu hoc ciia mau nghidn ol & 1t cd cée nhém diéu tn trong Thir nghiém 1
bao gbm: tudi trung binh 65 tudl, 60% nam, 85% nguwéi da tréng va tign si hit thude trung
binh la 48 golindm, vél 41% ngudi dang hit thude. % FEV, trung binh sau khi ding thubc
gian phé quan dy dosn la 43% (khodng 168% dén 73%). Tai thei diém nghign cliru. cac loal
thubc COPD duge s dung phé bidn nhdt & ICS + thubc khdng muscarinic tac dung dal
(LAMA] + LABA (39%), ICS + LABA (31%), v LAMA + LABA (14%)
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Trong Thiy nghiém 1, tigu chi chinh 1a ty 18 cac dot cp COPD mirc 48 trung binh hodic ndng
kihi ding BREZTR! AEROSPHERE g0 vii GFF MDI va BFF MDI.

Thir nghigm 2 (NCT02487001) (KRONOS) duoc tién hanh trong 24 tuln véi tng =6 1896
bénh nhan phén nglu nhign (2211) ding BREZTRI AEROSPHERE
(budesonidiglycopyrrolat/formotarol fumarat 320 mcg/18 meg/8.6 meg), glycopyrrolat va
fermotercl fumarat [GFF MDI 18 meg/8,68 meg). budesonid va farmoterol fumarat [BFF MDI
320 meg/9,6 megl, hodc chdt d6i chimg cb hoat tinh, nhan mé, 14t cd ddu duoc ding hai
idningay. GFF MDI va BFF MDI duoc s0 dung cing mdt dng hil va t& duoe nhe BREZTRI
AEROSPHERE Thir nghiém 2 duroc thire hign trén cac ddi tiong & thin @iém tham gia nghién
clry, ©o ty & FEVWFVC sau khi ding thutc gin phé gudn nhd hon 0.7 va FEV, sau ki ding
thudc gian phi quan thip hon B0% so voi gia I du Aodn binh thudmg. Bénh nhan trang Thi
nghiém 2 khéng bal bube phai cd tién sir cae dot cAp COPD mic 86 trung binh ha&e niag
trong 1 nam trwdic khi tham g nghién ol

Bdc diem nhan khau hoc oda m&u nghién ctru &t od odc nhém Gy b rong Thii nghiém 2
bao gbm: tudi trung birh 65 whi. 71% nam, 50% ngud da trling, 45% ngutn chiu A va tién
sd' hit thude trung binh ka 52 gounam, vén 40% dang hil thube. % FEV: trung binh sau ki
diing thudc gifin phié quan o doan 18 50% (khodng 22% aén 84%). Tai thd didm nghién ciu,
cac loai thubie COPD duge s dyng phé bidn nhit (4 IG5 + LAMA + LABA (27%), ICS + LABA
{385%) va LAMA + LABA (20%)

Trong Thir nghigm 2, tiéu chi chinh 14 dién tich FEV, dudi duéng cong b 0-4 gity (FEV, AUG,
4) & luhin 24 khi ding BREZTRI AEROSPHERE 56 viri BFF MO va sy thay adi cla day FEV,
vao budi sdng tredc khi ding thubc & tudn 24 so wéi ban d4u khi dung BREZTRI
AEROSPHERE so wéi GFF MDI

Chirc nang phéi

Trong Thir nghigém 1, mél nhém nng bénh nhan dugc dua vao mét nghién ciru phiy do ha hip
ki v&i tigu chi chinh 18 FEV) AUCs. & tudn 24 (mL) va s thay 88i cia ddy FEV, vao budi
sang trudc khi ding thubc & tuln 24 (mL) so v ban ddu. BREZTRI AEROSPHERE cho thiy
lam tang FEV. AUCs.4 khi dang didu trj va tang FEV. day & luln 24 so v& BFF MDI va GFF
MDI (Béng 2). Cac tac ddng ién chiic ndng phdi (thay @bl trung binh cla day FEV; vaa bubi
sang trwdc khi ding thubic trong thei gian didu i so v&| ban dau) khi ding BREZTRI
AEROSPHERE so véi GFF MDI va BFF MDI duge ghi nhiin & 14t c3 cac théi didm trong sudl
qua trinky nghién ctru (Hinh 1),

