https://trungtamthuoc.com/

f Illf “ .f-m' R,
4{ FOOMETY THIHN \ TICALIOS %)
QUG PHAM - {Tieagrelor %0 mg, Vién nén bao phim)
"r-\ HELIOS /.
TR O THUOC NAY CHI DUNG THEQ DON THUOC
: PE XA TAM TAY TRE EM
POC KY HUONG DAN SUDUNG TRUGC KHI DUNG

THANH PHAN

M@i vién nén hao phim chim:

Thinh phin hoat chit: Ticagrelor 90 mg.

Thinh phin ti duoc: Mannitol (Pearlitol 25C), Microerystalline Cellulose {Avicel PH 1013,
Hydroxypropyl Cellulose (Klucel EF), Hydroxypropyl Cellulose (Klucel EXF), Croscarmellose
Sodium (Ac-Di-Sol SD 711), Magnesium Stearate, Opadry 03B520240 Yellow '

¢ " Thimh phdan et Opadry 03B520240 Yellow: HPMC 2010 Hvpromellase,  Tiremiwm  Dhoside,
Macrogol/PEG, Talz, fron Ovide Yellow),

DANG BAO CHE
Vitn nén bao phim
M ta: Vién nén bac phim méu vang, hinh tran, hai mat 161, mét mit ¢6 ch “LY", mit con lai tron.

CHI PINH

Hi ching mach vinh tﬁp

TICALIOS ™), dung délng thén v acetylsalicylic acid (ASA), duoe chi dinh 48 phéng ngira edc higén
b huvét khii do xo vita déng mach & bénh nhin ngwi 1én b héi chimg mach vanh cap (dau thit
ngire khong on dinh, nhdi méu co tim khéng ¢o ST chénh lén [non ST elevation Myocardial Infarction
- NSTEMI], hoje nhii miu cor tim ¢b ST chinh 1én [ST elevation Myocardial Infarction - STEMIL]:
pom bénh nhéin dige didu tr ndi khoa, va bénh nhén dwoc can thiép mach vanh qua da (percutaneous
coronary intervention - PCI) hode phiu thuft bic chu mach vinh (coronary artery by-pass prafting -
CABG).

Céc thang tin khae, xin tham khao phin £dc tinh diege lve hoe,

Bt quy do thitu mdu eye b chp tinh hofie con thitu méu cuc b thoang qua (TIA)

TICALIOS 90 duore chi dinh 4€ gifm nguy co dét quy & nhimg bénh nhén bi 46t quy do thidu méu
cye b -_-ﬁ.p tinh (Thang diém Dt quy NIH = 5) hodc b nguy co cao bj com thidu méu cuc bd thedng
qua {TTA) (xem phﬁn Xic tinh diepe e hoc).

CACH DING, LTEU DUNG

Lidu diing

Hiji chimg mach vinh ciip

Nén khii du didu tri voi chi mit lidu ngp 180 mg TICALIOS 90 (hai vién 90 mg) va san dé duy trl
vii ligu 90 mg hai lan mdi ngay.
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Bénh nhan ding TICALIOS 90 ciing nén udng ASA hing ngay, tr khi ¢6 chiing chi dinh ey thé. Sau

mit lidu khéi diu véi ASA, nén dling TICALIOS 90 cling vii liéu duy td 75 — 100 mg ASA (xem

ohin e tinh duge e hpe).

K.hu:.ré'm cho didu tr] 18n 48n 12 théng trir khi 6 chi djnh lim séng ngumg ding TICALIOS 90 (xem

phin Dc finh duyre lue hpe). Kinh oghiém didu trj sau 12 thing con gici han,

{3 bénh nhin bj hii chimp mach vanh cdp, vide ngimg sim bit kv lidu phap chéng két tip tidu ciu

nao, ké ca TICALIOS 90, ¢ thé giv ting nguy co 1 vong tim mach, hodc nhdi mdu co tim do bérh

1% lifm an cia bénh nhdn, Do dé, nén trinh naumg diéu tr sém.

Nén tranh quén ding thude ki didu 1. Bénh nhin quén | lide TICALTIOS 90 nén ding chi 1 vign 90

mg (lidu k& tiép) vao ding gid thong L&,

Bénh nhin ¢3 duye diéu tr vl clopidogrel o té chuyén thing sang ding TICALIOS 90 néu cin

thiét (xem phén Hde ink diege hee hoe). Chuyén tie prasugrel sang diing TICALTOS S0 chum duge

nghidn ciu.

Cé thé cin nhic ngimg ding ASA sau 3 théng & nhitng bénh nhiin bj hdi chimg mach vaah cép d&

direre can thigp mach vanh qua da (PCI) v co ting nguy cor it huyét. Trong tnrémg hop dé, nén tiep

tye diing ticagrelor nhe lidu phap khang tiéu cdu dom trong 9 thang (xem pldn Canl bdo w thdn rong

ki dimg thudc),

Byiit quy do thitu man cuc bi ll:ﬁp tinh hodc con thitu mau cpc b thodng qua (TIA)

Khén @hu didu tr vii lido ngp 180 mg TICALIOS 90 vé sau d6 tiép tye voi lidw 90 mg x 2 lin mdi

nghy teong toi da 30 ngay.

Higu qua didu tri tich My sdm trong qua trinh didu tri (xem phin Hdc tinh duge lee hoe).

St dung TICALIOS 90 véi léu ngp aspirin (300 ¢én 325 mg) vé lifu duy iri hiing ngity ¢ia aspirin 1a

75 dén 100 mg (xem phiin Cank hdo va thdn trong khi ding thude va Bde tinh due lue hoe),

Cée nhém din s dic biét

Newdi cao tudi

Khoing mdt nita st bénh nhin trong céc nghifn ctu PLATO va THALES cé 45 tudi > 65 tubi va

khoang 15% & d¢ tudi > 75 wbi, Khing eo sir khic bt vé df an toin va hidu qua gifta bénh nhin cao

tudi v bénh nhén tré hom. Khing cin didu chinh lidu & ngwii cao tudi (xem philn Bidc iinh dirge ding

hoc).

Bénkh mhan suy thin

Bénk nhdn &j bgnh thin gici dogr cuoi dang Toe mdu

Cdc nghién ciru v& hidu qua va 45 an todn trén 18m sing et ticagrelor 82 khéng tuyén chon cde biénh

nhén bi bénh thin giai doan cudi (ESRD) dang lye mau, O nhimg bénh nhin ESRD duye duy tri bing

thim phén méxw ngft quing, khéng oo sir khie biét et ¥ nghia vé mat 1im sing v& ndng dd ticagrelor,

chit .:hu;.'én héa eha nd vi ey o ché tidu cdu tuomng tye nhar nhimg gi d3 ghi nhin & bénh nhin cd chire

néng thin binh thrémg (xem phan #\ie tink dire fee hoc). Vin chua o 1igu cde ndng @6 ndy eb din

dén higu qizd vi &d an todn teong iy & bEnh nhin ESRD dang loc méu nhir 83 ghi nhin & cic nghién

cla PLATO, PEGASUS vi THALES hay khong.

Khong céin diéu chinh ligu & b&nh nhiin suy thin (xem phin Ade tnh diege ddng hoc),

Bénh nhdn suy gan

Ticagrelor chira due nghidn eifu trén bénh nhin suy gan adng, vi viiy, ch-;"m,g chi dinh & bénh nhin

SUy gan ning (xem |Jl1$hn E.Fi'n‘i'ﬁg il dimfy, D lidu nghién ciu trén bénh nhan suy pan trung binh eon

har che. Khing khuyén khich digu chinh ligu nhumg cén thiin trong khi sir dung ticagrelor & bénh nhin
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suy gan trung binh (xem phin Cdnh bdo v thin trong khi ding thude va Bide tinh diege ding hoc).
Khéng céin diéu chinh lifu trén bénh nhin suy gan nhe (xem phin Dic tfnh dwoe ding hoc)

Tré em

Chua xdc dinh diere tinh an todn va hide qua cba ticagrelor & 1é cm dudi 18 wdi. Khing sir dung
ticagrelor & tré em bj bénh hing ciu hinh lidm (xem phin Ddc tih dieoe Tue hoe v Ddc tnh dwpe
ding hpe).

Ciich diung

Ding duimg ubng.

TICALLOS 90 c6 thé dimg cling holic khéng cimg w&i thire dn.

B¥i v&i bEnh nhin khéng the nudt nguyén vién thube, o6 thé nghitn vién TICALIOS 20 thinh bit
min i phén t4n trong nim fy nrde v udng ngay 13p tire, Tréng ly hiing mira Iy mrde va udng hét, Hin
dich efing eo thé duge ding qua dng thing da diy (logi CHR hay lém hon). Didu quan trong 14 phai
tréng fng thing da diy voi nude sau khi 48 dimg hiln djch thude,

CHONG CHI PINH

» Qud mdn cim voi hoat chit hodc véi bt ki 14 duge nito duge 1iét k& & myc thanh phéin td diroe (xem
phiin Tdc dung khéng mong mudn clia thudc).

+ Dang bi xuit huvdt do bénh 17,

= Tien sir b xuidt huyét ndi so (xem phén Tdc dung Midag mong mudn cia thude).

* Suy gan ndng (xem phﬁn Cach ding, licu diung, Canh bdo va thidn trong bl ditmg thudc v e ifnh
dee ddng hoc).

+ Chiing chi dinh dimg dng théi ticagrelor véi chdt e ché ngnh CYPIA4 (nhy keloconszol,
clarithromycin, nefazodon, ritonavir va atazanavir), vi ding d6ng thér ¢d thé diin dén 1&m ting ding
ké mire 44 phoi nhiém v ticagrelor (xem phin Treong fic, fircrhg kY Cti thdie).

CANH BAO VA THAN TRONG KHI DUNG THUOC
Nguy cor xudt huyét
Nén cin biing viée s dung licagrelor & bénh nhin da bife bi tng nguy co xudt huyt v 1od ich phong
ngira céic bién co do huyét khoi do xo vita déng mach (xem phiin Tie dung khidng mong mudn ciia
thude v e tink dege e hpe), Néu dupe chi dinh trén 18m sing, nén huou ¢ khi ding ticagrelor &
nhimg nhom bénh nhin sau diy:
« Bénh nhin et xu huémg bi xudt huyét (v du do chiln thuomg gin diy, phiu thujt gin diy, i loan
ddng méu, dang hodc vim bj xudt huyét dutmg tiéu hda) hode bénh nhin b ting nguy co chin
thiromgz, Ticagrelor chong chi dinh & bénh nhin dang bi xudt huyét do bénh 1§, ¢o tién sir xuit huyet
niji 59, vA bénh nhin suy gan vim dén néing (xem phﬁn Chrfng chi dinh),
« Bénh nhén ding chung cac thude lim tng nguy oo xudt huyét (nhi thube khing vitm khéng steraid
(NSATDs), thufie chéng dang méu duimg udng vishode ede thude tidu spi luyét) trong ving 24 gitr
trude khi ding ticagrelor.
Trong hai nghién cfu ngdu nhién co dbi chimg (T1C0 va TWILIGHT) & bénh nhin bj hai chimg mach
viinh ::ép d4 duroe can thigp mach vinh qua da (PCT) wé&i stent phi thute, ngung ding ASA sau 3 thang
didu tri voi Ldu phap khing tiéu ciu kép bing ticagrelor vi ASA (DAPT), v tiép tue dimg ticagrelar
nhur lidu phép khing tigu ciu don (SAPT) trong 9 va 12 thing trong g 42 cho thiy gidm nguy co
xuat huyét ma khing quan sat thiy ing nguy co el cic bién od tim mach ning (MACE) so v&i tiép
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tue dime DAPT. Quyét dinh npmg diing ASA say 3 thang v liép tue dimg ticagrelor nhur ligu phip
khdng lidu ciu dom trong 9 théng & nhimg bénh nhén cé ting nguy eo xudt huyét nén dua trén danh
gid 14m sdng xem xét vé nguy co bién oo xudt huyét so vl nguy co bifn cd huyét khéi (xem phin
Ceeh ditng, Tigu ding).

