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HUGONG DAN SUDUNG THUOC
Rx Thubc ké don

~ VIEN NEN BAO PHIM TOPOGIS
Cdc ddu hiéu heu § va khuyén cdo khi diing thude
Dé xa tdm tay tré em.
Doc @ huong dan sir dung frivoe {fhi dung.
Thubc nay chi dung theo don thude.
THANH PHAN CONG THUC THUOC
MaJi vién nén bao phim chia:
Cong thirc cho 1 vién nén Topogis 60:
Thanh phan hoat chat: Ticagrelor 60 mg
Théanh phdn té duoc: (Lactose monohydrate, cellulose vi tinh thé 101, natri croscarmellose, natri starch
glycolate, magnesi stearate, talc, hydroxypropyl methyl cellulose (IHHPMC) 606, polyethylen glycol (PEG)
6000, titan dioxid).
Cong thire cho 1 vién nén Topogis 90:
Thénh phdn hoat chdt: Ticagrelor 90 mg
Thanh ph::fn ta dugc: (Lactose monohydrate, cellulose vi tinh thé 101, natri croscarmellose, natri starch
glycolate, magnesi stearate, talc, hydroxypropyl methyl cellulose (HPMC) 606, polyethylen glycol (PEG)
6000, titan dioxid).
DANG BAO CHE , .
Vién nén bao phim mau tréng, hai mét 16i, tron, hinh tron.
CHI PINH . - G o
Topogis ding phéi hop véi acid acetylsalicylic (ASA), dwoc chi dinh @é phong ngira cac bi€n co huyct khoi
do xo vira dong mach & bénh nhan ngudi I6n bi hoi chimg mach vanh cap (dau thit nguc khong 6n dinh,
nhdi mau co tim khong ¢ ST chénh 1én hodic nhdi mau co tim ¢6 ST chénh 1én, gobm bénh nhén duge diéu tri
ngi khoa va bénh nhén duqc can thiép mach vanh qua da hodc phau thudt bic cidu mach vanh.
LIEU DUNG, CACH DUNG
Ciach dung:
Dung dudng udng. Topogis ¢6 thé ding ciing hodc khéng cling véi thirc in.
Vm bénh nhén khé nuot nguyen vién, c6 thé nghlen vién thanh dang bt va phén tan trong nira cde nude roi
ubng ngay. Trang lai cbe bang nira cdc nude va udng hét.
Ciing c6 thé dua thude qua dng thong da day. Can trang lai ng thong da day véi nude dé dam bao dua hét
thude vao da day.
Liéu dung: Bénh nhan dugc didu tri bing Topogis nén diing kdm ASA lidu 75 — 150 mg hang ngay, ngoai
trir trudng hop chéng chi dinh.
Hpi chirng mach vanh cap
Khéi diu didu tri bang Topogis véi lidu nap 180 mg. SdLl d6 dung liéu duy tri 90 mg x 2 lan/ngdy.
Thei gian ding lidu duy tri 90 mg x 2 ldn/ngay khuyén céo trong 12 thang dbi véi bénh nhan ¢6 hoi chimg
vanh cap ngoai trir trwdng hep 6 chi dinh trén 14m sang cin phai ngimg thude.

Tién sit nhoi mdu co tim

Khuyén cao liéu 60 mg x 2 lan/ngay v6i bénh nhén c6 tién st nhdi mau co tim ft nhat mot nam va nguy co

cao thiéu méu cuc bd can didu tri kéo dai. O nhitng bénh nhan héi chimg mach cé‘tp keém theo nguy co xo vita

huyét khéi d3 c6 mdt nim dAu diéu tri ding Topogis hay cic thude khic cé tic dung trc ché receptor

adenosine diphosphate (ADP) ¢6 thé bat dau didu tri véi lidu 60 mg x 2 lan/ngay, khéng cin ngét quéng.
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Liéu 60 mg x 2 lan/ngay ciing c6 thé duoc bét diu véi nhing bénh nhan c6 tién sir nhdi mau co tim trong
vong 2 nam hay bénh nhin trong vong mdt nam ngirng diu tri vdi cdc chét e ché thy thé ADP.

