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Huéng dan sit dung thudc
RXVién nén bao phim APICAGLOR
™ vién nén bao phim APICAGLOR 60
®XVién nén bao phim APICAGLOR 90
“Doc ki lnrdng dan siv dung trwde khi ding”
“Dé xa tam tay iré em”
“Thudc niy chi ding theo don thuéc”
THANH PHAN CONG THU'C THUOC, DANG BAO CHE
1. Vién nén bao phim APICAGLOR 60
Thanh phén duge chat;
PHEREPRIOE . coviomnionismivimmsismssismmmsis e s AR SRS s e sas s s esTars TR e s DML T

Thanh phén t4 duge: Mannitol 160C, calcium hydrogen phosphate dihydrate, sodium starch
gl}fcolate, hypromellose 6¢Ps, polysorbate 80, tale, magnesium stearate, vivacoat white, oxyd siit
VANE 1 connnrmrmmesammemzmmsmisipntb A s e A TS a0 | VB,

% Dang bao ché: Vién nén trén, bao phim mau vang, hai mat ton.

Yién nén bao phim APICAGLOR 90

Thanh phin duge chit:
7051 5 () R D D PRV N CTD RO UPRURRNE. . o
- Thanh phan ta duge: Mannitol 160C, calcium hydrogen phosphate dihydrate, sodium starch

glycolate, hypromellose 6¢Ps, polysorbate 80, tale, magnesium stearate, vivacoat white, oxyd sat
L 111 USSR OO U OOR SO PR P OURPUSSOPROPPRRRROORN ' | - N || I R (-1

< Dang bao ché: Vién nén tron, bao phim mau vang, mot mit tron, mdt mat ¢6 vach ngang.
_"' J.J_\Ji

APICAGLOR, dung phm hop voi acid acetylsallcyhc (ASA), duge chi dinh dé phong ngira céc bién
¢6 huyét khéi do xo vita déng mach & bénh nhan ngudi 1én bi : Hoi chirng mach vanh cap (ACS) hodc

¢6 tién str nhdi mau co tim (MI) va ¢ nguy co cao bi cac bién ¢b huyét khbi dong mach.

CACH DUNG, LIEU DUNG

- Cach ding: Ding dudng udng, ¢d thé udng ciing hogic khdng ciing voi thire dn.

Pdi vai bénh nhan khong thé nuot nguyén vién thude, ¢6 thé nghién vién thude thanh bot min va
phan tan trong nua ly nudc va udng ngay lap tirc. Trang ly bang nira ly nude va ubng hét. Hon dich
cling 6 thé duge dung qua éng thong da day (loai CHS hay 1én hon). Bicu quan trong la phai trang
ong thong da day véi nude sau khi da dimg hon dich thude.

- Liéu luong: Liéu diing theo chi dén ctia béc si.
Liéu khuyén cao thong thuang cho ngudi l6n:
Bénh nhan ding APICAGLOR nén ding ph.c‘ai hop acid acetylsalicylic véi lidu duy tri hing ngay la
75 — 150 mg, trir khi ed chang chi dinh cu thé.

e Hoi chirng mach vanh cfip

Ticagrelor nén duogc khoi dau didu tri voi mot ligu nap 180 mg (2 vien APICAGLOR 90 hodc 3
vién APICAGLOR 60) va sau do duy tri vai lieu 90 mg/ lan, 2 lan/ ngay.
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Liéu diing ticagrelor 90 ‘mg/ ldn, 2 ldn/ ngay duge E\huyen cdo ding dén 12 thang & bénh nhan bj
Hbi chirng mach vanh ¢ap, trir khi ¢6 chi dinh lam sang ngimg ding thude.

x A o 2. - .
e Tién st nhoi mau co' tim

- Liéu ding khuyén cio khi diéu t|] kéo dai cho bénh nhan ¢é tién sir nhdi mau co tim it nhdt 1 ndm
vil ¢6 nguy co cao xudt hién bién ¢d xo via dong mach: 60 mg/ lin x 2 lan/ ngay.(# | vién
APICAGLOR 60/ lan x 2 1an/ ngay)

- Didu tri ¢6 thé bit dau sau khi da didu trf | nam voi ticagrelor 90 mg hodc thude Gc ché thu thé
adenosin cllphosphat (ADP) khéic & bénh nhan ACS c6 nguy co cao xo vira dong mach. Diéu trj co
thé bat dau t6i da 2 nim sau nhdi mau co tim hodc 1 nam sau khi ngun&, thudc e ché thu thé ADP
trude do. Han ché dir lidu v& an toan va hiéu qua cua Ticagrelor khi diéu tri kéo dai qua 3 nam.

- Néu cin diéu tri ngit quang, liéu déu tién clia APICAGLOR nén bt dau sau 24 gidr sau lidu cudi
cung cta thuoe kKhang titu cau trude do.

Nén tranh quén diing thudc khi didu tri. Bénh nhan quén | liéu thude, nén ding 1 vién (liéu ké
tiép) vao ding gior thong 1€,

Cic dbi twong diic biét:

- Nguoi cao tuéi: Khéng can diéu chinh liéu & ngudi cao tudi.

- Bénh nhan suy thgn: Khéng cin didu chinh lidu cho bénh nhan suy thin. Chua cé thong tin lién
quan dén diéu trj & bénh nhén chay thén nhén tao, do d6 khéng khuyén ciéo dang ticagrelor trén
nhirng bénh nhin nay.

- Bénh nhdn suy gan: Ticagrelor chua duge nghién ciu trén bénh nhin suy gan niing, vi viy, chéng
¢hi dinh & bénh nhén suy gan ning. Dit liéu nghién eiu trén bénh nhan suy gan trung binh ¢on han
ché. Khéng khuyén khich didu chinh lidu nhung can than trong khi st dung ticagrelor & bénh nhan
suy gan trung binh. Khéng can diéu chinh lidu trén bénh nhén suy gan nhe.