Truyén tiéu céu khéng lim dao ngwge e dung khing tiéu clu cia ticagrelor & nguti tinh nguyén
khde manh va khing cf khuynh hudmg ¢6 loi feh trén 1im sang & bénh nhin bj xudl huvdl, Vids dimg
ddng thiv ticagrelor vii desmopressin khing lim gidm thid gian chay méu, desmopreasin rit ob the
khing dnh hixdmg dén kiém sodt cdc bién cf do xudt huyét trén lim sang (xem phin Twong tie, heomg
by ciia theide).

Pridu trj bang thude ching tiéu soi huyét (acid aminocaproic hode acid tranexamic) vasoae yéu th tai
16 hop Vila cé thé gitp ting ciim miu Sau khi xéc dinh v kiém soat dugc nguyén nhin giy xudt
huyét e thé ding lai ticagrelor.,

Bérh nhdn 43 Sidu tri 26 Gy da thidu mdu cue b cdp finh hode TIA

MNhimg bénh nhén ¢ thang diégm NIHSS = 5 vii bénh nhin dang ding thud tan huyét khéi duoe logi
ta khii nghién cin THALES vi khing khuyén cio sir dyung ticagrelor & nhitng bénh nhin niy.

Ehilu thudt

Mén khuyén bénh nhiin thiing béo che bée s7vé nha sTbiét ting ho dang ding ticagrelor trute khi dn
dinh bt ki mdt cude phiu thuit hofic trede khi ufng bt ki thube méi nao.

Trong nghién ci PLATO (rén phin nhém bénh nhin phiu thust bic clu mach vanh (CABG),
ticagrelor giy xuit huyét nkidu hom clopidogrel khi ngng didu trj 1 ngdy trude khi phiu thufdt nhung
ch cimg 1y 13 gly XLl hu:.-'éi. oang s0 vai clopidogrel sau khi ngumg thudc 2 ngdy tedr 1én trude khi
phiiu thudt (xem phin Tde dung kiing mong mudn ciia thudc). Néu mét binh ohin sip teai qua cufe
phiu thudt khing cip thiét vé khéng mudn inh huing cia chéng lét tip tidu cdu, nén npmg ding
ticagrelor 5 ngiy trude khi phin thudt (xem phin e finh diege fpe hope).

Rénh nhin trude dav bi 46t quv do thigu mdu cue bd

Bénh nhin bj hii chimg mach vinh clp (ACS) ¢6 tidn sir dot quy do thidu méu cue bi b thé dug
diéu tri bfing ticagrelor cho dén 12 thing (trong nphién cin PLATO).

Nghién cimn PEGASUS khing bao gom bénh nhan o tién si nhdi maw co tim ma tride diy bj 4t
quy do thigu mau cye b, Do khéing cf dir lide nén khdng khuyén céo didu trf hom 1 nAm & nhimg
bé&nh nhin nay,

Suy gan

Chéing chi dinh dimg ticagrelor & bénh nhén suy gan nang (xem phin Cdeh ding, lidu ding va Chong
¢hi dink). Kinh nghiém st dung & bénh nhin suy gan trung binh cin han che, vl thé, nén thin trong
khi sir dung & cdc bénh nhin nay (xem phin Cdeh ding, liéu dimg va Bic tinh duwe ding hoc).

Bénh nhiin e5 nguy co bj eéie bign ¢b nhip tim chim

Dira vao theo d3i didn tim 45 Holter cho thily ting thn sb & hiu hét céc tnrmg hop ngung it khong
trig¢u chimg trong qud trinh didu trj bing thudc ticagrelor so vii clopidogrel. Bénh nhin ¢é nguy co
cao b bifn cb chim nhip tim (nhu bénh nhin bi héi chimg suy niit xoang khdng dwoe dit may Lpo
nhip, block nhT thit d& 2 hode 3 hofic bj ngét Lién quan dén nhip fim chim) 42 dwgc logi trirkhdi nghién
¢ctru PLATO khi ddnh gia tinh an todn vi higu qua cia ticagrelor, Do d6, vi kinh nghi¢m l4m sdng han
ché, nén thin trong khi ding ticagrelor cho nhime bénh nbin niy (xem phu".n Dide tinhr dreere lyee hipe).
Thém vio do, nén thin trong khi diing ficagrelor chung véi cde thude Lam chim nhip tim. Tuy nhién
khing e6 bing chimg ghi nhiin cdc phin mg ¢6 hai ddng ké trén lim sing trong thir nghidm PLATO
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san khi ding chung viéi mot holic nhidu thede lim chim nhip tim (vi dy, 96% ca ding chen beta, 33%
ca ding thuéc chen kénh calci diltiazem vi veraparnil, va 4% ca diing digoxin) (xem phéan Tirong fdc,
reromg Ky etha thudc).

Sut qud trinh nghién etm trén phin nhém bénh nhin chay Holter trong thir nghiém PLATO, ¢é nhiéu
bénh nhin ngung thit = 3 gidy voi ticagrelor hon so v clopidogrel trong giai dogn cip cia hai chimg
mach vanh l:Ep- S\ gia ting 56 ca ngumg thit xde dinh biing Holter khi ding ticagrelor cao hon 6 nhdm
bnh nhén suy tm sung huyét so véi tong dén 56 nghién ot trong giai dogn cip cia hii chimg mach
vanh cip, mé khéng xdy ra tén nhém ding ticagrelor trong mdl thang hode khi so sinh véi
clopidogrel. Khing ed hiu qui Jim sing ngoai ¥ nio lién quan dén sir mit céin biing ndy (hao pém
ngdt hofic 43t may tao nhip) trong dén 50 bénh nhin ndy (xem phin Hde tink diwre fre hoo),

Bién ¢f loan nhip tim chiim va block nhi thit 43 duge ghi nhin trong qua trinh lea hank thude & béoh
nhin ding ticagrelor (xem phdn Tde dung khdng meng mutn cia thudc), chit véu & bénh nhin mic
hi ehimg mach vanh clip (ACS), trong d6 thiéu mén co tim cue b va cie thude ding déng thai lam
gidm nhip tim hofe dnh hurdmg dén ddn truyén tim 13 chimg yéu t6 giy nhidu tiém dn, Nén dinh gid
nguyén nhin tém ting nhu tnh trgng lm séng ciia bénh nhin va che thude sir dyng dong thid nrde
khi diéu chinh didu tri,

Khe the

Trong cde nphién cin lim sdng, o6 khodng 14% s5 bénh nhin da diéu tri ticagrelor bj khé thir trong
nghién ctrs PLATO va PEGASUS. Khé thiv thuomg ¢ mére ¢ nhe dén trung binh v t hdi phue trong
qué trinh difu tr tiép tye nhumg 45 din dén ngang thudc & bénh nhén trong efe nghién cim v & 18
liin Irort 14 0,99 (PLATO), 1,09 (THALES), vi 4,2% (PEGASUS),

Khé thér di duoe béo oo & bénh nhin didu tri bing ticaprelor, Bénh nbdn hen suyén/bénk phdi tic
nghén man tinh (COPD) 6 thé ting nguy co bj khé thé khi ding ticagrelor. Phii thiin trong khi ding :-ﬁ,n
ticagrelor cho bénh nhin cd tidn sir bj hen su:.rﬁ'n vivhotic COPD. Cer ché chira g . Méy béphnhan _, ]IH
béio cio bi con khé thé mdi, kéo dai hode ndng 1én, phai theo ddi kf va néu khéng dung nap drge nita, nl:
phii ngung dimg ticagrelor. Xem thém théng tin chi tidt & phén Tdc dung khéng mong mudn cia 7/
Hrude,

Meump the khi npi do thin kinh trung vone

Chirng ngieng thit khi ngi do than kinh trung vong bao gom kidu thi Cheyne-Stokes &3 due ghi nhén

& bénh nhin ding ticagrelor trong qud teinh I hank thude, Néu nghi ngd ngumg the khi ngd do thin

kinh trung wong, cin xem xét danh gia thém v& mét [dm séng,

Tang crzatinin

Néng di creatinin ¢d thé ting khi didu trj vai ticagrelor. Co ché chura duge rd, Nén kiém tra chire ning

thén theo thye hianh v khoea thirimg quy. ) bénh nhéin bi b chimg mach vanh c.’ip nén leifm tra chire

nfing thin sa mt thing sau khi khéi du didu tr vé&i ticagrelor va sau d6 cin o vao thye hinh v khoa
thurémig quy, Luu § die biét ¢én bénh nhan > 75 tudi, bénh nhin suy thin vir/ning va nhitmg hénh nhin

dang didu tri déng thivi i mét thude chen thy thd angiotensin (ARB).

TBng acid unc

4 thé ting acid uric huyét trong qui trinh didu tri v&i ticagrelor (xem phiin Tde dung khéng mong
mudn cit tde). Nén thin trong khi ding ticagrelor cho bénh nhan ¢6 tién sir tang acid urie méu hoje

hénh gout. T &8 phing, khing nén sir dung ticagrelor cha hénh nhin bj bénh thiin do acid urie,
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B .'lI _.n;l 5 I-E' 1 | i”é- TTP
Ban xudt huyét gidm tiéu ciu huyét khdi (TTP) & mdt hoi chime réit hiém eap khi ding ticagrelor.
Tridu chimg dc trung 14 gidm tidu clu, thifu mau tan huyét vi mach, ¢é lién quan 8dn cde bt thudmg
v hi thin kinh, r8i logn chire nfing thin hofie sét. TTP b khi ofing iy tir vong, ¢in cb bign phip
didu trj Kip thisi bao gdm k¥ thudt thay thé huyét wong.

Can thidp vio ede x4t nghiém chire ning tidu chu 48 chin dodn pidm tiéu chu do heparin (LIT)
Trong xét nghifm kich hoat tiéu chu do heparin (HIPA) dire sir dyng 3¢ chén dodn HIT, yéu 16 chéng
két tip tiu chn diche khing the heparin trong huvet thanh béah nhén kich hogt tida clu el ngimi
hi€n ting khie manh khi of s hién dién cia heparin,

Két qud &m tinh gid trong xét nghiém chire sfing tidn cfn [ban génm, phirng ¢ thé khéng pid han &
xét nghiém HIPA) déi vai TOT da ghi nhén & nhimg bénh nhin ding ticagrelor, Ditu iy lién quan
dén sur ire ché thy thé P2Y): tién tidu céu cha ngéd hién ting khoe manh trong xét nghiém b
ticagrelor trong huvét thanh/huyét tuomg cfia bénh nhin. Cin théng bdo v& vige dang didu tr ddng
thirl virl tieagrelor d& gial thich vé cde xét nghitm chire nang tiéu ciu HIT,

U} nhitng bénh nhéin d4 phat trién HIT, nén dénh pid logi fch = npuy co cia vide tiép tpe didu t] bing
ticagrelor, ein nhac ¢4 tinh trang huyét khii i TIT vi ting nguy o xuit huydt khi didu to ddng thid
vii thude ching déng mau va ticagrelor,

Khac

Dhra trén mii lién hé quan sit dugc trong nghién cim PLATO gitta lidu duy t4 ASA v kigu qué teong
img cua ticagrelor so sanh vii clopidogrel, I'r:huyfm cao khing dang déng thir ticagrolor vir lidu duy
trl can ASA (> 300 mg) (xem phiin Béc tink duoe lire hoc).

Ngimg sir dyng thube

Vige dit nggt ngumyg bt ki ligu phip khang Géu ciu, bao gdm c ticagrelor, cb (hé diin dén ting nguy
oo £ vong fim mgeh (CV), nhdi méu co tim hodie diit quy do céc hénh I¥ sfin b cia bénh nhin. Do
&5, trénh G ngdt ngumg didu i,

Matri

Thude TICALIOS %0 chire it hom 1 mmol nati (23 mg) trong mibi lidu, vé e ban 1 duge xem 13
“khéng chira natri™.