Trang Thir nghiém 2, BREZTRI AEROSPHERE cho théy 1am tang FEV, AUCq. khi dang didu
tri tal tuan 24 so vai khi ding BFF MDI va tang thay ¢ trung binh cia day FEV, vao budl
sdng trudc khi dung thubc & tudn 24 so véi ban déu khi ding GFF MDI (Béng 2). Khéc biét
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gilta BREZTRI AEROSPHERE va GFF MDI vé sy thay 44 trurg binh cla ddy FEY, vao bubi
s@ng trurdre khi dung thude & tuln 24 so v ban dau khong co ¥ nghia théng ké.

Trong cd hal thir nghigém, cd sy nhat quan vé cal thién chire nang phéil & cdc phan nham bénh
nhén dwgc phan loal theo twbi, gidd tinh, mire 85 giti han théng khi (trung binh, ndng va rit

néng) va viéc sir dung ICS trude 6.

Bing 2: Thay d6i AUC,.ciia FEV, va thay déi trung binh binh phwong t8i thidu (LS) cia
day FEV (mL) vao bubi sang trurére khi ding thube & tudn 24 so véd ban ddu trong thiv
nghiém 1 (Nghién ciru phy do hé hdp ky) va thir nghiém 2'

Thudc sir dyng FEViAUCoy & Tudn24 | | Thay dbi cua day FEV, vao |
' . budi sang trwdc khi ding
| | thude & tudn 24 so véi ban
N N | diu |
Khac bigt | Khac bigt |
GFF MDI BFF MDI GFFMDI | BFFMDI 1
This nghigm 1 (Nghién G phy) | |
BREZTRI 633 | N=58B N=605 634, N=586 | N=608
SRR 53 mil. 118 mL wmL | 76mL
(0.77) | (85 143) (12, 67 (54, 69)
| Thir nghiém 2 S
"BREZTRI 436 N=403 | N=201 |565| N=522 | N=266
s i 5 mi 116 ml. 12 mi 74 mL
(-25, 34) (80, 152) (-9, 36) (47, 102)

'Phan tich loai trly dir [u do hd hdp ky dugce hu thap sau khi nglmg diéu tri theo nghién el
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Hinh 1: Gia tri thay ddi trung binh hidu chinh cta day FEV, so véi ban ddu theo thivi
gian (Thi nghiém 1)°

0 2

mS

e

0.5

Gid 1] thay 44 trung bEnh hisa chinh
3 voi man dau cin day FEV, (L)

Log

586 ndn ding tds

'Phan tich loal trir dir lléu do hé hdp ky Suoe thu thap sau khi ngimg @éu trf theo nghién el

Trong Thir nghidm 2, trung v| then gian khai phat vao ngay 1, duoc xag dinh la mic FEV, tang
100 mL so v ban dau, 13 trong vang 5 phdt trén bénh nhin dung BREZTRI AEROSPHERE
320 meg/18 meg/S.6 meg Trong Thir nghiém 1, bénh nhan duoc didu i bdng BREZTRI
AEROSPHERE 320 mag/8 meg@ 6 meg trung binh sir dung it thube ddu tn cdt con héng
ngdy han trong 24 tudn so vir bénh nhan didu tr bang GFF MDI 18 mog/@ 6meg va BFF MDI
320 meg/S.6 meg.

Con kich phit COPD

Trang Thir nghiém 1, tidu chi chinh & tY & xay ra con kich phat COPD mdc d§ trung binh
hosc néng dang trong thii gian didu trj & nhimg bénh nhan ding BREZTR! AERDSPHERE
320 mcg/1B mcoi®,6 meg so vdi GFF MDI va BFF MDI.