C6 rét it-dir lidu vé hidu qua va su an todn cla ticagrelor néu kéo dai didu trj VuoQt qué 3 nam.

Néu can chuyén dbi, nén dung liéu dau tién cla Topogis sau 24 gié tir thoi diém ding lidu cudi cling thude
chdng huyét khbi khéc.

Quén lidu

B qua lidu da quén va ubng lidu tiép theo nhu binh thudng.

Déi twgng die bigt

Ngurdi cao tudi

Khéng cin higu chinh lidu.

Bénh nhdn suy than .

Khong cdn hidu chinh lidu cho bénh nhan suy thin. Khong c6 thong tin vé diéu tri trén bénh nhan loc mau
céu than, do d6 khong khuyén céo diing thude trén nhu’n g bénh nhin nay.

Bénh nhén suy gan

Ticagrelor chua duge nghién ciru trén bénh nhan suy gan vira hoic nang, chéng chi dinh ding ticagrelor trén

nhimg bénh nhéan nay.

Bénh nhan suy than nhe khéng can phai hiéu chinh lidu.

Tré em

Tinh an toan va higu qua ctia ticagrelor trén tré < 18 tudi chua duge nghién ctru. Thiéu dir liéu trén nhém déi

turong nay.

CHONG CHI DINH

- Qué mén véi ticagrelor hogic bat ky thanh phan té duoc nao khc.

- Dang bi chiay mau do bénh Iy

- C6 tidn str xudt huyét ndi so

- Suy gan vira dén ning

- Chéng chi dinh st dung déng thoi ticagrelor v6i cdc thubc e ché manh CYP3A4 (nhu ketoconazol,
clarithromycin, nefazondon, ritonavir, atazanavir) do ¢6 thé lam ting déng ké ndng do cua ticagrelor.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Vién nén bao phim Topogis c6 chira lactose monohydrate:

Khéng nén dung thude ndy cho Bénh nhén ¢6 vén @ hiém e3p vé di truyén nhu khong dung nap galactose,

thidu hut mét phan lactase hay kém hép thu glucose-galactose.

Nguy co chdy mdu

Vige sir dung ticagrelor trén bénh nhén ¢6 nguy co cao chay méu ¢n duoc cin nhic, dam bao su can bang
giifa hi¢u qua phong ngira huyét khi do xo vira ddng mach va nguy co chay méu. Néu can sir dung thude,
cAn sir dung than trong trén nhém bénh nhan sau:

- Bénh nhén ¢ nguy co chay mau (do méi bi chén thuong, méi phiu thut, rdi loan dong mau hodc méi xuét
huyet tiéu hoé) Chéng chi dinh str dung ticagrelor trén bénh nhén dang bi chdy mau do bénh 1y, bénh nhan

c6 tién sir xudt huyét ndi so va bénh nhan suy gan ning.
- Bénh nhan dung déng thoi cde thude lam tang nguy co chdy mau (NSAID, thude chéng déng mau dudng
udng va/hodic thude lam tiéu sgi huyét) trong vong 24 gidr véi ticagrelor,
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Truyén tidu ciu khong 1am dao nguge tac dung khang tidu cdu cia ticagrelor trén tinh nguyén vién khoé
manh va khong thich hop ding trén 1am sang khi xdy ra chiy méu. Str dung dong thoi ticagrelor vé&i
desmopressin khong lam giam thoi gian chdy mau, do dé desmopressin khéng c6 hi¢u qua trong kiém soét
tinh trang xuét huyét trén [4m san g

Thubde chong tiéu sgi huyét (acid aminocaproic, acid tranexamic) va‘hoiic yéu t6 tai td hop yéu tb VIL, co thé
gifip ting cdm maéu. Ticagrelor ¢6 thé tai sir dung sau khi nguyén nhin gay chay mau dwoc xédc dinh va kiém
soat.

Phiu thugt

Nén khuyén bénh nhén béo cho béc si va nha si néu dang ding ticagrelor truéc bat k¥ phiu thuit ndo va
trude khi dimg thude khac.