S1U7 DUNG THUOC CHO PHU NU €O THAI VA CHO CON BU
Phu ni ¢6 the od thai
Phiy nit ¢6 the o6 thai nén ding cée bién phap tranh thai thich hgp suit thii gian dimg ticagrelor,
Phy nir co thai
Chira o6 hofle con gidi han dif lidu vé vige ding ticagrelor eho phy nif ed thai. Nhitog nehién el trén
ste vt 48 chimg to thude cb ddc tinh trén bé sinh san. Khuyén cbo khing ding ticagrelor khi dang
mung thai
Phy nit cho eon bi
Céc dir lidu vé dée tink/ duge lue hoe trén ste vilt cho th&:r' ticagrelor vi cde chiit [:hu}'én hén ed honat
tinh dwge bai tiét qua sivs. Khing loai trir nguy oo dbi vai teé so sinbvnhi ohi. Cin quyét dinh ligu co
nén ngimg cho can b hofie ngimg/trinh ding ticagrelor khi cfin nhie k§ githa loi fch cho con bi vA
lgri fch khi diéu trj cho bé me.
Kha niing sinh san
Ticagrelor khOng ach huémg dén kha ning sinh sin & gidng dyc hodic gidng cdi trén stc vaL
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ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Ticagrelor khdng cd dnh hudmg holic dnh lurémg khéng dang ké 1&n kha nfng lai xe vA vin hinh may,
B ed bia cdo chéng mit vi nhim lin trong qud trinh didu tri véi ticagrelor. Vi the, bénh nhén &3 timg
bj cde trifu chimg niy nén cin thin khi 14 xe hay vin hanh miy mbec,

TUONG TAC, TUONG KY CUA THUOC

Ticagrelor cor ban 14 mit e chit eda enzyme CYPIA4 vi (e ché yéu CYPIA4. Ticagrelor ciing I cor
chit ciia P-glycoprotein (P-gp) va dc ché yéu P-gp vit o6 thé géiy tng nbng Ao vi thir gian tép xie
che oo chét P-gp.

Anh hudmg ciia céc thube v cac chit khac dén ticaprelor

Cde chdr ke ché CYP3IA4

= Cédc chit trc ché manh CYPIA4 — Diing ddng thid ketoconazol vl teagrelor lam éng 2,4 Hn
Cinae vé 7,3 ldn AUC ciia ticagrelor. Lam gidm 89% Coue vi 56% AUC ciin chit chuyén hda cd
hoat tinh. Céc chét e ché manh CYP3A4 khde (clarthromycin, nefazodone, ritonavir va
atazanavir) drgee cho 14 co tie dng lwong tr va do 46 r:hlﬁng chi dinh sir dung dc‘!'mg theri ede chit
trc ché manh CYP3A4 véi ticagrelor (xem phin Ching chi dinf).
= Cée chdt (e ché vira CYP3A4 — Ding dbing thiv diltiazem ver ticagrelor 1am ting 69% Coay va
2,7 lin AUC cin ticagrelor va lam gikm 38% Cowe v khiong thay dbi AUC cia chit chuyén héa cé
hoat tinh. Ticagrelor khing dnh huémg dén nong 46 diltiazem trong huyét trong, Cac chét (e ché
vira phii CYP3A4 khic (vi du amprenavir, aprepitant, erythromycin va fluconazole) cling dir kién
od tac ding tuong tir va duge ding dﬁng théti wii ticagrelor.
« D4 ghi thin ndng &) ticagrelor tang gip 2 13n sau khi tiéu thy mdt luong Iém nde ép birdi chiim
hang ngay (3 x 200 ml). Mdc 45 nghiém trong cis su gia thog uérmg d0 nay duoe cho khing lién
guan trén lim sng o hiiu hét bénh nhan.
Ceie chdt cdm feng CYP34
Diing déng thér rifampicin vé ticagrelor lam gidm 73% Ca vi 86% AUC clia ticagrelor. Khéing dbi
Com va giam 46% AUC coa chit :huj.rén hda ¢ hoat tinh, Cée chit eam img CYP3A khac (vi du,
phenytain, carbamazepin vi phenobarbital) cing lam gidm pong &0 vi thid gian ﬁép xfe v
ticagrelor. Dimg ddng thiv ticagrelor véi chit cdm ng CYP3IA manh co thé lam pidm mie 4§ tép
xiie vai hidu qud cia ticagrelor vi vy khong khuyén khich dimg déng thiri cie thuic nay véi ticagrelor,
Cyclosporin fehdt e ché P-gp v CYPA4)
Ding dong thivi evelosporin (600 mg) vai ticagrelor lam ting nﬁng A4 181 da clia ticagrelor { Cou) gﬁp
2,3 lém v din tich dudi dubmg cong (AUC) gip 2,8 1an. Chit chuyén héa cb hoat tink ting 32% dién
tich dudi diromg cong (ALIC) vi giam 15% ndng 4§ tii da khi ¢0 sy hién dién clia cyclosporin,
Chura cé di lidu vé viée sir dung ding thivi ticagrelor visi cde hogt chit khie eb tae dung i ché P-
glycoprotein (P-gp) manh va (e ché CYP3A4 trung binh (nhu verapamil, quinidin), cling b thé ghy
tAng néng 48 vA thin gian tifp xibc ciia ticagrelor, Néu khong thé trénh d ling chung v cac thube ndy,
cdn thin tryng khi dine,
Nhitng chat khdc
Cé nghién ciru twong the duge 1§ tén ldm sing chimg minh ding dbng thid ticagrelor vii heparin,
enoxaparin va ASA hojc desmopressin khing dnh hi'mg dén durere Edng hic eia ticagrelor hoje chét
chuytn hoa co hoat tinh hode su két tip tiéu cu kich thich boi ADP so véi ticagrelor riéng 18, Néu cé
chi dinh 13m sang, thin trong khi ket hop cdc thutic lam hién ddi qué trinh déng mau voi ticagrelor,
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E)ii i nhitng bénh nhén bi hii chimg mach vinh cip (ACS) dang duoc ditu i véi morphin cé thé
l&m giam hofe tr hodn nong d6 tiép xic véi cic chiit (rc ché P2Y 1z bao gom ticagrelor va chit chuyén
héa oo hoat tinh dang uéng (gidm 33% néng 0§ Lidp xic v ticagrelor), Trong tic ndy co thé lién
quan dén gifm nhu déng dutme tién héa va xiy ra vdi cic thude ahbm opioid khie. Chira biét moi
lign quen v& mit lfm sang, nhung dit ligu cho thiy kha ning lam gidm hidu qui ticagrelor & bénh nhin
dimg déng thén ticagrelor vi morphin. O nhimg bénh nhin bi hiii chimg mach vanh cdp (ACS) dang
didu tri véri morphin vi edn phai st dung thude ire ché P2Y . nhanh, cb thé cin nhiic st dyng thude Ge
ché F2Y 2 dyng tiém tinh mgch.
Anh hirémo cia licagrelor dn cie thude khic
Thuoe chuvén hoa bai enzym CYPI1d44
« Simvastatin: Diing dong théi ticagrelor voi simvastatin [dm Ging $1% Com v 56% AUC cia
simvastatin, 13m ting 64% Cru va 52% AUC cia acid simvastatin & mét vii cd thé ed thé tang lén
2 dén 3 lin. Ding déng thir ticagrelor véi lidu simvastatin virgt qué 40 me mdi ngiy cb thé giy ra
céic phin (mg ngoai § cla simvastatin vii ciin cdn nhic v&i loi ich tigm ning, Simvastatin khng
anh Mirémg dén nong 8 ticagrelor trong huyCt teeng. Ticagrelor efing c6 tie ding tuomg tr &8 vid i
lovastatin, Khéng khuyén cdo ding chung ticagrelor véi simvastatin v lovastatin lidu cao hon 40 N
mg.
« Atorvastatin: Diing @dng thini atorvastatin va ticagrelor lam ting 23% Coe vi 36% AUC cita acid
atorvastatin, Cac mire ting AUC v Cusn turomg ty cling ghi nbiin duoe & tht ci cde chit chuyfn héa
acid atorvastatin. Su gia ting ndy khéng cb ¥ nghia lam sang.
« Khéng logi trir anh hirdmg twomg tir dén nhitng statin khac efing chuyén héa qua enzym CYPIA4.
Bénh nhén rong nghién ciu PLATO diu \rj bing ticagrelor ding nhidu logi statin khac nhay,
nhmg khfing ¢d quan ngai vE tinh an todn cia statin trén 93% c4 thé nghign einn PLATO ding
nhimg thude niy.
Ticagrelor 18 mét chit irc ché nhe CYP3IA4, Khdng khuyén cho ding dong thoi ticagrelor va céc oo
chit CYP3IA4 cé chi sb tr ligu hep (nhwr 12 cisaprid va cfe slkaleid cya lia mach) vi ticagrelor cd thé
géiy ting mirc tiép xic vii nhimg thude ndy.
Ceie eot chdt ciia P-glycoprotein (P-gp) (bao gim digoxin, epelosporin
Diing &hng thiv v ticagrelor lam ting 75% Coax v 28% AUC ciia digoxin. Nong df ddy trung binh
el digoxin (Eng 30% khi ding chung vii ticagrelor, & vai cd thé e thé tang 181 da 1én pip 461 Su o6
miit digoxin khéng lam dnh huémg dén Cue vi AUC cia ticagrelor va cdc chit chuyén hoa od hoat
tinh. Do d6, khuyén edo née theo dBi k¥ ldm sang vivholic cin lim sing khi dimg déng thév ticagrelor
véi cde thude of citn sh tri 1idu hep phu thude P-gp nhar digoxin,
Ticagrelor khéng anh huémg ning &3 cyclosporin trong méu, Tée ddng cia ticagrelor trén céc co chit
cua P-gp chara duge nghién cim.
Cee thude chuyén hia gua enzym CYP2CY
Dig ding thén ticagrelor véi tolbutamid khing lim thay déi uéng 45 ci hai thude tromg hu}ét tromg,
cho thiy ticagrelor khing phéi 12 chit (o ché CYP2CY va rit ¢ thé khong lam thay ddi s chuyén
héa ctia cde thude qua enzym CYP209 nbir warfarin vi tolbutamid,
Thudc vign uong ngina thai
Diing déing thin ticagrelor va levonorgestrel va ethinyl estradiol lam tang khodng 20% mirc tidp xic
chz ethinyl estradiol nhimg khong lam thay déi duge déng hoc cia levonorgestrel. Trén ldm sing,
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lchiing dnh hirémg hidu qua eda thude vién udng ngira thai khi ding ¢éng thir levonorgestrel va ethiny]
estradiol voi ticagrelor.

Cde thude pdy nhip tim chdm

3o cb ghi nhén hiu hét céc trufmg hop ngung thit v rdi lean nhip chiim d8u khéng o6 tridu chimg,
nén thin wong khi ding ding thii ticagrelor vdi thude piy nhip tim chim (xem phan Canh bdo va
thin trong khi dimg thudc). Tuy nhién khéng cb bing chimg vé che phin (mg ngoai ¥ ding ki trén
13m s2ng durpc ghi nhin trong nghién cim PLATO sau khi diang déng thii voi mot hojic nhiéy thude
giy nhip tim chim (vi du, 96% ca ding chen beta, 3% ca ding thubc chen kénh calei diltiazem va
verapumil va 4% ca ding digoxin),

Cde ligw phdp phoi hop thude khie

Trong che nghign ol ldm sing, ticagrelor thudmg dwee phdi hop v ASA, thube fre ché bom proton,
statin, chen beta, thudc @c ché men chuyén angiotensin va thuie @ ché thy thé angictensin khi cin
diing chung dai han va eling doge phdi hop v heparin, heparin trong liong phin tir thip va chit e
ché GplIb/1Ila tiém tinh mach ding ngdn han (xem phan D iink deape e hpe), Khéng gquan s thiy
béng chitng vé cdc romg tée hit lod déng k& trén ldm sing véi nhitng thude ndy.

Dring déng théd ticagrelor viéi heparin, enoxaparin hofde desmopressin khing dnh hudmg dén thi glan
kich hoat thromboplastin bin phin (activated partial thromboplastin time — aPTT), thix gian kich hoat
ddng méu (sctivated eoagulation time — ACT) hode phép phin tich véu té Xa. Tuy nhién, do cdc tuomg
tae duge Iy co thé xiy ra, nén thin rpng khi két bop ticagrelor voi cie thude bidn ddi sy dong mau
(xem phén Cdnh bdo vd thdn trong khi dimg thusc).