Caon kich phat COPD duwoe xdc dinh khi tinh trang x8u di trong 4 co it nhat 2 tridu chimg
néng (kho the, lwgng dém va mau sc clia d&m) hodc bdt ki 1 iriéu chirng niing cung voi bat
ky 1 trong cac triéu chimg nhe sau d8y. ho, the kho khé, dau hong, cam lanh (chay nudc mai
varho@c nghet mii) va sbt khdng do nguyén nhan khéc trong it nhét 2 ngay lién tiép. Con kich
phat COPD dugc danh gia & mirc @8 trung binh ndu cin diéu trj blng corticostercid todn thin
vashodc khang sinh va duge danh gid & mirc 38 ndng néu cin nhap vién hodc i vong

Trong Thir nghiém 1. didu tr| bdng BREZTRI AEROSPHERE 320 meg/18 mcg/9,8 meg cho
thiy ty & xdy ra com kich phat COPD mirc @ trung binh hoSc ndng trong thi gien didu tr
gidm di trong 52 tudn =o voi khi ding GFF MDI va BFF MDI (xem Bang 3),
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Bang 3: Ty 1é eon kich phat COPD mire d8 trung binh hodc nang trong 52 tudn
trong thir nghiém 1'

 Didu tri? (N) Ty 1§ trung Ty 56 ty sudt % Ty legiam | GiatrP
binh hang (RR) so véri com kich phat
nam thubdc ddi chidu COPD
(95% CI) {95% CI)
BREZTRI ==
AEROSPHERE 1,08 NIA Mi&, N/A
(N=2137) |
- 0.76 i 24 'T
GFF MDI (N=2120) 1.42 p<0.0001 |
(0.68; 0.83) (17, 31) :
| o D87 ' 13 .
8FF MDI (N=2131) 1,24 ' p=0 0027 |
(078,085 | (5 21) ;

'Phén tich trang théy gian didu tr) loal trdr dir (8L Sot cdp xAy ra sau khi ngimg didu Ui theo
ngrén clru
‘BREZTRI (BREZTRI AEROSPHERE) = budesonidiglycopyrolatiformateral fumarat 320

meg/ 18 meg/8,8 meg; GFF MDI| = glycopyrrolatiformaterol fumarat 18 meg/S € meg: BFF MDI
= budesonidfomoterol fumarat 320 mog/S,8 meg

Trong Thir nghiém 2, didu (1 bdng BREZTRI AEROSPHERE 320 mcg/18 mca/®.6 meg 1am
giam Ly I§ xay ra con kich phat COPD mire d8 trung birh hedc néng hang ném trang thé gian
diéu Irj so v khi dung GFF MOI 18 meg@.6 meg (RR [95% CI): 0.48 [0.37; 0.64]) va =0 v&i
BFF MDI 320 mcg/3,6 meg (RR [95% CI). 0,82 [0,58 1,171} Su khac bigt gilra BREZTRI
AEROSPHERE voi GFF MDI khéng cé ¥ nghia thdng ké phan nhiku do phén tich theo thi
béc.

Chit lwong cude sbng lién quan dén sire khie

Trong ca hal thir nghiém, chit lwrong cube sbng lidn quan dén sic khde dugc dénh gia bang
céch s dung Bang céu hdi hd hdp cia St. George (SGRQ), Theo do, cb cai thién so vai ban
d&u dute xac dinh khi diém SGRQ tir 4 1ré 1én

Trong thir nghiém 1, ty 18 bé&nh nhin dang dibu tri o cdi thién SGRQ & tudn 24 cac hon &
nhém diung BREZTRI AEROSPHERE 320 mcg/18 meg/9,8 mog (50%) so vai ca nhom GFF
MDI 18 meg/8.6 mog (43%: ty sd chénh 1.4, [85% CI 1,2, 1,5]) va nhdm BFF MDI 320 meg!9,6
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meg (45%; ty 56 chénh 1,2; [85% CI: 1,1 ; 1,4]). Sy khac biét twong tu gitra cée nhom didu tri
ciing duge ghi nhén & tudn 52.