- Tré em: D6 an toan va hiéu qua khi ding ticagrelor cho tré em dudi 18 tudi chua dwoce chirmg minh.

Khiong co yéu cdu ddc biéf vé xu [y thuoe sau khi st dung.

CHONG CHI PINH

- Man cam véi ticagrelor hodc véi bat ky thanh phén nao cua thude.
- DPang bi chay mau do bénh ly.

- Tién sir bi chay mau trong so.

- Suy gan ndng.

- Khéng diing dong thoi ticagrelor véi chit tre ché manh CYP3A4 (nhu ketoconazol, clarithromycin,
nefazodon, ritonavir va atazanavir), vi diang déng thai cé thé dan dén lam tang ding ké mirc do tiép
xtic voi ticagrelor,

CAl 3AC VA THAN TRONG I DUNG THUOC

= Nguy co chiay mau:

Nén cin biing viée sir dung ticagrelor & bénh nhén da biét bj taing nguy co chay mau véi lgi ich phong

ngira céc bién c6 huyét khdi do xo vira déng mach. Néu duge chi dinh trén 1am sang, nén luu y khi

ding ticagrelor ¢ nhimg nhém bénh nhan sau day:

- Bénh nhin ¢é xu huéng bi chay méu (vi du do chén thuong gin ddy, phiu thudt gan diy, rdi loan
déng mau, dang hodc vira bi chay mau dudng tiéu hoa). Ticagrelor chdng chi dinh & bénh nhan dang
bi chay mau do bénh Iy, cd tién sir chay mau trong so, va bénh nhén suy gan ning.
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+ Bénh nhén ding chung cac thude lam ting nguy co chay méu (nhu thudc kh"”b viém khéng steroid
(NSAIDs), thude chdng déng méau dudng udng va/ hodc cac thude tiéu sgi huyét) trong vong 24 gid
trude khi dimg ticagrelor,

Chua cd dir liéu & bé¢nh nhan clung ticagrelor [ién quan t6i lgi ich cam mau khi tr uycn tidu cdu; sy tudn
hoan ticagrelor trong mau ¢d thé trc ché cdc tiéu cdu duge truyén vio. Vi ding dong thoi ticagrelor vai
desmopressin khéng lam giam thi gian chay mau, desmopressin rit co thé khang anh huéng dén kiém
soat cac bién ¢b do chay mau trén lam sang.

Dteu tri bang thudc chéng tiéu si huyét (acid *umnocaplmc hofic acid tranexamic) va/ hodc yéu to tai
16 I't-;}p Vlla cé thé gitp ting cdm mau, Sau khi xéc dinh va kiem soat duge nguyén nhin gay chay mau
co the ding lai ticagrelor,

* Phau thuit:

Nén khuyén bénh nhan théng bao cho bac si va nha sT biét ring ho dang ding ticagrelor trude khi én
dinh bat ki mt cude phiu thuit hode trude khi udng bat ky thude mai ndo,

- Trong nghién ciru PLATQ tén phin nhém bénh nhén phiu thudt béic cau mach vanh (CABG),
ticagrelor gay chay mau nhi¢u hon clopidogrel khi ngung diéu tri | ngdy truge khi phéu thut nhung
cé cling ty I¢ gy chay mau néng so vai clopidogrel sau khi ngung thuoc trén 2 ngay trude khi phéu
thuat. Néu mot bellh nhén sip trai qua cude phau thudt khéng cip thiét va khéng mudn anh hudng cua
chdng két tap tiéu cau, nén ngung ding ticagrelor 7 ngay trude khi phau thugt.

* Bénh nhén truéde diy bi dét quy do thiéu mau cuc bj:

Bénh nhén bi Hdi chung mach vinh cap ¢o tién st dot quy do thiéu mau cuc bd ¢6 thé duge dicu t1|
bing tlcdgleim cho dén 12 tl‘léng (trong l'lghlén citu PLATO). Nghién ciru PEGASUS khong bao gém
bénh nhin ¢d tién sir nhdi mau co tim ma trude diy bi dot quy do thiéu mau cyc bd. Do khong cao dir
licu nén khong [(]m_yén cdo diéu trj hon | nim & nhitng bénh nhin nay.

* Suy gan

Chéng chi dinh ding ticagrelor & bénh nhan suy gan ning. Kinh nghiém st dung & bénh nhan suy gan
trung binh con han che, Vi the, nén than trong khi sir dung & cac bénh nhan nay.

n n - — A A . . %
= Bénh nhéan cé nguy co bj cac bién ¢o nhip tim chim:

Dua vao quan sat mo ta hau hét céc trudng hop ngung that khong triéu chimg trong mot nghién ciiu
ldm sang trude diy, nhirmg bénh nhin ¢é nguy co cao bi bién c¢b cham nhip tim (nhu bénh nhan bj hoi
chig suy nit xoang khéng duge dat may tao nhip, blée nhi that d6 2 hode 3 hodc bi ngét lién quan
dén nhip tim chim) da duge loai trir khoi nghién cira PLATO khi déanh gia tinh an toan va hiéu qua
ciia ticagrelor. Do do, vi kinh nghiém |dm sang han ché, nén than trong khi dung ticagrelor cho nhiing
bénh nhin nay.

Thém vao dé, nén than trong khi ding ticagrelor Lhung véi cdc thude lam cham nhip tim. Tuy nhién
khong co bang chimg ghi nhin cac phan img ngoai y dang ké trén lam sang trong thir nghiém PLATO
sau khi dlmg chung vai mdt hodc nhiéu thude lam cham nhip tim (vi du, 96% ca diing chen béta, 33%
ca dung thude chen kénh calci diltiazem va verapamil, va 4% ca diing digoxin).