Da cb bén cdo clc trudmg hyp xuft huyét rong da bdu thulng vii cde thube W hdp thu chon Tpc
gerotonin [(SSRI) (vi du, paroxetin, sertralin va citalopram), nén thin trong khi ding SSR1 win
ticagrelor de ci thé gia ting nguy co xuit huyét.

Tuwong ky cita thuic

Do khing b cde nghién cin v tinh teong ky cia thude, khing trén 1in thube niy véi cae thude khic,

TAC DUNG KHONG MONG MUON CUA THUOC

T tit sor Lvge d6 an todn

) an {oén ciia ticagrelor di dirge ddnh pid trén hon 38.000 bénh nhin tham gia nghién et (xem phin
Bidc tinh diwree fiee hoo).

Trong nghién eira PLATO, binh nhin nhom teagrelor ¢o 09 1€ ngung thude do bién cd ngoai § cao
hon se vl ahdm clopidogrel (7.4% so v 5,4%). Trong nghién ciu PEGASITS, hénh nhin nhdm
ticagrelor oé tj 1§ ngung thude do bién cb ngogi ¥ cao hon so voi lidu phap didu i dang ASA den
thudn (16,1% trong nhém diing ticagrelor 60 ma két hop vii ASA, so véi 8,5% & nhom chi diing ASA
dem thudin). Bdo céo phén (mg ngogai y thuimg gip nhét & bénh nhan didy irj héng ticagrelor 1a xust
huyét va kho ther (xem phiin Cdrh bdo va thdn rong i dimg thudc).

Béng tom tit efe phin fmg ngoai ¥

Cic phin{mg ngogi ¥ sau diy dwge ghi nhiin trong cdc nghién clu holic dwge bio cdo trong qua trinh
luu hinh thude ticagrelor (Bang 1),

Céc phin (mg ngogi ¥ dige phin loai theo tha sudt va hé co quan theo MedDRA (SOC). Vi mii
SO, phin (mg ngoai ¥ duge phin logl theo tn sudt, Cic loal tin sudl duge xic dinh theo quy wic
nhie sau: RAt thudmg gp (> 110), Thdmg glp (= 1/100 dén < 1/10), it gip = 1/1.000 dén < 1/100),
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Hidm pip (= 1/10.000 dén < 1/1.000), Rt hidm gip (< 1/10.000), Chiz biét (chua xdc dinh dige tir

nhimg dif lifu hi¢n co).
Bing 1 — Phin dmg ngoai ¥ theo téin sudt va hé co quan (SOC)

H o quan Rit thwrimg gip Thwrimg gip it gap Chua biét |
! limh tinh, de tinhva | Xudt buyt tai
khong xdc dinh (bav khiGi u ®

O GO COC mang Vo
olyp) :
Rdi lingr hé mdu vl F{éui loan Ut an xudt huyét piam
baeh Inyét bt idu e hiyet khdi ©
Rdi logn hé mifn dich Qud mén cim
bao gf]m phu
imach °
Rii logn chuyén héa vé [Ting acid urie  [Bénh git/Vigm khép
eliif eludivg miu’ do gut
Rii fnan tim thin L4 lin
Rl lagn hé thén kinh Chémg mit, nglt, dau [Xudt huyét ngi
. dau =0 ™
\Réi loan mdt — [ = | Xudt huvét mit®
Rii loan tai vé tién Chéng mit Xuiit huyét tai
dinfy, oc fai
Rii logn tim Nhip chdm, block
ab thit
_Rdrr togr vin mach Huy et dp thip
Roi ioan hi h hdp,  |Khé thiy (Chiy méu hg hé hap ©
ldng ngyee W frunge fhdt
Rdi logn tiéu hda | Xudit huyét hé tidu hoa [Xuft huyét ssu
I r tidu chay, bubn nén, phic mac
. | khis tidu, tho ban
Rt logn da v md dudi Nudt huyét dusida |
wla ofic trong da ", ngika,
Wil

Roi logn hé co xwong Kudt huyet tai co
Vet m lién két :
haal
Rai logn thdn v didmg Xudt huyét duimg
migu nigu’ .
Roi loan hé sink sdn v Xudt huyér ha
Vi ; sinh sin ¥
Thing 56 xél nghiém Ting creatinine min *

ogin (im sang

Chin theeomg, ng dge
v cdc bifn chifng sau
khi dcim that thidi

Xudt huydt sau thil

hudt, xudt ]lu;.-'-:":l vilng

chiin thuromg !

"l di nhie xudt huyét do vag thie bing quang, ung thr da diy, ung thie rede ket

* vi dy nhur téng nguy co b bam tim, W méu tr phét, thit tramg xudi hu}rél.

© xdie dinh trong qué trinh L himh thude,
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A Tdn s tir che quan <At trong phime thi nghiém (Gng acid wric = gidi han trén cia mic binh thirémg so tir mirc
chudin bén durdi hode trong pham vi tham chign. Thng creatinine >50%% so wéi mie chudn) va kg phii tir ede
dir ligu thi cia ¢he bdo cao phan (g ngoai ¥.

* vi du ohir xudt huyét két mas, viing mac, ndi nhiin,

T+ dp nhir chay miu cam, ra méu

* i dy nhw chay miu nudu rling, xudt huy8t e trang, xufit huyét do lodt da diy

" i dy bim mdu, xudt huyét & da, 48m xulc hoydt

|vi du ty méu & khop, xudt huver tzi co

I wi du tiu ra miun, xudt huyét do viém bang quang

% i di xuftt huyed dm dao, xudt tinh ra miu, chay mdu saa mén kinh

'vi du gidp, chin thueng tu méu, xuit huyét do chin thuong

™ o dy sut hu_l..-ﬁl. ndi s 1y phdt, do phiu thudt hay chin thirong

M3 th céc phén g ngoai ¥ chon loc

Xkt huyét

Ciic bidn c6 xudt huyél whi mhgn trong nghien ciru PLATO

Téag quan v& t¥ 13 xudt huyét trong oghign ciu PLATO duye trinh biy trong Dang 2.

Béng 2 — Phén tich cic bién cb xuit huyét téng thé theo Kaplan-Meier dy kin i thivi diém 12
thing (PLATO)

' Ticagrelor | Clopidogrel | Gid tri P*

(Ya/nim) {%/niim)

, N = 9235 N = 9186

E'E-ng ty 1¢ xudit huyét ning trong nghién ciu PLATO 11,6 i 12 0.4336 qu

Xudl huyét ngng gy iir vong/de dpa linh mang trong 5.8 5.8 n6988 |

inghién cim PLATO kry

Xudt huyét ning trén phin nhém khing phiin thudt b ciu 4,5 3.8 0,0264 i¢; Ay

imach vinh trong nghin ciu PLATO bt |

Xudt huyét ngng trén phin nhdm khéng can thiép trong 3,1 2,3 00058 |

inghitn ciu PLATC T

i'l'ﬁug ty 1& xufit huy@t nding v nhe trong nghién ciru 16,1 14.6 0,0084

PLATO

®udt huyét nang va nhe trén phin nhém khéng can thigp 5,9 4,3 < 10,0001

trong nghién ciu PLATO

Xuit huyét niing theo phén d§ TIMI o 7.7 | 0.5669

Xudl huydt ning va nhe theo phin d TIMI | 14 | 10,9 | o372 |

Pinh nghia cde logl xudt huyée:

Xuiit huyét nging gy tir vong/de doa tinh mgng: Bidu hidn wén lim stng 13 rang vai vide giam > 50 g/l
hemuglobin hofic > 4 don vi hdng ciu duge truyén vae mau; hoje v vong; hode xudt huyét nji sp; hodie xudt
huyét trong ngogi tdm mgc kém chén ép tim cip; hoe bj she gidm thé tich mén hodic ha huvdl dp cén nfing
huyét dp hedie phdu thugt.

Kuﬁll huyét niing khie: Etfﬁu hign trén [m sing rd ring voi vide gidm or 30 - 50 /L hemoglobin hofc duge
truvén 2 - 3 dom vij hing ciu vado miu; hode khéng ob khd niing hoat déna.

Xuiit huyet nhe: Cin phii cd 51t can thifp v 16 28 ngimg hofic didu trj xuat hu:.rét.

Xuiit huyét ning theo phiin 8§ TIMI: Biéu hién trén |im sang rd ring véi viée giam > 50 /L. hemoplobin
hodic o xudt hll}rét nii 5.

Xudt huyét nhe theo phin di TIMT: Biéu hign trén Lim séng rd ring v vige gidm tir 30 - 50 g/ hemoglobin.
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* Gidh irj P dune tinh tir mé hinh 1§ 3 nguy co Coo wii nhom digu i b bién s gidi thich duv nhét

Ticagrelor vi clopidogrel khing khéc bigt vé 17 18 xuiit huyét ning gly tir vong/de doa tinh mang theo
dinh nghia xudt huyét et PLATO, xuft huyét ning chung theo PLATO, xut huyét ning hofic xuit
huyét nhe theo phin 6 TIMI (Bang 2). Tuy nhidn, tf 1& kit hop gitta xudt huyét ning va nhe theo
PLATO =&y ra vi&i ticagrelor nhidu hon so véi clopidogrel. Mat 58 it bénh nbdn trong nghidn el
PLATO da ur vong do xudt huyét, 1a 20 (0,2%) bénh nhin ding ticagrelor so véi 23 (0,3%) ding
clopidogrel [xem phﬁn Cenh Bda va thin tromg Ibhi ding J'hm'f:.‘j-

Tudi, giei tinh, cin ndng, chiing toc, ving dia 17, tinh trang hign tai, lidu phép didu tri két hop va tién
air b¢nh, bao gﬁm ch tién sir dot quy hofic thoang thifu mdu ndo, Bt ca diu khong dir dodn duoe ot
huyét ndng téa phin nhém khing can thi2p hode thng din sd tham gia vio nghién ciu PLATO, Do
vy, khing xac dinh duge nguy co xudt huyét trén bat ki phin nhom nao.

XNudt hu}'ér frén phdn whdnt od ph.:!i?nr theidt béc cdu wigich vanh:

Trong cghién ciru PLATO, 42% trong 1,584 hénh nhén (12% dén s6 nghién ctu) philu thudt bie ciu
mach vinh bj xuit huyél ning iy & vong/de doa tinh mgng nhumg khéng khic biét gita hai nhém
diéu tri. O méi nhém, 6 bénh nhin phéu thudt bie ciu mach vanh (CABG) bi tir vong do xuit huyét
(xem phin Canh bda va thin irong khi ding thuoc).