Trong thir nghiém 2. ty I8 bénh nhan dang didu trf co cdi thidn didm SGRO & tudn 24 cao hon
o nhom dung BREZTRI AEROSPHERE 320 mog/18 mcg/8 6 meg (50%) so véi cd GFF MDI
18 meg/9,6 mog (44%, ty sb chénh 1,3; [95%CI 1,0 | 1.6]) va BFF MDI 320 mcg/9.6 meg
(43%:; ty 5_5 chénh 1.3; [B5%CE 1,0- 1,7]).

HU'O'NG DAN SUF DUNG, XIF LY VA LOAI BO

B&t ky san pham chuwa st dung hodc phé figu ndo déu phai duoe xi¥ Iy theo quy dinh cda dia
phuromg. Tranh khong lam v, thiing hodc chay g thube, ngay & khi lp thudc dudng nhur
réng.

QUY CACH BONG GOI:

Hop gbm 1 i nhdm chira binh xit 120 lidu

DIEU KIEN BAO QUAN:

Khang bdo quan trén 30°C. Tranh tikp xic v&i nhiét 44 cao hon 50°C

Khéng choc thing lp thude. Bao quédn noi khd rdo.

HAN DUNG

24 thang ké i ngay sén xult Chi sl dung trong vding 3 théng ké i khi md gdl nham
TIEU CHUAN CHAT LUCING CUA THUOC: Tidu chudn cia nha sdn xudt

TEN, B|A CHI CUA CO SO SAN XUAT THUOC:

ASTRAZENECA DUNKERQUE PRODUCTION
224 gvenue de la Dordogne, 58640 Dunkerque, Phip

NGAY XEM XET SU'A DOI, CAP NHAT LAI NOI DUNG HU'ONG DAN SO DUNG THUOC:
DD-MM-YYYY

Doe ID-004748338 V2.0
D A=fraZeneca 2021

BREZTRI and AEROSPHERE are trademarks of the AsfraZeneca group of companies.
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HUONG DAN SUY DUNG

Théng tin quan trong
+ Chi str dung duwdng hit qua miéng
+ Chuin bj binh xjt cho lin ddu tién sir dung bang cach khéi déng binh xjt.
= Rira sach thiét bj truyén dng mau vang hang tudn
= Xjt 2 nhat thudc vio budi sang va 2 nhat thube véo budi ti.

Bio quan binh xit
= Khéng bao quan trén 30°C
« Khéng bao quan trong mél trwdrng dm wét, nhur phéng tam
»  Gilr binh xit va 1&t c& cac logi thude ngodi tam tay cda tré em

Céc b§ phén caa binh xjt
B4 chi thj liéu
Gan trén binh xit

Binh xit (bé&n trong)
Chira thubde.

Thiét bl truyén déng
Chira binh xit thude

Béu ngam
Xjt thude.

Nap diu ngam
Bdo vé diu ngam khi binh xjt khéng st dung

Boc gia trj trén b phén chi th| lidu
(© B phén chi thj lidu s& dém ngwec 1 lidu sau mdi lan xjt thude.

Vach chi thi lidu
Chao théy s6 liu xit con lal

Viung vang

Bat mua mét binh xit m&i khi
vach chi thi kéu & tong ving
vang

Viing dé

Loai bé binh xit khi vach chi thi
lidqu da & vach O trong viing d6

(D Knéng b xit khi vach chi thj libu da & vi tri 0 do lwomg thube khi d6 khéng di 84

cung cap 1 liéu diy di.
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B§t mua mat binh xjt m&i
*  Bat mua mit binh xit méi khi vach chl thj &y & trang viing vang
Loai bé binh xijt
Loal b& binh xji vao thing rac khi
« Vach chi thi lidu dén vach 0
Hoac
= 3 thiang <cho 30 ngay hit= k& tir khi binh xit Gurgc 1By ra khdi W nham.
Kiﬁnhg sir dyng lai hodc sir dung thidt bj truyén @éng véi lp dyng thube cia cac binh
x [+
Khéng choc thing hojc ném lg dung thube vao lira hodc 16 abt,