Sudt qué trinh nghién ctu trén phan nhém bénh nhin chay Holter trong thir nghiém PLATO, ¢6 nhiéu
bénh nhan ngung HIfit trén 3 gidy vdi ticagrelor hon so voi clopidogrel trong giai doan cap cua Hoi
chimg mach vanh cap. Sy gia ting s ca ngung lhar xac dinh bang Holter khi ding ticagrelor cao hon
¢ nhom bénh nhin suy tim sung huyét so v6i thng din sd nghién ciu trong giai doan cip cia Hbi
chimg mach vanh cap, ma khong xay ra trén nhém ding ticagrelor trong mét thang hodc khi so sanh
voi clopidogrel. Khéng co hdu qua lam sang ngoai y nao lién quan dén su mét cén biing nay (bao gdm
ngﬁt hodc diit may tao nhip) trong dan sO bénh nhan nay.

s Kho tho:

Kho thd duge ghi nhan & cac bénh nhéan diéu tri v&i ticagrelor. Tri¢u chimg nay thong thudng ¢ mic
dd tir nhe dén trung binh va ty héi phuc ma khong can ngung di€u tri. B€nh nhin hen suyén/bénh phdi
tac nghén man tinh (COPD) ¢6 thé tang nguy co bi khd thd khi ding ticagrelor.
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Phdi thdn trong khi ding ticagrelor cho bénh nhan co tién st bi hen suyén va/hoiic COPD. Co che

chua duoe 5. Néu bénh nhéan bao céo bi con khé the mdéi, kéo dai hodic nang lén, phii theo d6i k§ va
2 - 4 a 5. 5 .

neu khong dung nap duge niva, phai ngung dung ticagrelor.

= Ting creatinin

Néng dé creatinin ¢ thé tang khi diéu tri vai ticagrelor, Co ché chua duge ré. Neén kiém tra chire ning
thin theo thye hanh y khoa thuong quy. ¢! bénh nhin bi Hoi chirng mach vanh cap, nén kiém tra chirc
ning thin sau mot théang sau khi khai dau didu tri véi ticagrelor va sau dé ciin e vao thue hanh y khoa
thuomg quy, huu y dic biét dén bénh nhin > 75 tubi, bénh nhan suy thin vira/ ning va nhirng bénh
nhin dang diéu tri dong thai vai mot thude chen thy thé angiotensin (ARB).

= Ting acid uric
s i | 22 S s e o
Co the ting acid uric huyét trong qua trinh diéu trj voi ticagrelor,
Nén than trong khi ding ticagrelor cho bénh nhén ¢6 tién sir tang acid uric méau hoiic bénh gat. Dé dé
phong, khéng nén sir dyng ticagrelor cho bénh nhan bi bénh than do acid uric.
= Khic

Dyra trén mdi lién hé quan sit duoc trong nghién ciiu PLATO gitia liéu duy tri ASA va higu qua fuong
tng cla ticagrelor so sanh vai clopidogrel, khuyén cao khéng ding dong thoi ticagrelor véi liéu duy :
tri cao ASA (= 300mg). N

= Ngirng sir dung thube:

Viée dot ngdt ngung bat ki liéu phap khang tiéu cau, bao gdm ca ticagrelor, co thé din dén ting nguy
co lim mach (CV), tr vong hodc nhdi méu co tim do cde bénh Iy sian ¢é ctia bénh nhén, Do do, tranh b
dot ngdt ngling didu tri.

SU DUNG THUGC CHO PHY NIV CO THAI VA CHO CON BT

Phy nit dang trong d6 tudi sinh dé nén ding cic bién phap tranh thai thich hgp sudt thai gian ding
APICAGLOR

Thai ky mang thai: Chua cd hoac con gidi han dir ligu vé viée dung ticagrelor cho phu nir ¢6 thai.
Nhirmg nghién ctu trén dong vt da chimg to thude ¢6 doc tinh trén sinh sin. Khuyén cdo khong
ding APICAGLOR khi dang mang thai.

Thoi ky cho con bi: Céc dii liéu vé doc tinh/ duge lue hoe trén sic vat cho lh'ly tmgi elor va cac
chét L.huyen hoa c6 hoat tinh duge bai tiét qua sita. Khéng loai trir nguy co dbi véi tré so sinh/ nhii
nhi. Can quyét dinh ¢é nén ngimg cho con ba hodc ngung/ tranh ding APICAGLOR khi cén nhac
k¥ gitra loi ich cho con bu va loi fch khi didu tri cho me.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANI

APICAGLOR khdng anh huéng hogc anh hudng khéng dang ké 1&n kha ning lai xe va van hanh
may moc. Pa co bio cao chong mat va nham Ean trong qua trinh diéu tri véi ticagrelor. Vi thé, bénh
nhan da tirng bi chong mat va nham 13n nén can than khi lai xe hay véin hanh may moc.

YR T A TTEFT T
FUOING § AL TEE | L

Ticagrelor co ban la mét co chét ciia enzym CY P3A4 va (e ché yéu CYP3A4. Ticagrelor cling 12 mét
co chét ciia P-glycoprotein (P-gp) va tic ché yéu P-gp va co thé gay tang ndng do va thoi gian tiép xic
céc co chat P-gp.