Xuclt huyét trén phdn nhdm khdng phin thradt bic cdy mach vanh va phin nhdm biong can thign:
Ticagrelor v clopidogrel khéng khdc bidt nhau vE xufit huyét nding giy tir vonp/de doa tinh mang teén
phén nhém khng phiu thuft bic ciu mgeh vanh trong nghidn ciu PLATO, nhimg trong so sénh xuét
huyét niing theo djnh nghfa cia PLATO, xuwit huyét ngng theo phiin 4 TIMI va tdng sb xust huyét
niing vi nhe theo phin 4 TIMI trong nghién efra PLATO, thuimg gip hon véi ticagrelor, Tuwomg b,
khi loqi trir tt cé céc xudt hu}'ét e li€n quan dén can thigp, ty 18 xudlt hu:rét xufit hién & nhém diing
ticagrelor cao hom nhém ding elopidogrel (Bang 2). Vige ngumg didu trj do xudit huyél 1rén phin nhém

khing can thigp thuomg gdp & nhom dimg ticagrelor (2,9%) hom clopidogrs] [1.2%; p < 0,001},

Xudlt huyér ni so:

Nudt huyet ndi =¢ & phin nhom khing can thiép khi dimg ticagrelor (n=27 ca st hu:.'ét trén 26 bénh
nhdin, 0,3%) cao hom clopidogrel (n = 14 ca xuft huyét, 0,2%), trong dé ¢6 11 ca xudt huyét do dimg
ticagrelor v 1 ca xudt huvét do dimg clopidogrel bi tir vong. Khing co s khic bigt vé xuir huvét diin
dén tiT vong trén téng din s6 nghién cim,

Cde bidn cd xudt huyét ghi nhdn trong nghién cire PEGASUS

Téng quan v& 7 1€ bién cb xult huyét trong nghién ciru PEGASUS duge winh bay ong Bang 3.
Bing 3— Phiin tich cic bién ¢ff xufit huyét ting thé, Kaplan-Meier ddnh gid & théd diém 36 thing

(PEGASUS)

Ticagrelor 60 mg, 2 Kin mii | ASA dom trj
ngay + ASA ligéu
N = (95§ N = 69%
= % 'ij.'llg- rui o e it
Tiéu chi chinh an toin KM% | (95% CI) KM% {rid trj P

Phiin logi m_gt_iluﬁl then dinh ngh-ia-T.l'h‘-II [TIMI. Thrombosis In Myocardial Infarction: huyét

khéi trong nhéi méu e tim)

Xudt huyét niing theo TIM]

l 2.3 | 2,52

(1,68;3.21)

1,1 < 0,000]
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b 03 ' L.00 0.3 10000
el oMszam | |
; : 6 | £33 5 0,3130
Muft hufét ni 5o (1CH) (0.77- 2.31)
Céc bin o6 xuit huyét nang khic theo 1,6 3,61 0,5 < 0,0001
TIMI (2,31; 5,63)
Huft huyét nang hodc nhe theo TIMI o (I q‘i"’g 38) IA <0,0001
Kudt huyét nigng hoac nhe theo TIMI 16,6 2,64 7.0 <0,0001
hofic déi héi can thiép y khoa (can theo (2,35; 2.97)
ddi y té)
Phin logi xuiit huyét theo dinh nghia PLATO
: f g 3.5 2.57 14 < 0,0001

Xuit huyet ning theo djnh n_gl_'tfu _FL.:&T'D (1,95: 337)

o A 2.4 238 1.1 < 0,0001
Tir vong/Be doa tinh mang (1,73:3.26)
Xuit huyét ning khéc theo dinh nghia 1 337 .3 < 0,0001
PLATO e (1,95;5.83)
Xudt huyet niing hodc nhg theo dinh 15,2 2,71 6.2 < 10,0001
nghia PLATO) (2.40; 3,08)

Binh nghia phin logi xodit huyét:

Xuiit huyét nging theo TIMI: Xudt huyét giy e vong, hodic bt ki xudt huyét ndi s, hode diu higu xodt huyéc
trén lim séng ket hop véi gism ndng 46 hemoglobin (Hgh) = 50 g/, hode khi khing o6 xél nghiém Hgh thi co
sir gidm hematoerit (Het) khodmg 15%.

Tir vomg; Bidn e zudt huyit mid towes iep Jan $n b vong tong viog 7 ngly.

ICH: Xuat huyét ndi .

Cae bidn of xuit Eanéf ning khie theo TIMI: Nust huyf'l niing thoo TIMI ma khing ¢d tir vong, khéng ¢b
xudt huyét nid so.

Xufit huvét nhe theo TIMI: C6 giam hemoglobin r8 rét trén lim sing v 30 - 50 g/L.

Xuft huydt theo TIMI cfin theo doi y t&: Yéu chu can thigp, hode din dén ohip vién, hofic danh gié y té ngay
lfip tirc,

Bién of xudit hn}'é{ nfing gy tir vong/de doa tinh mang theo dinh nghia PLATO: Xudt hll:,'ét gy 1T vong,
hodic bat ki xuat huyét néi s, hofic trin miu ming ngodi tim cé chén &p tim, hode sbe gidm thé tich hoje by
huyét ap ning cin phii dang thude vin machico bap tim hodc phin thudt, hodc dio hige Him sing r0 rét vl
gism > $0 gL hemoglobin hofic truyén > 4 don vj hong cdu.

Bién ¢b xufit huyét ning khic theo djnb nghfa PLATO: Tén thiueng ding ké, hodc du higu lam sing o it
khi gidm hemoglobin ol 30 - 30 gL, hoje truyén 2 = 3 don vi hdng cau.

Bién ot xuit huyét nhi theo dinh nghia PLATO: Yéu cfu can thiép v 1& 48 ngimg thude hoge didu i vide
xudt hu}!ﬁt.

Trong nghign ciru PEGASUS, bién of wult huyér ndng thea TIMI khi diing ticagrelor 60 mg, 2 lin
mdi ngdy xdy ra cao hon so vii vige dimg ASA don thudn, B3 ghi nhdn Khdng tdng nguy o xudt
huyét @81 véi xult huyét gy nr vong v ghi nhén chi ¢6 mt trirémg hop tine nhe xudt huyét néi so
khi so sdnh véi ligu phip diéu trj chi ding ASA dem thudn. CO vai bien ¢b xudt huyét giy tif vong
trong nghién ¢y, 11 trutmg hop (0,3%0) & nhom ticagrelor 60 mg va 12 truomg bop (0,3%) & nhdm
didu tr] ASA dom thudn, DA ghi nhin thng nguy o Xy ra bidn e6 xudt huyét nang theo TIMI & nhém
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ticagrelor 60 mg chit yvéu 18 do thn sudt cao bién of xudt huyét ndng khde thea TIMI (theo bién cd trén
hé tiéu hba).

Xudt huyét tang wong ty nhu xodt huyét ndag theo TIMI dii duge ghi ahén ddi voi xodt huyét nfing
hofic nhe theo TIMT vi xufit huyét ndng hodc nhe theo PLATO (xem Béng 3). Ngimg didu tr do xuft
huyél cho thiy phd bién hon & nhém ticagrelor 60 mg so vai nhom diéu 1§ ASA don thudn (lin hoot
14 6,2% vh 1,5%). Phin lém bign cb xudt huyét 13 it nghiém trong (duge phin logi 13 xudt huyét theo
TIMI y&u ciu theo dii y 6, vi du chiy mau cam, bim tim va tu mAu,

Doir lidn xudt huyét cia ticagrelor 60 me 14 nhit qudn trén nhigu phin nhom duoc %4c dinh trnde (vi
dy nhu theo &4 twdi, gidi tinh, trong lugng, chimg tic, vimg dia 1, bénh sin 6, tude i trf dong
théri va h so y khoa) dbi véi xuft huygt ning theo TIMI, xudt huyét niing hodic nhe theo TIMI va xust
huyét ning thea PLATO,

Xuclt ngyér ngi sp: Bién cd 1CHs ty phét % duge ghi nhin & ty 1§ twomg by ddi voi nhom ticagrelor 60
mg va didu trj ASA dom thudn (0 = 13; 0,2% & ¢ hai nhém didu #r7). Chin thwong va bién ci TOHs
cho thily 6 mit sy pia Bog abe & nhém teagrelor 60 mg (o= 15; 0,2%) so véi did tr ASA don
thudn {n = 10; 0,124). Cé 6 bign ¢b TCHs tir vong & nhdm ticagrelor 60 mg v 5 bién ¢d tir vong do
[CHs & nhém ASA don thudn Ty 1€ xudt huyét ndi sp 1 thip & ¢ hai nhém didy i cho cie binh kit
hop déng ké va nguy co tim mach yéu o quan trong cia din s rong nghién etu.

Xudt huyét trong nghién cibu THALES (Gidm nguy co 351 quy & nhitng bink nhdn bi dit quy do thidu
mdii cie bd cdp b hodc TI4)

Brimg cong Kaplas-Meier v dign bidn ther gian eta cie bidn b xudt buydt niing theo GUSTO diroc
trinh by trong Bidu 46 1.

Biéu dii 1 - Dién bién thiri gian cia cie bién cd xuit huvét theo GUSTO

1.04
evenia™ KM%
— ToagrelorS mgbd 200523  0.5%
meww 3 it T8  01%
0.8
hﬂ.!-
=
3
#

Megdy tir i phin nhém npiy nhién

$& bénh nhin of nguy o
T 5523 5495 54N B457 5463 5457 5454 1146
P 5403 5486 5464 5459 5454 2451 5450 1218

KM3%: phan trim Kaplan-Meier duge dinh gia & Nghy 30; T = Ticagrelor, P = gia duge; N = &5 lnong bénh
nhiin,
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Xuit huyét njng theo GUSTO: Bt ki truimg hop nio sau diy: xudt huyét giy i vong, xudt huyst
ndi so (khong bao gém cic bién déi xuit huyét khdng triéu chimg ctia nhéi mau nio do thidu méu cuc
b6, v ngoai trir xudt huyét mach mau nhd < 10 mm chi hién thi trén hinh dnh chyp céng hudmg tr
gradient-ccho), et hu:..’f:i oy tén thiremg hu;.rErt ding chn can thigp (vi du: hlr_!.l'ét ap tam thu < 90 mm
Hi chn truyén mdu hode the dich, hode thude vin mach/hd o co bip hofe phdu thudt can thiép),
Xuclt huyét ngi 50 vé xudt huyét gdy tie vong trong nghién cime THALES: Co ting 6 21 truimg hop
xudt huyét ndi ap (TCHs) ddi véi nhém ticagrelor v 6 trdmg hop ICHs 88 v nhém gid duere, Kudt
huyét giy tir vong, hiu hét 14 [CH, xdy ra & 11 trudme hop & nhom ticagrelor va 2 tnsmg hop & ohom
mid durge,

Nhip tim chdm

Trong phin nhiém nghién of Holter ¢d khodng 3.000 bénh nhin cia nghién clm PLATO, bénh nhin
& nhom ticagrelor (6,0%) bi ngung thit nhidu hom so véd nhom clopidogrel (3,5%) trong giai doan cip
tinh: chiém 1y 1& 1An lugt 122,2% v 1 6% sau 1 thang. Nghién cim PLATO, PEGASUS v THALTS
4 logi trir nhifng bénh nhin bi ting nguy co ede bign cd nhip tim chém {vi dy: bénh nhén bj hai chimg
niit xoang biénh 1y, block nhi thét 43 2 hodic 49 3 holic ngdt lidn quan dén nhjp tim chim va khong
dhegre his trg béing médy tao nhip tim).

Kho the

Khé thér, edm pide khing thé thé duge, dupe béo cdo tir che bénh nhiin ding ticagrelor. Trong nghién
it PLATO, che logi bidn ob ngoal ¥ (AEs) kb th (khd thi, kho thé Le nghi, ki thir khi géng sirc,
khi thé kich phat v& d8m va khé thér v& d8m) dwoe bdo céo 48 xudt hign & 13,8% bénh nhin ding
ticagrelor vi 7,8% bénh nhin ding clopidogrel. Céc nha nghién ciru di xem xét 1a kho thiy & 2,2%
bénh nhén ding ticagrelor va 0,6% bénh nhin dimg clopidogrel c6 lién quan dén vigc didu tri trong
nghién ciru PLATO va chi mit st it tnrémg hop chnre coi la nghiém trong (0,14% vai ticagrelor; 0,02%
vii clopidogrel) (xem phiin Cdnh béo wd thin trong khi ding thude). Phin 16n cde trigu chimg khé
thér durge bdo cdo & mire di tir nhe dén via va hio hét dege ghi nkdn piai dogn dom 1 som npay khi
héit dfu didu tri.