Trén bénh nhan bic cdu mach vanh trong nghién ciru PLATO, ty 18 xudt huyét & nhom ding tlcagrelor cao
hon so v6i clopidogrel khi ngimg thuée trong vong 1 ngdy trude phiu thuat nhung ty [& gay Xuat huyét ning
tuong Lr clopidogrel sau khi ngirng thube > 2 ngay truée phéu thuat. Néu bénh nhan can tién hanh phau thujt
béc cdu mach vanh ma khong qué cin dén tac dung khang tiéu cu, nén ngimg ticagrelor 7 ngay truorc khi
phiu thuft.

Bénh nhin truwdc do bi dot quy, do thidu mdu cuc bg

Bénh nhan ¢6 hdi chiing vanh cép trueée do bj dot quy do thiéu mau cyc b c6 thé duoe didu tri bing
ticagrelor 1én dén 12 thang (nghién ctru PLAT 0).

Trong nghién ciru PEGASUS, bénh nhén c6 tién sir nhoi mau co tim truée @6 bi dot quy do thiéu mau cuc bd
khong duoc tham gia vao nghién ctu. Do d6, thidu dir ligu sir dung thudc trén nhém b&énh nhan nay. Khéng
khuyén céo didu trj bang ticagrelor > 1 ndm trén nhimg bénh nhén nay.

Suy gan

Chén g chi dinh dung ticagrelor trén bénh nhan suy gan vira hodic nang.

Bénh nhan cé6 nguy co chdm nhip tim

Duyra vao quan st m6 ta cac bénh nhén ngimg thét khong ¢6 tridu chig trong cdc nghién ciru [am sang trude
dé. bénh nhin ¢6 nguy co cao chim nhip tim (nhu bénh nhén ¢6 héi chimg nit xoang bénh | Iy khong dat may
tao nhip tim nhén tao, block nhi that giai doan 2 hoiic 3 hoic ngat do chdm nhip tim) d4 bj loai trir khéi céc
nghién clru 14m sang PLATO khi danh gia tmh an toan va hiéu qua cla ticagrelor. Do thiéu dir lidu thuc té
trén lam sang, ticagrelor nén duoe sir dung cén trong trén nhitng bénh nhén nay.

Ngoai ra, can than trong khi sir dung ticagrelor dong thoi véi c4c thude lam cham nhjp tim. Tuy nhién, khéng
¢6 bing chimg vé cac téc dung khong mong mudn dang k& trén 1am sang quan sat dugc trong thir nghiém
PLATO sau khi st dung dong thoi > 1 thube c6 kha nang lam chdm nhip tim (96% cac truong hop ding
thude chen B. 33% céc truomg hop ding thudc chen kénh calci diltiazem va verapamil va 4% céc trudng hop
dung digoxin).

Trong phan nhém ¢6 theo d3i dién tim db lién tuc 24 giv (Holter) cua nghién cilru PLATO ¢6 nhiéu hon
bénh nhan nging that > 3 gidy khi dung ticagrelor so voi clopidogrel trong suét giai doan cép tinh cua tinh
trang hdi chung vanh cép. Sy ting céc trudng hop nglrng thét phat hidn dugc trong phan nhom ¢é theo doi
dién tam d6 lién tuc 24 gid (Holter) gy ra bai ticagrelor cao hon trén nhém bénh nhin suy tim man tinh so
v6i tat ca cac doi tugng nghién clru tron g sudt giai doan cép tinh cta hi chirng vanh cdp, nhung khéng xay
ra tai thoi diém 1 thang ding lu,durelor 50 vOi clopidogrel. Khong c6 hiu qua 1dm sang ngoai ¥ nao lién quan
dén sy méit can bing nay (bao gdbm ngét hodc dit may tao nhip tim nhan tao) trong nhém bénh nhin tham gia