Anh hudng cia cac thude khac dén ticagrelor

Cete chdt tre ché CYP3A4

« Cac chit e ché manh CYP3A4: Ding déng thoi ketoconazol véi ticagrelor lam ting 2.4 l4n
Conas v 7,3 1n AUC cia ticagrelor. Lam giam 89% C . va 56% AUC cua chét chuyén hoa co hoat
tinh. Cac chét @c ché manh CYP3A4 khéc (Llallthr‘umyun nefazodon. ritonavir va atazanavir)
ciing co tac dong ttmn[: tu va chdng chi dinh ding ddng thdi cac thude e ché manh CYP3A4 vai
ticagrelor (xem plum C.’:rmg ehi dinh).
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Cac chiit tic ché vira CYP3A4: Dung donu théi diltiazem vai t|cag,|e|m lam ting 69% C, va 2,7
l4n AUC cuia ticagrelor, lam E,IEI.I'I'I 38% Cyux va khong ddi AUC cua chét chuyen héda cé hoat tinh,
Ticagrelor khong anh huang dén ndng dé diltiazem trong mau. Céc chét e ché vira CYP3A4 khac
(vi du, amprenavir, dpiepslan! erythromyein véa fluconazol) ciing dy kién 6 tac dong tuong ty va
duge ding dong thai vai ticagrelor,

Di c6 ghi nhén ndng dé ticagrelor ting gp 2 lin sau khi tiéu thy mdt lrgng Iém nude ép budi hing
ngay (3 x 200 ml). Mire dé nghiém trong cla sy gia ting nong dd nay duge cho la khong lién quan
trén lam sang ¢ hau hét bénh nhin.

Cdc chdt cam tmg CYP34

Dun_p3 ddng thai rifampicin vai ticagrelor lam giam 73% Cmax v 86% AUC cua ticagrelor, Khong
ddi Cmax va giam 46% AUC cla cht chuyén héa ¢6 hoat tinh. Céc chit cam ang CYP3A khac (vi
du, dexamethason, phenytoin, carhdma;:epln va phenobarbital) cling lam giam nong dg va that },ldn
tiép xlic vai ticagrelor. Ding dung thai ticagrelor vl chit cam ting CYP3A ‘manh ¢o thé lam giam
mire tiép xie vi hiéu qua cua ticagrelor vi vay khong khuyén khich ding dong thoi cie thude nay
voi ticagrelor.

Cyclosporin (;:hc?:.r tre ché P-gpva CYP3A)

Diing dong thai cyclosporin (600 mg) véi ticagrelor Iam tang uoug do thi da cia ticagrelor (Cmax)
gdp 2,3 lan va dién tich dudi dudng cong (AUC) gap 2,8 [an Chét chuyén héa 6 hoat tinh ting
32% dién tich dugi dudmg cong (AUC) va giam 15% ndng d6 t6i da khi ¢o su hién dién cia
cyclosporin,

Chura ¢6 dir ligu vé viée sir dung dém;: thoii ticagrelor véi cic hoat chét khac ¢o tac dung e ché P-
E[y{,npmtem (P-gp) manh va tic che CYP3A4 trung binh (nhu verapamil, quinidin), cing co thé
giy ting nc‘m_p:h dé va thoi gian tiép xuc cua ticagrelor. Néu khong thé tranh ding chung véi céc
thude ndy, ¢in than trong khi ding,

Nhitng chf khde

Céc nghién ciru tuong tac duge |y trén 1am sang chimg minh ding dong thoi ticagrelor véi heparin,
enoxaparin va ASA hodc desmopressin khéng anh huéng dén duge dong hoe cia ticagrelor hodic
chit chuyén héa co hoat tinh hoac sy két tip tiéu cu kich thich bai ADP so vdi ticagrelor riéng I€.
Néu ¢6 chi dinh lam sang, than trong khi két hop céc thude lam bién déi qua trinh déng mau vai
ticagrelor.

Anh hudng cua ticagrelor [én cac thudc khac

Thuoe chuyén hoa boi enzym CYP3A4

Simvastatin - Dung dong thoi ticagrelor véi simvastatin lam ting 81% C,,. va 56% AUC cia
simvastatin, lam tang 64% Ciny va 52% AUC ctia acid simvastatin & mot vai ca thé c6 thé tang lén
2 dén 3 lan. Ding don;: thoi ticagrelor vm lidu simvastatin vuot qua 40 mg mbi ngiy ¢d thé gy ra
cac phan {mg ngoai y cia simvastatin va can can nhic voi loi ich tiém nang. Simvastatin khéng anh
hudng dén nong do ticagrelor trong huyét tuong. Ticagrelor ciing ¢o tac dong tuong tu dbi véi
lovastatin. Khong khuyén céo ding chung ticagrelor véi simvastatin va lovastatin liéu cao hon 40
mg (xem phan Canh hdo ve than irong).

Atorvastatin - Diing déng thoi atorvastatin va ticagrelor lam tang 23% C mix va 36% AUC cua acid
atorvastatin. Cac mirc tang AUC va C,,., tuong tr ciing ghi nhin duge & tat ca céc chat chuyen hoa
acid atorvastatin. Sy gia tang nay khong cd y nghia lam sang.

Khéng loai trir anh hudng tuong tu cha ticagrelor dén nhimg statin khac cting chuyén hoa qua
enzym CYP3A4. Bénh nhan trong nghién ciru PLATO dung nhiéu loai statin khac nhau, nhung
khdng ¢o quan ngai vé tinh an toan ciia statin trén 93% ca thé ding nhiing thudc ndy.

Ticaglc!m la mét chat tc ché nhe CYP3A4, Khéng khuyﬁn céo ding dong thoi ticagrelor va cdc co
chit CYP3A4 co chl s6 trj liu hep (nhu la Clsapl id va cac alkaloid cya lha mach) vi ticagrelor ¢6
thé gdy tang miic tiep xtic vai nhitng thude nay.