So v clopidogrel, bénh nhan by hen suyén/bénh ]J]::fJi tac nghén man tinh =i dung {tcagrelor co the bj
gia tang nguy oo khi ther khéng nghiém teong (3,29% ding tieagrelor so wéi 0,53% ditng elepidogzel)
v khd thd nghi€m trong (0,38% ding ticagrelor so vii 0% ding clopidogrel). Tinh thee nguy co tuyét
ddi, nguy co pay eao hem nguy o tén ting din 0 bénh nhin trong nghién eim PLATO, Cén thin
trong khi sitdyng ticagrelor trén nhimg b§nh nhin cd tikn sir bj hen suvén vivhodc bénh pl'uﬂi tic nghén
man tinh (xem phan Cenk bde wt than trong khi dimg thuae).,

Khoang 30% trrdmg hop tr hai phue trong véng 7 npdy. Nghign cin PLATO duge thire hign tign
nhimg bénh nhin ban ddu d3 bj suy tm suny huyét, binh phéi tic nghén man tinh (COPD) hojic hen
suyén, nhimg bénh nhiin ndy vl ngetsd can wdi ed khuynh hirdmg bi khé thé nhigu hon, Trén nhém
diing ticagrelor, ¢6 0,9% binh nhin agimg ding duge chiit nghidn ctru do kho thir so véi 0,1% bénh
nhin ding clopidogrel. Ty 1& kho thér cac hon teén nhom ding ticagrelor khong lign quan dén lam
ning hodic khiv phit mir bénh tim hojc bénh phii (xem phin Cdnk bdo v thin trong kit dimg thude).
Ticagrelor kivving giy dnh hémg 480 céde xét nghiém chire ndng phii.

Trong nghidn efru PEGASUS, trigu chimg khé thir 88 duge ghi nhin trén khodng 14,2% bénh nhiin b
khéh thir khi ding ticagrelor 60 mg, 2 lin mdi ngay va trén khoang 5,5% bfnh nhin dimg ASA don
thufin, Trong nghign cim PLATO, da s6 céc bio cho khé thir 1A mite 43 nhe d&n trung Binh (xem phin
Cénh bédo va thdn rrong khi dimg thude), Thirtmg xdy ra i bénh nhin lon tudi vi theimyg xuyén b khé
thé, bj COPD hole hen,
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Cic thdng 50 xét nghiém cdn ldm sing

THang acid wic: Trong nghién elm PLATO, u-.;.'ln;g &0 acid uric trong hurét thanh ting hom gidi han trén
cia binh thuimg & 22% bénh nhin ding ticagrelor so vdi 13% ding clepidogrel. Cée gid tr twong (mg
teong nghidn cirn PEGASUS 13 9,1% & nhom dimg ticagrelor 90 mg, 8,8% & nhom ding ticagrelor 60
mg vi 5,5% & nhdm ding gid dwoe, Nong 46 acid uric trung binh ting khodng 15% khi ding ticagrelor
so v khoding 7,5% ding clopidogrel v sau khi két thie diéu tr, gidm khodng 7% khi dimg ticagrelor
nhimg khéng thiy gidm wén nhém bénh nhin ding clopidogrel. Trong nghién eiru PEGASUS, ndng
dé acid uric trung binh trong huyét tirong tng o6 kha ning hdi phye & nhom dimg ticagrelor 90 mg la
f,3% va & nhom dung ticagrelor 60 mgz la 5.6% so v gifm 1.5% & nhdm ding gid dwoe. Trong
nghién cirg PLATO, tn suft viém khip do bénh gout I 0,2% & nhém ticagrelor so wai 0,1% & nhém
clopidogrel. Tuomg i trong nghién ciu PEGASUS, t7 18 pout va viém khdép do gout 1n leot 14 1,6%
& nhom ticagrelor M mp, 1.5% & nhom ticagrelor 80 mg va 1,1% & nhém ding gil duge.

Thing bdo ngay cho bic s hojc dwge sEkhi gdp cde tic dung khing morg mubn nhe trén khi sic
dung thuic hejic bio cdo cdc phin ing cd hgi ciie thuie v Tramg tidm Thing tin thube vi Theo
ddi phdn ing oo hgl eiia thude (ADR) Quie Gia.

QUA LIEU VA CACH X1 TRi

Ticagrelor duge dung nap tht khi ding cdc 1idu don 1én dén 900 mg. e tinh trén hé tigu hoa b giad
han theo liéu trong mét nghién oiru don ting din liéu dimg. Céc phin (mg ngo ¥ cb ¥ nghia v& mat
liim sdng cb thé xuit hidn khi diing quéi lidu hao gml.-m khé thér va ngump that (xem phiin Tde dung
thing mong muon coia thude),

Khi bi qué lidu, nén ghi nhin nhimg tic dung khang mong mudn e6 thé xiy ra vi cin theo dai dién
tdm d& (ECG).

Hi¢n nay chwa co thude gial dje dé dio nguoe e ddng cia ticagrelor va khéing the phin tich ticagrelor
{xem phin Hdc tih dieoe dng hoc). Xix tel khi qud lidu oén tudin theo thye hanh y khoa chuin, Anh
hirdmg eiia vige ding qud lidw licagrelor lam kéo dai théd gian chiy méu lién quan dén e ché tidu cn,
Truyén tigu cdu khing o6 khi ning o6 ¥ nghia lim sing & bénh nhin bj xudt huyét (xem phin Canh
bedor v thedn srpmy ki dhng rm:fc,a. Ny e6 xudt huyét, nén tién hanh cdc bién phép hé ey thich hop.

PAC TINH DUQC LUT HOC

Nhém duge Iy trj Hdu: Uc che két tdp tidu chu khong gtm heparin, m3 ATC: BOLAC24.

Cor ehi the ddng

TICALICS 90 chita ticagrelor, mét thanh phéin cba nhém héa hoc cyelopentyltiazolopyrimidin
(CPTP), mdl thude dang uing, co e ding tre tiép, d6i khing thy thé P2V chon loc va nzomg the
thuiin nghich, ngin edn qud trinh hogt héa vi kit tip tidu cdu phu thuge P2Y . qua trung gian ADDP
(aderosin diphosphat), Ticagrelor khong ng@n can g&n két viri ADP, nhumg khi gﬂn v thu theé P2Y
s& ngin chin vide din truyén tin hidu clia ADP, Vi tifu cfn tham gia véo qua trink khot phét vivholic
phedt trién cdc bifn chimg huyét khii cia bénh xo vira d8ng mach, viéc fre ché chite niing tifu efu da
dhrgre chirng minh 14 1am gidm nguy cor tai bign tim mach nhe tir vong, nhdi mau co tim hodic 4t guy.
Ticagrelor cling lam ting nong &8 adenosin ndi sinh tai chd biing chch irc ché chit vin chuyén cin
bang nucleoside-1 (ENT-1).

Ticagrelor di dugre ghi nhiin 14 Mm thng the ddng cim (mg adenosin sau diy & ngutd khde manh va
bénh nhiin ACS: gidn mech (xdc dinh I::-ﬁ.t:g céch ting hni luomg mén mach vanh & nguoi tinh nguyén
khie manh v béah nhin ACS; dau diu), e ché chire ndng titu cu (mAu todn phin cha ngudi khoe
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manh trong phing thi nghigm va khd thé). Tuy nhién, méi lién hé gitta cde ghi nhiin ng adenosin va
két qua lam sdng (vi dy: 1y 1§ méc bénh—t vong) chua duge 1dm sdng té 1 ring.

Tée ding dwoe lire hoe

Khori phdr tac ding

Trén nhitng biénh nhin bi bénh dng mach vinh én dinh sir dung ASA, ticagrelor cho thiy khei phat
nhanh tic ding dwge Iy vii khé ning oo ché két tdp lidu edu (IPA) trung binh & nhim ding ticagrelor
san 0,5 pidy sl dung ligou nap 180 me vio khodng 41%, hidu qua (e ché kit tip tigu edu (TPA) 3 da la
89% sau khi ding thudc 2 = 4 giir vi duy tr tiép 2 = § gié. 90% bénh nhiin cb mire 46 tre ché két tip
fidu chu (TPA) cudi cling = 70% sau hai gity ditng thude,

Téc dong ton die

Néu ¢o ké hoach philu thudt bde clu mach vanh, ¢d ting nguy co xult huyét so véi clopidogre] néu
apirng ding ticagrelor chira di 96 pidr trede khi tién hanh phiu thudt.

Dt ligu vé chuyén di thude

Vige chuyen tir clopidogre] sang ditng ticagralor lam ting 26,4% sir (re ché két tip tigu chu (TPA) va
chuyén ir tivagrelor sang dimg clopidogrel lAm gidm 24,5% sy do ché két Wp tiéu clu (IPA). Bénh
nhiin cé the chuyén tir clopidogrel sang ding ticagrelor ma khéng bi gitn doan higu qua khing tidu
citu (xem phin Cael dimg, lidu i),

Hiéu quid v an todn trén lim sing

Nghién cim PLATO duge thye hién trén 18.624 bénh nhan cd tridu chimg dan thilt npye khéng 6n
jnh [UA) trong vong 24 gidy, nhdi méu co tim khng ¢t ST chénh lén (NSTEMI) hode nhéi mau co
tim cd 8T chénh l&n (STEMI) va da hit diu didgy tr] ndi khoa, hofic ¢6 can thiép mach vinh qua da
(PCT}, hoiic phiu thujt bic ciu mgch viah (CABG) (xem phin Chi dink),

Trén nén didu trj ASA hiing ngay, ding ticagrelor liéu 90 mg hai lin m&i ngdy cho thiy hidu qua vugm
trfi hom st dung elepidogrel lidu 75 mg mai ngiy trén tiéu chi chinh baa Esﬁm T vong tim mach (CV),
nhdi méu co tim (ML) hojic dot quy, voi sy khac bigl rd rét vé tiéu chi tir vong tim mach va nhoi méu
cor tim. Bénh nhiin s dung lidu nap 300 mg clopidogrel (c6 thé 1&n dén 600 mg néu can thigp mach
vanh qua da (PCLY) bodc 180 mg ticagrelor.

Két qud nghién ciru dén sdm (giam 0,6% npuy co tuyft doi [absolute rsk reduction-ARR] va giam
12% nguy co tweng &8 [Relative risk reduction-RRR] sau 30 nghy) véi hidu qud didu ti duy td én
dinh sudt 12 thang, tinh theo ARR 14 1,9% moi nim va RRR [a 16%. Két qua cho thay thoi gian diéu
tri bang ticagrelor cha hénh nhiin ¢b thi 1én dén 12 thing (xem phin Cdch dimg, lidu dimg). Pidn tri -
cho 54 bénh nhin bj kdi chimg mach vinh uﬁp biing ticagrelor thay vl clopidogrel s& ngin ngiea | bién f
oo huyét khéi xo vitn ding mach, &iéu trj cho 91 bénh nhin gitp ngén ngim | tnrémg hop tir vong tim .“’
mech (xem Bidu 46 2 va Bing 4).

Higu qua didu trj eta ticagrelor cao han elopidogrel nhét quan trén nhiéu phén nhom bénh nhan phin

logi thea céin niing; pidd tinh; tidn sir bi bénh dii théo diwlmg, cb com thifu méu nio thodng qua hosic

A0t quy khéng xudt huyée, holic tai thong mach mau; céc lidu phap phfri hop thude vai heparin, chit

frc ché GPTTH/TITa v dre ché bom proton (xem phiin Tiwomg téc, feomg by ctie thudc); ¢hi st dir dodn

bign ¢b cudi clng (STEMI, NSTEMI hofie UA); vi qué trinh didu trf duge én dinh khi phan b nglu
nhién bénh nhén vioe nghign ciu (xdm 1in hofic ding thude).

P ghi nhdn c6 sy trong the didu trj khdag ding ké véd ving nghién el mi t9 58 i ro (HR — Hazard
Ratic) trén tiu chi chinh <6 I¢d trén nhom ding ticagrelor & hén hét cie ving nghién cim nhimg lai
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b 1gt hom cho nhom dimg clopidogrel khi nghidn cin: & Bée M, chidm tF 12 khodng 10% tong din
s0 nghién el (gid ti p = 0,045).

Cé4c phén tich thém goi ¥ kha nang lidn quan 16 lidu ding ASA nhu 14 lam gidm hidu qua 48 duoe ghi
nhén trén chom ding ticagrelor khi ting lidu ASA, Nén ding ligu duy tri hing ngay ASA 1475100
mg khi két hop v ticagrelor (xem phin Cdeh dimg, (idu dimg va Cdnk bdo va than trong khi dimg

zhue’fe:l.
Bidu dé 2 trinh béy ddnh gif nguy co xdy ra bidn of ddu tién weén tiéuw chi gdp chung v higu qua diéu
in.