nghién ciru.
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Kho tho

D4 c6 bdo cdo vé tinh trang khé thd x4y ra trén bénh nhan didu tri bing ticagrelor. Kho thd thudng & miic do
nhe dén trung binh va thuong khic phyc duge ma khong cAn phai ngimg diéu tri. Bénh nhan hen phé quén,
bénh phéi tc nghén man tinh (COPD) ¢6 thé ¢ nguy co khé thé cao hon khi dung ticagrelor. Can sir dyng
thén trong ticagrelor trén nhimg bénh nhén cd tién sir hen phé quéan vhodc COPD. Co ché ctia phan tng nay
chua dugc 1am r6. Bénh nhan ¢6 béo céo vé tinh trang khé thé méi, kéo dai hodc ning Ién can dwoc kiém tra
mét cach ddy du; néu bénh nhan khong chju dung duoc nira, cAn ngirng ding ticagrelor.

Tdng creatinin

Nong d6 creatinin cé thé ting 1&n trong sudt thoi gian didu tri bing ticagrelor. Co ché vén chua duoc lam rd.
Cén kiém tra chirc ning thdn sau mot thang didu tri vA sau dé cén ci vao tinh hinh thyue té hang ngdy. Dic
biét chti ¥ dén bénh nhan > 75 tudi, bénh nhan suy thin trung binh/ndng va bénh nhan dang sir dung dong
thdi véi céc thube chen thu thé angiotensin (ARB).

Tdng acid uric ,

Néng do acid uric méu c6 thé ting trong suc’it qua trinh diu tri bang ticagrelor. Can thén trong khi ding
ticagrelor trén bénh nhan ¢6 tién sir ting acid uric méu hoac viém khép do gout. Pé phong tranh nguy co,
khong khuyeén khich sir dung ticagrelor trén bénh nhan ¢6 bénh than do acid uric.

Khadc

Dya vao mdi lién quan trong nghién ctru PLATO gitta liéu duy tri ASA va hiéu qua cia ticagrelor so véi
clopidogrel, khéng khuyén cdo sir dung ddng théi ticagrelor va lidu cao ASA (> 300 mg).

Ngirng sir dung Topogis

Tranh dot ngot ngimg sir dung ticagrelor. Néu phai tam thoi ngung ding thude ticagrelor (vi du nhu dé diéu
tri xuat huyét hoge phdu thut khong cép thiét), thi sau do tai st dung thude cang nhanh cing tt. Ngimg
ding ticagrelor lam ting nguy co nhdi méu co tim, huyét khéi & éng stent va tir vong.

SU DUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU

Phu ni¥ c6 thé cé thai

Phuy nif ¢6 thé c6 thai nén sit dung bién phép trdnh thai phi hop trong subt qué trinh ding thude.

Phu ni¥ c6 thal

Thiéu dir lidu vé sir dung ticagrelor trén phu ni c6 thai. Cac nghién ctru trén dong vat cho thdy thudc giy doc
tinh dén qud trinh sinh san. Khang khuyén cdo dung ticagrelor cho phuy nit ¢6 thai.

Kha ning sinh san

Nghién ctru trén dong vt cho thdy ticagrelor khdng gy anh hudng dén kha néng sinh san ¢ ca giéng duc va
giong céi.

Phu nir cho con bi
Dir ligu duge ly/doc tinh trén ddng vat cho thiy ticagrelor va chét chuyén héa c6 hoat tinh duoc bai tiét qua

stta. Nguy co xdy ra trén tré so sinh bt me khong dugc loai trir. Cén cin nhic gitra loi ich didu tri va nguy co
xay ra trén tré bi me dé dua ra quyet dinh hoac la ngimg cho con bu hodc ngimg dung ticagrelor.