Cde co chit ctia P-gp (bao gom digoxin, cyclosporin)

“"\{"«?i}l‘ﬁ-h_ff'.’l: e
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+ Dung déng thoi véi ticagrelor lam ting 75% Cmax va 28% AUC cua digoxin, Nong do day tr ung
binh ctia digoxin tdng 30% khi ding chung voi ticagrelor, & vai ca thé co (hé tang t6i da lén I:,'lp
doi. Sy co mat digoxin khong lam anh hudng dén Cmax va AUC clia ticagrelor va céc chat chuyén
héa co hoat tinh. Do do, khuyen cio uén theo dai ky 1am sang va/ hodc cin lam sang khi ding dong
thoi ticagrelor vai cac thude cé cia sd trj liéu hep Phu thude P-gp nhu digoxin (xem phan Canh bao

va than trong). Ticagrelor khong anh huong néng dd cyclosporin trang mau. Tac dong cta
ticagrelor trén cac co chiit khic ciia P-gp chua duoe nghién cliu.

Cae thuic c.r'mj’én héa qua enzym CYP2C9

+  Dung dong thoi ticagrelor vai tolbutamid khong lam thay dbi nong dg ca 2 thube trong houyét
tuong, cho thay ticagrelor khong phai la chiit (rc ché CYP2C9 va rit cé thé khong lam thay d6i sy
chuyén hoa cia cac thude qua enzym CYP2C9 nhu warfarin va tolbutamid,

Thudc vién uéng ngira thai

+  Ding dong thoi ticagrelor va levonorgrestrel va ethinyl estradiol lam ting khoang 20% mirc tiép
xtic cla ethinyl estradiol nhung khong lam thay déi duge dong hoc cua Ievonmgcstrcl Trén lam
sang, khong anh hurmg hi¢u qua clia thudc vién udng ngla thai khi ding dong thoi levonorgrestrel

va ethinyl estradiol v&i ticagrelor.

Cde thude gay nhip tim cham

» Do ¢b ghi nhin hdu hét cac trudng hop ngung that va roi loan nhip chim déu khéng co trigu r..hlmg,
nén than trong khi ding ddng thoi ticagrelor \-'01 thude giy nhip tim cham (xem phidn Canh bao va
than trong). Tuy nhién khéng co bing chiing vé& cdc phan (ng ngoai y dang k& trén lam sang dugce
¢hi nhén trong nghién ciu PLATO sau khi ding dong thoi vai mét hodc nhiéu thuée gay nh|p tim

cham (vi du, 96% ca diing chen béta, 33% ca ding chen kénh calci diltiazem va verapamil va 4%
ca ding digoxin).

Cdc ligu phap phoi hep thude khdc

* Trong cdc nghién ctru ldm sang, ticagrelor thuong duge phdi hop vai ASA, thude (e ché bom
proton, statin, chen béta, thude tic ché men chuyen angiotensin va thudc trc ché thy thé angiotensin
khi can dung chung dai han va cling dugc phéi hop vé1 heparin, heparin trong lugng phén tr thap

va chit (ic ché Gplib/llla tiem tinh mach ding ngan han (xem phdn Pdc tinh duge lyc hoc). Khong
quan sat thiy bing chimg vé cic twong téc bét lpi dang ke trén lam sang véi nhimg thude nay.

. Dimg dbng thoi ticagrelor véi heparin, enoxaparin hodc desmopressin khéng anh hudng dén thoi
gian kich hoat thromboplastin ban phén (activated partial thromboplastin time - aPTT), thoi gian
kich hoat dong mau (activated coagulation time - ACT) hodc phép phan tich yéu to Xa. Tuy nhién,
do cac tuong tac duge Il,rc c6 thé xay ra, nén than trong khi két hop ticagrelor vai céic thube bién
ddi su déng mau (xem phcm Ceanh bao va thdn trong).

« Di cb bio cdo cac trudng hop chay mau trong da bit thudng véi cac thube tai hip thu chon loc
serotonin (SSRI) (vi du, paroxetin, sertralin va citalopram), nén thin trong khi ding SSRI véi
ticagrelor do ¢6 thé gy ting nguy co chay IMALL

C DUNG KHONG MONG MUON CUA THUOC

Ngirng ding thude va lién hé véi bic s7, dicge sTnéu nguwdi dang th woc xidy ra cic phin irng sau’

= Chay mau n@o hoac bén trong hdp so, tac dung phu nay it gip va co thé giy cac triéu ching ctia dot
quy nhur

- Dot ngdt b té hodc yéu, dic biét 1a & mot bén cia co thé.

- Daétngot In I4n, kho khan trong viée noi hoac hiéu.

- Dot ngdt khé di, mat thang bing hoiic phéi hop.

- Pot ngdt chéng mat hodc dau dau dir déi khéng rd nguyén nhan,

s Cac dau hiéu chay mau nhu:
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- Chéay mau nghiém trong hojic mit kiém soat

- Chay méu bét ngd hodc chay mau kéo dai

- Nude tiéu 6 mau hdng, do hoje nau

- N6n ra mau hoic chat mau den nhu hat ca phé.

- Phan mau dd hojc den

- Ho hoféic nén ra cuc mau déng.

= Ngit xiu

- Mat y thite tam thoi do sy giam dét ngdt luu lugng mau 1én nao.