Bién dé 2 = Thiri gian cho dén khi xiy ra tir vong tim mach, nhii méu co tim v djt quy, diu tién

{trong nghidn cdu PLATO)
13-
o — e, BN,

114 .
104

Phén tram bidn cb theo Kaplan-Meler {%)
o

5
4
3_
|
1+ HR 95% Gl Tisdp
0- TeowdC 054 0.77: 092 < 0,001
T L] ¥ T | Li 1
0 60 120 180 240 300 360

S ngay i khi phin bi ogiu nhién hai nhém nghién cim

N Nguy co
T 9333 8628 8460 8119 6743 5lal 4147
C 0291 8521 8362 El24 5630 5096 4074

Ticagrelor lam gidam téin sudl i chi gdp chung chinh (primary composite endpeint) 5o véi clopidogrel
&r ci nhdm bénh nhin dau thit ngye khéng én dinh (UA) / nhéi méu oo tim khdng cé 8T chinh lén
(NSTEMT) va nhdi méu co im ¢d 8T chénh 1én (STEMI) (Bang 4).

Bimg 4— Ciic bién ci lim sing trong nghitn e PLATO
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= Ticagrelor | Clopidogrel ' ]
(% bénh || (% hénh
-y : ARR* | RRR® (%)
n eff nhﬂncgf; bién nhﬂn:alf; bléuﬂwﬁmf (95% CT) p
N=9333 | N=9.291 |
Tir vong tim mach, nhoi méu co tim | | |
{(ngoai trir nhoi mdu eo tim im BEng) 53 _ 10,9 1.9 16 (8; 23) [ 0.,0003
thoae dit quy - | .
Can thiép xim lin | &5 [ 1o 1,7 16 (6;25) [ 0.0025
Can thiép ndi khoa | 1y )| 1z2 2,3 | 15(0,3:27) | 004440
Tir vong tim mach | 3& | 42 | ia 21(9;31) | 0,0013
I:“r;“;r;“g‘;;; tim (ngoei trir hoi man oo | 64 L1 | 18629 | 00045
Pt quy | 13 [ 11 | 02 17529 02299 |
1 vong do moi nguvén nhan, nhii méu
<o tim (ngoal trir nhal mim o tim im 0.7 11,5 2.1 15(8;23) | 0.0001
|lang) hoge 49t quy
(T vang tim mach, nhéi mau cor tim, dit
lquwy, thidu mau cuc bd tdi phdt nang,
thiéu méu cuc b tdi phét, con thiéu mdn 13,8 ) 2.1 12(5; 19 ([ 0,000&
50 thodng qua, hoje cde bién cd do

J]‘lunﬁl khii dijng mach khac® B
[Tt vong do mpi nguyén nhin I 43 | 54 [ 1 | 2201;31) | 0,0003]
'E;ﬁ khfi trong hung nong/it &5 1,2 1.7 06 | 32(849) | 00123 =

*ARR = giim npuy e wyét dbi; RRR = giim nguy co tirong d5i = (1- Ty 50 rili ro) x L00%. M3t gid trj &m cda
RRR. chimg t3 ga ting nguy o tuong dai.

b nzogi trir nhéi méu co tim im Hng.

*5R1 = thity mau cyc b téi phit ning; BRI = thiéu mau cpc b thi phat; TIA = eon thigu miu ndo thodng qua;
ATE = bidn ¢ do huydt khii ding mach. Thag sd ca nhdi mau co tim bao gbm ci nhdi mdu co tim im ling G
vivo nghy xdy ra bidn b vi ngdy phit hién bénh.

“ Giid iri ¢6 ¥ nghia khiing ddag ké; tit ¢ cae git trj khdc deu dat ¥ nghla thdng ké xie djnh biing phép kiém

theo hic.

Phin nhom ¢ (heo @i dién tim 46 lidn tuc 24 gitr (Holter)

Nhim khéo sat tin sudt nElmg thét v Ioyn nhip im trong nghién ciu PLATO, cdc nha nghién ciu da
tién hinh theo dai dién tim &6 lign tuc 24 pidy (Holver) trén mit phin nhém gén 3000 bénh nhin, trong
&0 co khoang 2000 bénh nhin dwge ghi nhin & ca gial dmmcﬁp clia hii chimg moch vinh -:ép V& 5au
| thng, Bién s6 quan tim diu tidn 13 thn suft ngung thiit > 3 gidy. Nhidu bénh nhéin bi ngung thit khi
sir dyng ticagrelor (6%) hon so woi ding clopidogrel (3.3%) trong giai doan cﬁp va 2.2% & nhdm diing
ticagrelor so v 1,6% ding clopidogrel sau | thang (xem ph.ﬁu Canh bao va thin trong ki ding
thude). Vige gia ting ngumg thit trong gisi dogn cdp cla hii chimg mach vinh clp duwee ghi nhin &
cdc hénh nhin dimg ticagrelor ¢ tidn sir b suy tim sung huyét (9,2% o i 5,4% bénh nhin khing
cé tién sir suy tim sung huyét; voi bénh nhin st dung clopidogrel, 4% & bénh nhén ¢o tién s suy tim
sung huyét 50 véi 3,6% bénh nhin khing cd tien sir suy tim sung huyét), Sy mét ¢dn bing khong xuat
hign sau 1 thing; lin Lgt 18 2% so véi 2,1% trén bénh nhin sir dung ticagrelor ¢6 v khing cé tign six
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suy Lim sung huyét, 3,8% so voi 1,4% & nhom bénh nhin ding clopidogrel. Khéing o6 tic déng khéng
mong mubn trén lim sdng quan sdt s milt ciin bing niy (ngay ca vide dit may tao nhip) trén ohom
bénh nhin nghidén i,

Phin nkdm theo kidu di truyén tronp nehidn efu PLATO

Phiin tich kidu gen cia CYP2C19 vi ABCB1 trén 10.285 bénh nhin trong nghién ¢tu PLATO cho
thilv moi lidn b giffa cde nhim kiu gen v Lt qud nghién el Sur vauor tréi cta ticagralor so vii
clopidogrel trong vige gidm cdc hign cb tim mach chinh khong bj anh hitmg ddng ké bii kidu gen
CYP2C19 vi ABCB1 clia bénh nhén. Twong te nhu trén ting bénh nhin trong nghién ci PLATO,
khéing c6 sir khéc hiét gitta ticagrelor va clopidogrel teén 1dng s ca xuil huyét ning trong nghién ciu
PLATO, bit ké kiéu gen CYP2C19 hodic ABCB1. Xuft huyét ning trén phin nhdm bénh nhin khong
ed phitu thudt hiic ciu mach vanh (non-CABG) trong nghién efu PLATD lang khi ditng ticagrelor so
virl clopidogrel & nhimyg béoh nhin b mdt mét hode thidu hon ede alen chire niing quy dinh CYP2C19,
nhumg g fwong tr nhir clopidogrel & nhimg bénh nhén khing bj midit alen chir nang.

Titu chi két hop vé hidu qud vA an todn

Tiéu chi k&t hop vé hifu qud va an todn (tir vong tim mach, nhdi mau ca tim, 45t quy hodic tong s ca
xufil huyét nang thee dinh nghia cla nghitn cbu PLATO) cho thiy 11 fch vé higu qua cia ticagrelor
0 vii clopidogrel khong bj anh hudng bii cdc bién co xuit huyét ning (ARR 1.4%: RRR 8%: HR
0,92; p = 0,0257) sudt 12 thang sau hii chimg mach vinh cip.

THALES

MNghifn cdu THALES (NCT03354429) I3 mdt nghign cim nhém song song, neiu nhign, mi 454, 50
sanh ticagrelor 90 mg hai lin mi ngay véi gid duge teén 11,016 binh nhin 45t quy do thigu méu cpc
bé céip tinh hogc con thigu mau euc bd thodng qua [T1A). Bién cb nghién ciru chinh 14 sy xudt hién
(i tién cia ket hop gifta A3t quy va L vong trong vong 30 ngay, Dt quy do thidy mén eye b dge
dinh gif 14 mét trong nhimg bién cf nghién cim phy.

Rénh nhén A didu kign tham gia 14 bénh nhin = 40 tudi, bi 46t quy thidu méu cye b cip tinh khong
do tim mach (thang didm NIHSS < 5) hofic nguy co cao TIA (dwgs dinh nghia theo thang diém ABCD2
> 6 hofe hep xo vita ddng mgch mdt bén = 502 trong dng mach canh trong hodc mat ddng mach ni
s0). Nivkng benh nhin khing di didu kién tham gia nghién el gdm bénh nhén ding thube tan huyét
lkhthi hoge phiu thudt cit huyét khéi trong vong 24 ity trnde khi chia nhém ngin nhisn,

Trong ving 24 gitr ké tir khi khii phit 45t quy do thidu mau ene ba cip tinh hodic TIA, bénh nhin
dugre phin nhém nigiiu nhién dimg tcaerelor (90 mg hai ldn mdi ngay, vioi liéu: tai ban @du 12 180 mg)
hofic gid duge trong 30 nghy, trén nén aspirn &y khai diu 300 — 325 me sau 46 75 — 100 mg mbi
nghy, Thii gian didu t trung bink 12 31 ngay.

Ticagrelor virot trdi hom gid dirgre trong viBe gidm tf 12 bién cd chinh (két hop dat quy va Lir veng),
aromg fmg véi gidm nguy co tizong 481 (RRR) 17% vi gidm nguy co tuyet déi (ARR) 1,1% (Bang 3).
Hitu qué duge thie diy chil yéu bii s giam ddng ké djt quy cia bién cb chinh (19% RRR; 1,1%
ARR).

Biing 5— Tiin sufit xdy ra bién ¢f kit hop ehinh, ¢dic thinh phiin ciia bién ¢d két hop chinh va
bién cb phy (THALES)
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Ticagrelor Gia drge il
(N=5513) | (N=35493) i it
n (bgnh N (binh (95% CI) p |
nhin gzp KM% | nhan gip || KM%
bién ci) _bién ci)
Thiri diém gip com dit quy diu ' . -
kit 5oso 6 e 303 5.4% | 362 6,5% | 0.83 (0,71;0.96) || 0,015
[Thot diém gapeondatquy dial  agy | 5106 | 347 | 3% | 081069:095)
Thiri diém tir vong* 36 n6% || 27 0,5% | 1,33 (0.,81;2.19) I
Bién cé plm’bﬂr sung '.__
Thii diém gip com dft quy do - o .
finidu méw cye b diu tién 276 5.0% 345 6,2% | 0,79 (0,68;0,93) || 0,004
Cl = Khodng tin edy; HR = Ty sb rli ro; KM = Phin triim Kaplan-Meier duoe tinh 6 30 ngay; N = S4 bénh
nhin
+3b lugmg bénh nhin gip bifo b, & lin ddu tén b di quy, bénh nhin t vong dugs khim nghiém i thii
diém chét.
Buémg cong Kaplan-Meier {Bigu dd 3) cho thiy sy xust hign déu tién cia bién ¢b két hep chinh 4t
quy va I Vvong.

Bicu di 3 - Lan diu xuit hién djt quy hoic tir vong (TIIALES)
B

evemlaitl KM%
= Ticagrelor 8@ mgbd 303/55231 54% |
===~ Gla duge J62/5480 65% -

0- T T T 1 ) 1 1
a - | il 15 20 25 30 34
Mgy tir lac phidn nhdm ngiu nhiEn
%4 bénh nhin o nguy co
T 5313 3314 5237 2241 SZ2T J215 209 10651
P 5493 5253 5181 5159 5146 5138 5126 1135
KM% Ty 18 phin trim Kaplan-Meier dwge dinh gia o Mgay 30; T= Ticagrelor; P = gid dunge; N = 86 bénh
ihin
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Hidu qua didu tr cla ticagrelor dbi v dit quy va tir vong dirge tich Iy trong 10 ngay déu fién va

duy trl rong 30 ngdy.

M dis khdng duge nghin olru, didu ndy cho thdy ring vide diéu i ngén hon ob the mang lai o ich

tuemg tw v gidm nguy co xudt huyét,

Hidu qué digu ] cha ticagrelor nhin chung twomg tu gifta cde phin nhém 48 xdc dinh tnede (Bién do

4).