» Trurdre khi ban s dung binh xit ldn dAu tign, hay khdi ddng binh xit dé ed du lrgng thube
khi str dung binh xit

l Khoi dgng 1
| B& ndp 6iu ngam

= - — —_ g

Khori dong 2
Lac déu binh xit v xit thir 1 1n vas ving khéng khi cach xa mal_
Lap lai ver tdng 4 Hin xit thir, 1ac trudre mdi in xit thi

R '
.':.: | “h\‘\ . ?
=N - - ,.,'"‘T'I ';3
‘-'&- b.a e

W Cac lidu xit thém duye cung cip a8 khid ding binh xit. Khong duge bé qua giai doan
khéi dong binh xjt.

@ Khai dong iai binh xit: ~ Bé khérl ddng lai binh xit, xit thir 2 10, 1Ac |
* sau khi rira sach bi phan truyén ding trurire mé&i kan xjt thir

= néu binh xit bj roi
* néu khong st dung binh xit trong hon 7 ngay
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SU' DUNG HANG NGAY, sang va téi - Sir dung binh xit

Sir dyng hang ngay: 2 nhat xjt vao budi sang va 2 nhat xjt vao budi t6i.

Sic miéng bing nuée sau 2 1An hit 48 tranh nhidm ndm

Budre 1

Bé nép dAu ngam. Kidm tra ddu ngédm xem co dj vt va loal be chiing trude khi siF dyng.

—

J L\
Budc 2
Ldc kj binh xjt | Thé ra thal | B3t ddu ngém | Bt ddu hit vao that | Nin thé u nhal cb
trurdc mdi Hn xit | manh Vao Wrong miéng | shu va tir tir lrong | Ih&, tdi da 10 gidy,
va ngam kin mai | kv xit 1 nhat Tidp
tue hil véo d&n khi
khéng thé.
a 4 ]
u‘“"' | - Rnes b -
b L | e (@3
. = ‘ I N i.
i, l P ‘3‘ ' B f
S NG
Buoc 3 Buwdrc 4 1 Buéc §
, e Bay nap diu ngdm Ste miéng blng nudre. Nhd b4 |
nurdc. Khdng nubdt,

2 cho 8n hit

tigp theo

Rira sach thiét b truyén déng mau vang hang tudn dé thubc khiing dong lai va lam
tac dhu ngam

Khéng dé binh bj wét,

Khei déng binh xjt lai sau khi rira sach.
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Rira buée 1 Rira buror 2
Thao birh thuoc va dat sang mét bén. Khéng | Thao nap dau ngam,

dé binh bj wét.

Rika burde 3 Riva budr 4

4

Cho nuére &m chay qua 8Au ngam trong 30 gidy va sau dé cho | Lic @& loal bo cang nhibu
qua dau thiét bi kruyén dong frong 30 gidy. Ria saeh trang thng
chng 60 giay.

Khéng lau khd bang khan
hodc khdn gidy.

Rira burdre 5 ' Rlllﬂ_hmi-cﬁ

Nhin vao trong bd phan truyén ddng va diu ngam | Phot khé trong khang khi, 141 nhal I3

aé kiém tra thude tich ty lai. Néu cé. hay 18p lai cac | 44 qua 48m Khéng p bng trér lai
budre nira sach tr 3 dén 5, thiét bi truyén dng néu van con it

s "
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Rira buwéc 7

Rira budre 8

Khi dyng cy khé, dat nap dau ngam vao truror,
gau do 4n nhe binh thubc xubng b truyén
ddng. / .

Kh&i dong fal ong thudc bang cach xit thir 2
iAn, 1dc trude mdi 13n xit thir,