Bang dudi day ligt ké cac tac dung khong mong muon ciia ticagrelor. Cac phan img bét lgi duge phén
loai theo hé co quan va tin sudt. Céc tin suat duoc quy ude nhu sau Rét thudng gip (= 1;’] 0), Lhuon}:‘

gip (= 1/100 va < 1/10), it gap (= 1/1000 va < 1/100), hlem gip (= 1710 000 va < 1/1000), rat hiém gap

(< /10 000), chua rd tan sudt (chua thé wée lugng tin sudt (i dir lidu hién co)

Hé co quan

Rt thudng gip

Thwong gap

It gip

U lemh tinh, dc tinh véa
khong xde dinh (bao
goni a ede naing va

Chay méau tai khdi u®

polyp)

Rai loan xudt
£, |
huyét ”

Rai locn hé inci ver
bech huyét

Qua man cam bao gdm

Roi locn hé mién dich 3 7
: pht mach

Gat/ Viém khép théng
phong

Rai loan chuyén hoa Tang acid uric
L g . . d
va dinh dudng mau '

Rai loan tdm than Lu lan

Chéng mat, ngét, dau

3 Chay mau trong so
dau Y E 50

Réi loan hé than kink

Roi logn mdt Xudt huyét mit ©

Rai loan tai va tién

3 SRmesd Xudt huyét tai
dinh, oc tai ¥

Chong mat

Roi loan véin mach Ha huyét ap

Réi loan hé hd F?::f"p.
long ngwe va trung
that

Kho tha Xudt huyét hé ho hép"

Xuat huyet hé tiéu hoa®,
tiéu chay, ndn, kho tieu,
tao bon

Réi loan hé tiéu hoa Xudt huyét sau phiic mac

Roi loan da va md

Xuidt hu?ret dudéi da hoac
dudi da

trong da’, ngtra, ban
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HE co' quan Riit thudmg gip Thwong gap it gip

Roi loan hé co xuang

& £ - i
Giooe imvar Lo Xuit huyét tai co'
va ma lién ket

R6i logm thin vé

. Xudt huyét duomg nigu’
diromg niéu :

R6i logn hé sinh san

A A A .k
i Al Xudt huyeét hé sinh san
v (uyen vi

Thing so xéi nghiém

e T |
R lang creatinin mau’
can fam sang

Chén thirong, ngé doc Xuat huyét sau thu

va cae bién chimg sau thuft, chay méau viing
.oy . - A

fchi laam thnr thugt chan thueng '

* vi du nhw xuit huyét do ung thu bang quang, ung thu da day, ung thir rugt két.
® vi dy nhu tang nguy co bi bam tim, tu mau tu phét, thé trang xuat huyét
¢ xdc dinh trong qué trinh lwu hanh thude,

4 Tdn s6 tr cac quan sat trong phong thi nghiém (ting acid uric > giGi han trén clia mirc binh thuong tir
mire chudn bén dudi hodic trong pham vi tham chiéu. Tang creatinin > 50% so v&i mie chudn va
khéng phai tir cée dit liéu thd cia cae bio cao phan tng ngoai y.

“vi du nhu xudt huyél két mac, vong mac, néi nhan.

"vi dy nhu chay mau cam, ra méu.

# vi du chay mau nuéu ring, chay mau truc trang, xuat huyét do loét da day
" vi du bdm mau, xuit huyét & da, dom xudt huyét

"vi du tu mau & khop, xuét huyél tai co

!vi du tiéu ra mau, xuit huyét do viém bang quang

“vi du xuat huyét am dao, xuat tinh ra mau, chiy mau sau mén kinh

" bam tim, chdn thwong tu mau, xudt huyét do chan thuong

Huwéng din cach xir tri ADR:

Céc ADR nhe cé thé ty khoi, Can theo déi cac tdc dung khéng mong mudn va diéu trj triéu chimg.
Phai ngirng thude va béo cho bac sT hojdic dén bénh vién ngay 1ap tic khi ¢ biéu hién tic dung khong
mong mudn ning.

Bio cido eac phan ing c6 hai: Hay bao cho béc si, duoc st néu ngudi ding thude nhan lhay bét lky tac
dung phy nao, k& ¢i cic tic dung chua duge liét k&, hoidic bio cdo cac phan img cé hai cua thube vé
Trung tam Thong tin thude va Theo dai phan Gng co hai cta thuée (bdo cao ADR online tai dia chi
http://baocacadr.vn).

K
i

QUA LIEU VA CACH XU iR
Triéu chirng:
Ticagrelor dugc dung nap tdt khi diing céc liéu don 1én dén 900 mg. Dde tinh trén hé tiéu hoa bi gidi
han theo licu trong umi nghién ciru don ting dén Iu.u ding. Céc phan (ing ngoai y ¢ ¥ nghia vé mat

lam sang co thé xudt hién khi dimg qua licu bao gdbm khoé the va ngung thit (xem phan Tdc dung
khong mong mudn).
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X trd

Khi bj qua liéu, nén ghi nhan nhig tac cll,mg I(]‘Jong mong mudn cé thé xay ra va can theo doi dign
tam dd (ECG). Hién nay chwa co thude giai doc dé dao nguge tic dong cua ticagrelor va khéng thé
phan tach ticagrelor (xem phan Canh bdo va than trong). Xi tri khi qué liéu nén tuan theo thue hanh y

khoa chuén. Anh huéng cua vige dunj, qua llcu T!Cﬂbrelm lam kéo dai thoi gian chay mau lién quan
dén tre ché tiéu cau, Néu cé xuat huyét, nén tién hanh cic bién phap hé trg thich hop.

Nhom duge |§: Thudce tic ché kér 1dp tiéu céu trir heparin
Ma ATC: BOTAC24

Co ché tic dong:

APICAGLOR chia ticafrlclul mdt thanh phin ciia nhém hoéa hoe cyclopentyltriazolopyrimidin
(CPTP), mét thude dang udng, ¢6 tac dong truc l!LJ). ddi khﬂng thu thé P2Y 12 chon lgc va tuong
tac thudn nghich, ngin can qua trinh hoat hoa va két tip tiéu cau phy thude P2Y12 qua trung gian
ADP adenosin dlphosplnt Ticagrelor khéng ngin can gfn két voi ADP, nhung khi gan vai thy thé
P2Y |2 s& ngan chin viée ddn truyén tin hiéu cam img ADP. Vi tiu cau tham gia vao qua trinh
khoi phat va/ hodc phat tr ién céc bién ching huyét khdi ciia bénh xo vita déng mach, viée irc ché
chire niing tiéu cau da duge chimg minh 1a lam giam nguy co tai bién tim mach nhu tr vong, nhoi
mau co tim hodc dot quy.