Bléu db 4 — Phin tich phdn nhém cia ticagrelor 80 mg {THALES)

Die binh Ty 88 mll ra Tleagralor Cild dungne T ad i ro
19 O} i {3} NN ) (315% )
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Tisagrelor i Gld dufpe
wru |l hean i Thil hom

Lru §: Biéw do trén trinh bay cde higu qus trong eée phin nhém khie nhau, tit ¢d déu 14 cde dac tinh
cor bén vi 48 duoe xdc dinh tir troée. Gisd han tin ey 95% duoc hién thi khong tinh dén cé bao nhiéu
phép 50 sanh 43 duge thye hign, cing nhu khing phan anh anh huedmg coa mét ].réu té dic tinh saw khi
didu chinh tét ca cde yéu td khdc. Tinh déng nkit hode khong déng nhit bidu kitn gitta céc nhom da
khiing duoe difn gial qué mire {over-interpreted).
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O ngiy 30, b s gifm tayvét d6i 1,2% (95% C1: -2,1%: 0,3%) vé t¥ 1§ &6t quy va tir vong khing do
xudit huyét (ngogd tri xudt huyét gy t vong) e loi cho ticagrelor (294 trrimg hop: 5,3%) so vl gia
dugre (359 sy kign: 6,5%) trong din sb phin bd ngiu nhién ban &&u, Trong cing mét dén sd, cb ting
tuyét ddi 0,4% (95% CI: 0,2%; 0,6%) vé ti 18 xudt huyét ning theo GLISTO bét lai cho tieagrelor (28
bidn od; 0,5%) 50 véi gid duge (7 bidn cd: 0,1%).

Ddi teemg trd em

Trong nghién cu pha 3 nglu nhién, mi @i, nhim song song (HESTIA 3), oo 193 bénh nhi (tir 2 wdi
d&n durdi 18 tudi) by b2nh héng ciu hinh iém duge chon ngdu nhidn vio nhém ding gid duoe hoge
nhdm diing ticagrelor lidu tir 15 mg dén 45 mg hai lin mdi ngay thy theo cin niing. Ticagrelor pdy fre
ché tigu chu trung vi 35% tnnde khi uong thude (pre-dose) va 36% sau khi ving thuie 2 gio & trang
thii dn dinh. Khang o6 loi fch didu 1 cha ticagrelor trén ty 1€ cée com the mach so v nhim ding pia
de,

Cir quan Quén | Thute Chiu Au d8 midn trir vide bit bufic ndp cde két qui nghitn ol vé teagrelor
trén 1 cd cac phin nhém tr¢ em trong chi dinh dwoe phé duyét (xem Cdch dimg, lign dune vi Bdc
tinfy dweoe ding Boc).

PAC TINH DUQC BPONG HQC

Ticagrelor cho thily dwge ddng hoe tuyén tinh, Ning dd va thed gian tifp xic v ticagrelor va chit
n::hu}niﬂ héa b hogt tinh (AR-C1249103X) 13 1& theo ligy 1én dén khoang 1260 ma.

Hip thu

Ticagrelot hip thu nhanh v tmax trung binh khodng 1,5 gitr. Chét chuyén héa chinh tuds hodn trong
méu AR-C124910XX (cting ¢d hogt tinh) tr ticagrelor duge too thanh nhanh v tyey trung binh
khodng 2,5 git. Sau khi udag 90 mg ticagrelor ie dé6i, ndng d dinh Cum dat 529 ng/ml vi didn tich
dudri dudmg cong AUC la 3.451 ng*gidvml. Ty 1§ chuyén héa 14 0,28 48i véi néng 46 dinh Cme: va
0,42 (i v dign tich dwdi dutmg cong AL,

Sink kha dyng tuyét doi trung binh cia ticagrelor wée leomg khodng 36%%. Tidu thy mdt bits dn gidu
chit béo lam tang 21% dign tich duoi duimg vong AUC cia ticagrelor va gidm 22% ning 43 dinh
C'mue clia chit chuyén hida cb hoat tinh rhimg khing dnh hufmg dén néng di dinh Cos cia ticagrelor
hofic dién tich dwol dudng cong ALUC cia chit chuyén hoa cd hogt tinh. Nhimg sir thay a4 nha niy
e xem 13 it od ¥ nghia lim sang; do d6, ticagrelor ed thé sir dyung ciing hojic khing cing véi thire
an. Ticagrelor ciing nhar cha chuyén hoa ¢o hogt tinh 13 nhimg co chit ciia P-gp.

Ticagrelor dirdi dang vién bi nghién 161 phin tan trong nude, duge udng hode ding qua dng thing da
day, co sinh kha dung co thé so sanh duge viri dang vién nguyén ven vt ede chi s6 AUC va Coe clia
ticagrelor vé cée chit chuyén hoa o hoat tinh, Noung d6 khdi diu (0,5 v& 1 gitr sau khi wbng) cia vitn
bi nghién roi phin tin trong nudc cao hon so véi vién nguyén ven, v sb lidu vé nbng 45 hiu nhw
gidng hit sau d6 (sau 2 — 48 gidr).

Phiin b

Thé tich phén b & trang théi hing dinh ciia ticagrelos 14 87,5 L. Ticagrelor v chit chuyén héa cé
hoat tinh lién két cao vai protein huyét twong (> 99,0%),

C‘huﬁ-n hia

CYP3A4 la enzym chinh chju trich nhifm chuyén hda ticagrelor va hinh thinh nén chéir chuvén hoa
et hopt tinh vi sy tuomg tde vid cde cor chit khée cta enzym CYP3A o6 thé di tit hoat hoa dén e ché,
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Chét chuvén hda chinh cia ticagrelor 1i AR-C124910XX, chit rav cing ¢ hoat tinh khi nghién el
in vitro gin ké vii thy thé P2Y 3 ADP cia tidu cau. Thii gian v ndng d) tiép xic voi chit chuyén
héa b hoat tinh bang khoang 30 — 40% thiri gian va nong dd tigp xic voi ticagrelor.

Thii trir

Bludmg thai trir chinh ¢ia ticagrelor thong qua chuyén hoa & gan Khi L:uing ticagrelor dupc dinh déu
phing xa. hoat tinh phéng xa dree hodn hdi trung binh khodng 84% (57.8% & phin, 26,5% & mrde
tiéu). Sir hoan hdi ticagrelor va chét chuyén hoa co hoat tinh trong mud tidn diy mﬂp hom 1% $0 vii
lidu ding. Durémg thii trir chinh cia chit chuyén héa cd hogt tinh vt ¢6 thé qua duimg mét. i tung
binh khodng 7 gior déi véi ticagrelor vé 8,5 gitr dbi v chit chuyin héa o6 hoat tink.

Cde nhim din sb ddc hidt

Newedd cae tudi

Quan sét thily ndng 46 vi thai gian tép xic véi ticagrelor (khodng 25% d8i vai cd Coe v AUC) va
chit chuyén hoa 6 hoat tinh & nhime bénh ohan cao wdi (= 75 tuéi) bj hoi chimg mech vinh cip cao
hon so v nhom bénh nhin tré hom theo phén tich duge didng hoe trén cac thir nghiém. Sy khac bigt
ndy khing ¢4 ¥ nghia 1dm sing (xem phdn Cdoh dimg, liéu dimg).

Tre e

Dit ligu trén tré em bi bénh héng cdu hinh liém con han ché (xem phin Cdeh dimg, lidy ding va Bde
iftrit dirpe fure Bipc).

Trong nghién ciru HESTIA 3, bénh nhi tir 2 tudi dén dudi 18 wii cd cdnning = 12 dén <24 kg, > 24
dén < 48 kg va = 48 kg, duge ding ticagrelor dudi dang vién ndn phiin tdn 15 mg danh cho tré em véi
liéu tromg tmg 14 15, 30 va 45 my hai lin mdi ngdy. Dya trén phin tich duge dong hoc trén nhom 451
tugmg nity, AUC trung binh niim trong khodng by 1095 ng*gidvmL. ddn 1458 ng*gitv'mlL vl Crae trung
binh khodng tét 143 ng/mL dén 206 ng/mL & ryng thai én djnh.

Giieril Fimiy

(Juan sat thay nong di va thésd gian tiép xie vai ticagreler va chat chuyén hoa co hoat tinh & phy nir
can hom nam gidd. Sy khic bidt nay khing cd ¥ nghia 1im sing.

Bénh nhdn suy thin

Niéing di va thai pian tiép xie v tieagrelor thip hon khodng 20% va ndng 4 tidp xic cde chit chuyén
hda b hoat tinh cao hon khodng 179 & nhiing bénh nhin bj suy thin ning (&3 thanh thai creatinin <
30 ml/phit} so vdi nhimg bénh nhin ¢ chire néing thin bink thuimg,

O nhitag boh ahin suy thin gial dogn cudi ob chay thin ahin tao, AUC vi Cua chia ticagrelor 90 mg
ding mdi ngdy khi chua lpe méu eso hem 38% vA 51% so véi bénh nhéin cd chitc néing thin binh
thudmg. (hi nhin e s gis ting ndng 4 tiép xde trong tyr khi teagrelor duge ding ngay truée khi
loe méu (Hin huot 1a AUC 49% vA Cupe £1%), didu ndy cho Ehﬁ:r ticagrelor khing bi thém tdch.

Niing df tiép xfec chiit chuyén héa o6 hoat tinh thng véi mire &8 thip hon (ATIC 13 — 18% v Coe 17
~35%), Higu qua e chi tac dung k& dp téu clu (IPA) cha teagrelor kKhing phy thudc vao lec miu
& bénh nhin méc bénh suy thin giai doan cudi va twomg tr véi bénh nhén ¢d chire ndng thin binh
thudmg (xem pLIL}m Cech dimp, lidn ding),

Bénh mhan suy gan

Héng dis dinh Crmax vh dign tich dindi dudmg cong AUC cia ticapgrelor & nhimg bénh nhiin suy gan nhe
can hom lan hrot 13 12% va 23% so v&i nhimg nguol khoe mgnh binh thuimg, tuy nhién, tic ddng e
ché két tp ficu ciu cla ticagrelor tiromg hr gifta hai nhdm nghién ciu. Khéng can diéu chinh lidu &
bénh nhdn suy gan nhe, Ticagrelor chua duge nghién clu trén bénh nhie suy gan ndng va chum cb

Trang 24425

b R



https://trungtamthuoc.com/

théng tin duoc déng hoc cia thuée & bénh nhin suy gan trung binh. O bénh nhin ¢6 mdt hofic nhiéu
wet nghiém chirc nﬁng gan ting trung binh hay nghiém trang so vii mire co bin, néng 4 ticagrelor
trong huyét nromg g&n mic trung binh hogc hoi ting nhe so vai cde ddi tgng khing ¢ ting mire cor
ban. Khing can di#u chinh liéu & bénh nhin suy gan trung binh (xem phan Cach diny, lidu olimg VA
Ceirh: bk vé then trong Khi dimg thudc),

Chiing tic

Bénh nhin b ngudn ghc chdu A ¢ sinh khé dung trung binh cao hon 39% so vii nhém bénh nhin da
tring, Bénh nhin da den ¢d sinh kha dung efia ticagrelor thip hom 18% so v&i b2nh nhin da trng,
Theo ede nghign eiru durgee 19 trén lim sang, nﬁuﬂg g vik thiri gian liép NOC (Crne v AUC) et ticagrelor
& bgnh nhan MNhat Ban cao hom khodng 40% (20% sau khi digu chinh trong hugmg co thé) so vir nguni
da tring. Néng b vi thr gian tip xtc thube & bénh nhin ty nhin c6 ngudn gic Tiy Ban Nha hojc
Latinh thi eling twomg tir nhir & chiing téc da trfing.

QUY CACH PONG GOI
Hép 6 ¥i x 10 vién.

PIEU KIEN BAO QUAN
Biio quin dudi 30°C.

HAN DUNG
24 théng ki tlr ngdy san xudt
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