- Ticagrelor, cling lam ting nong d¢ adenosin ndi sinh tai chd bang cach (re ché chét vin chuyén céan
bang nucleoside-1 (ENT-1).

Ticagrelor da duoce gh[ nhan la lam tang tac déng cam tmg adenosin sau diy & ngudi khoe manh va
bénh nhan ACS: giin mach (xac dinh biang cach tang luu lugng méu m*lch vanh & ugum tinh
ng,uyr:n khoe manh va bénh nhin ACS; dau dau), (e ché chire ning tu:u cau (mau toan phin cua
nguoi khi quan sit trong phong thi nghiém) va kho tho. Tuy nhién, mdi lién h¢ gitia cic ca ghi
nhén ting adenosin va két qua lam sang (vi du: ty 1€ méc bénh - tir vong) chua duge [am sang to rd
rang.

Tac dong duoe lue hoce:

Khoi phat tdae dong: Trén nhiing bénh nhén bi bénh dong mach vanh C}n dinh st dung ASA,
ticagrelor cho thay khai phat nhanh tic dong duoe 1y véi kha nang tic ché két tap tidu cau (IPA)
trung binh & nhom dung ticagrelor sau 0,5 gidr sir dung licu nap 180mg vao khoang 41%, hiéu qua
tre ché két tip tiéu ciu (IPA) t6i da 1a 89% sau khi dung thudc 2 - 4 gio va duy tri tiép 2 - 8 gio.
90% bé¢nh nhén ¢6 mic d§ e ché két tap tiéu cdu (IPA) cudi cling 1a > 70% sau hai giv ding
thude.

- Tde dong tan die: Néu co ké hoach phau thuit bac cau mach vanh, cé ting nguy co xudt huyét so
vi clopidogrel neu ngung ding ticagrelor chwa du 96 gio trude khi tién hanh phau thuat.

- Dir ligu vé c!mvé}r d’é}‘ thide: Viee chuyén tir clopidogrel sang dung ticagrelor lam ting 26,4% sur
tre ché két tip tleu clu (IPA) va chuyén tir ticagrelor sang dung clopidogrel lam giam 24,5% sy tic
ché két tép ticu cau (TPA). Bénh nhan co thé chuyén ta clopidogrel sang ding ticagrelor ma khong
bi gidn doan hi¢u qua khang tiéu cau (xem |J[1au Cech ding, lieu dimng).

PAC TINH DU

Ticagrelor cho thiy duoe dong hoe tuyén tinh Nong db va thai gian tiép xiic v6i ticagrelor v chét
chuyén hda ¢é hoat tinh (AR-C1249210XX) ty [€ theo licu Ién den khoang 1260 mg.
- Hap thu:

Ticagrelor hap thu nhanh véi tmax trung binh khoang 1,5 gid. Chét chuyén hda chinh tuan hoan trong
mau AR-C124910XX (ciing cd hoat tinh) tir ticagrelor duge tao thanh nhanh véi tmax trung binh
khoang 2,5 git. Sau khi uéng 90 mg ticagrelor ltic doi, nong dé dinh Cmax dat 529 ng/ ml va dién tich
dudi dudng cong AUC la 3,451 ng*h/ ml. Ty 1é chuyén hoa la 0,28 doi vii nong dd dinh Cmax va
0,42 doi véi dién tich dudi duong cong AUC.
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Sinh kha dung tuyét di trung binh cua ticagrelor ude lugng khoang 36%. Tiéu thu mét bita an gidu
chit béo lam ting 21% dién tich dudi dudng cong AUC ciia ticagrelor va giam 22% ndng do dinh
Cmax cia chdt chuyén héa ¢d hoat tinh nhung khéng anh huong dén nong do dinh Cmax cia
lmagmlm hodc dién tich dudi duémg cong AUC ciia chit chuyén héa cé hoat tinh. Nhiing sy thay doi
nho nay duge xem la it co y nghia lam sing, do dé, ticagrelor ¢d thé si dung cing hoac khéng cung
vai thire dn. Ticagrelor cling nhu chét chuyén hoéa ¢6 hoat tinh 14 nhimg co chat cia P-gp.

Ticagrelor dudi dang vién bj nghién r6i phin tan trong nudce, duge l.l(‘mg, hodc ding qua dng thang da
ddy, c6 sinh kha dung c6 thé so sanh duge voi dang vién nguyén ven v¢ cic chi s6 AUC va Cmax ciia
tlca;,IL]m \.ra cac chit chuyén hda o hoat tinh. Nong dé khai déu (0,5 va | gid sau khl udng) cia vién
bi nghi¢n roi phin tan trong nude cao hon so véi vién nguyén ven, véi so liéu vé nong do hau nhu
gidng hét sau do (sau 2 - 48 gid).

Phdn bé:

Thé tich phan bd & trang thai hing dinh cua ticagrelor 13 87.5L. Ticagrelor vi chitt chuyén hoa ¢ hoat
tinh lién két cao vdi protein huyet twong (> 99,0%).

Chuyén hoa:

CYP3A4 1a enzym chinh chiu trach nhiém chuyén hoa ticagrelor va hinh thanh nén chiit u..huyen hoa co

hoat tinh va sur twong tac vai cac co chit khic cia enzym CYP3A cé thé di tir hoat héa dén (e ché.

Chét chuyén héa chinh cia ticagrelor 13 AR-C124910XX, chat nay ciing c6 hoat tinh khi nghién ctru
in vitro gan két vai thy thé P2Y, 2 ADP cua tiéu cau. Thoi gian va nong do tiép xtic véi chat chuyén
héa cé hoat tinh bang khoang 30 - 40% thoi gian va ndng d6 tiép xic vai ticagrelor.

Theii riv:

Duong thai trir chinh cna ticagrelor théng qua chuyén hoa & gan. Khi udng ticagrelor duge danh dau
phong xa, hoat tinh phong xa duoc hoan hoi trung binh khoang 84% (57, 8% ¢ phin, 26,5% ¢ nudc
taeu) Sy hoan hdi ticagrelor va chit chuyen hoéa ¢6 hoat tinh trong nude tiéu déu thap hon 1% so vdi
litu dung. Dudmg thai trir chinh ciia chit chuyén héa e hoat tinh rat ¢é thé qua dudmg mat. T1/2 trung
binh khodng 7 gid déi vai ticagrelor va 8.5 gio doi voi chat chuyén hoa c6 hoat tinh.

Cic nhom dén s6 dac biét

Neguéi cao tudi: Quan sat thay nong do va thoi gian tiép xiic voi ticagrelor (khodng 25% dbi véi ca
Cmax va AUC) va chét chuyén hoéa 6 hoat tinh & nhitng bénh nhén cao tudi (> 75 tubdi) bi Hoi ching
mach vanh cip cao hon so v&i nhom bénh nhan tré hon theo phan tich duoce dong hoc trén cac ca the
nghién ciru. Sy khac biét nay khéng co y nghia lam sang.

Tré em: Ticagrelor chua duge nghién ciiu trén doi tugng tré em.

Gidi tinh: Quan sat thdy ndng dd va thoi gian tiép xic voi ticagrelor va chat chuyén hoa cé hoat tinh ¢
phu nit cao hon nam gidi. Sy khice bigt nay khong ¢ y nghia lam sang.

Bénh nhén suy thin: Nong do va thoi gian tiép xtc voi ticagrelor va chét chuyén héa ¢6 hoat tinh
thip hon khoang 20% vi nong do tiép xic cac chit chuyén héa co hoat tinh cao hon khoing 17% &
nhtmg bénh nhan bi suy than ning (do thanh thai creatinin < 30 ml/ phat) so voi nhitng bénh nhén co
chite ning than binh thudng.

Bénh nhin suy gan: Nong do dinh Cmax va dién tich dudi duéng cong AUC cua ticagrelor ¢ nhitg
bénh nhén suy gan nhe cao hon lan lugt 4 12% va 23% so véi nhitng ngudi khde manh binh thuéng,
tuy nhién. tac dong tic ché két tap tiéu cau cua ticagrelor twong tu gitra hai nhém nghién ciu. Khong
can diéu chinh liéu & bénh nhén suy gan nhe. Ticagrelor chua duge nghién elru trén bénh nhan suy gan
ning va chura ¢6 théng tin duoe déng hoc cia thude & bénh nhan suy gan trung binh. O bénh nhén co
mdt hodc nhiéu xét nghiém chirc nang gan tang trung binh hay nghiém trong so véi mic co ban, néng
do ticagrelor trong huyét tuong gan mire trung binh hofic hoi ting nhe so vai cac ddi tugng khong ¢d
ting murc co ban. Khéng can diéu chinh liéu & bénh nhan suy gan trung binh.
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¢

YETW A T Ty anda a0V
WY CACH BONG GOI:

LU KIEN BAO QUAN, HAI

Chang the: Bénh nhan cé ngudn goc chau A ¢d sinh kha dyng trung binh eao hon 39% so vai nhém
bénh nhan da tring. Bénh nhan da den ca sinh kha dung cia ticagrelor thap hon 18% so vai bénh nhén
da triing, Theo cic nghién ciru duge ly trén [im sang, ndng do va thai gian tiép xic (Cmax va AUC)
clia ticagrelor ¢ bénh nhan Nhit Ban cao hon khodng 40% (20% sau khi diéu chinh [mn% luwgng co
thé) so vai ngudi da triing. Nong dd va thoi gian tiép xiae thude & bénh nhan tr nhin co ngudn goe Tay
Ban Nha hogc Latinh thi ciing tuong ty nhu & ching téc da triing.

- Hdp 3 vi(nhdm — PVC/PVDC) x 10 vién nén bao phim.
- Hap 10 vi (nhém — PVC/PVDC) x 10 vién nén bao phim.
- Hop 1 chai HDPE x 100 vién nén bao phim.

Hop 1 chai HDPE x 200 vién nén bao phim.

4N DUNG, TIEU CHUAN CHAT LUONG C

A “n - o . 4 : e . - . “n - it 0y w s A F
Dicu Ki¢n bao quan: Bao quan noi khd rdo, trinh anh sang, nhiét dé dudi 30°C, trong vi kin. Be thude
ra khoi tam nhin va tam tay cua tré em.

Han diing: 24 thang ké tir ngay san xuét.
Tiéu chuén chit lwomg: TCCS.
0 8O/ SAN XUAT
Cong ty C6 phin Duge APIMED
- Dia chi tru s6: 263/9 Ly Thuong Kiét, Phuong 15, Quén 11, thanh phé Hb Chi Minh.

- Dia chi nhd mdy: Dudng NI, cym ¢éng nghiép Phu Thanh - Vinh Thanh, x& Vinh Thanh, huyén
Nhon Trach, tinh Béng Nai.

O