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

Ticagrelor khéng gdy anh huong hodc anh hucmg khong dang ké dén kha nang l4i xe va vAn hanh may méc.
P4 ¢6 bdo cao vé tinh trang chong mit va 14 1an khi dang diéu tri bing tlcagrelor Néu gip phai nhirng triéu
chimg nay, bénh nhin cin than trong khi 14i xe hodc van hanh may méc.
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TUONG TAC, TUONG KY CUA THUOC
Twong tic caa thuoc:
Ticagrelor co ban 12 mbt co chét clia enzyme CYP3A4 va Gic ché yéu CYP3A4. Ticagrelor cling 14 co chét
ctia P-gp (P-glycoprotein) va irc ché yéu P-gp va c6 thé 1am ting ndng d6 céc co chét cia P-gp.
Anh huwdng ciia cdc thubc khdc dén ticagrelor
Cic thudc bi chuyén hoa boi CYP344

o Thudc tre ché CYP3A4
Céic thuée tre ché manh CYP3A4: St dung dong thoi ticagrelor cing v6i ketoconazol 1am tdng gid tri Crax V2
AUC ciia ticagrelor twong Gmg gap 2.3 1an va 7.3 l4n. Cmax vd AUC ctia chét chuyén héa ¢6 hoat tinh giam
tuong (mg 12 89% va 56%. Céc thude e ché manh CYP3A4 khéc (clarithromyein, nefazodon, ritonavir va
atazanavir) ciing dugc dy doan I3 gdy anh huéng tuong ty, do d6 chdng chi dinh sir dung déng thoi ticagrelor
vai céc thube nay.
Cde thubc tec ché trung binh CYP3A4: Sir dung dong thai ticagrelor cung véi diltiazem 1am ting Cuax clia
ticagrelor tang 69% va AUC ting 2.7 14n; Cmex clia chit chuyén héa c6 hoat tinh gidm 38% va AUC khéng
thay ddi. Ticagrelor khong dnh hudng dén ndng do trong huyét twong cua diltiazem. C4c thude trc ché trung
binh CYP3A4 khac (nhu amprenavir, aprepitant, erythromycin va fluconazol) duge dy doén 1a ¢6 4nh huong
tuong ty va c6 thé sir dung dong thai ciing ticagrelor.

o Thudc ciam img CYP3A
Sir dung ddng thai ticagrelor vé6i rifampicin cho thiy gid tri Cmax va AUC ciia ticagrelor gidm tvong (mg 13
73% vA 86%. Cuax clia chit chuyén héa c6 hoat tinh khong bién déi va AUC giam 46%. Céc thube cam (g
CYP3A khéc (nhu phenytoin, carbamazepin va phenobarbital) dugc dy doan 1am gidm néng d6 cua
ticagrelor. Str dung ddng thoi ticagrelor véi céc thude cam mg CYP3A manh ¢6 thé 1am giam ndng do va
hiu qua diéu trj ctia ticagrelor. Khdng khuyén khich sir dung déng thai ticagrelor véi cée thude nay.

. Cyelosporin (thuoc tre ché P-gp va CYP34)

Str dung ddng thoi ticagrelor vdi cyclosporin (600 mg) lam ting Crax va AUC cia ticagrelor twong ung la
2,3 1in va 2,8 lan. AUC cia chéit chuyén héa c6 hoat tinh ting 32% va Crax gidm 15% khi ding cing
cyclosporin.

Thiéu dir liéu sdn c6 ve sir dung dong thoi ticagrelor véi céc thude khic gdy lic ché manh P-gp va ire ché
trung binh CYP3A4 (nhu verapamil, quinidin) ciing ¢6 thé 13m ting ndng df cua ticagrelor. Néu can thiét
phai sir dung déng thoi ticagrelor véi cdc thude nay, cdn phai than trong.

Nhitng chdt khdc

Céc nghién ctru trong tac duge Iy 1dm sang cho thiy ding ddng thoi ticagrelor v&i heparin, enoxaparin va
aspirin hodc desmopressin khong ¢6 bit k¥ anh hudng nao dén duge dong hoc cua ticagrelor hodc chét
chuyén héa cé hoat tinh ho#ic 1én tac dung két tap tiéu cau kich thich béi ADP so véi ding ticagrelor don
dde. Néu duge st dung ddng thai trén 1Am sing ticagrelor va cdc thude lam thay ddi qua trinh cAm mau, can

than trong.

Nong do ticagrelor ting gép 2 lan sau khi ding cing voi lugng 16n nl.rc’:fci ép !Juéfi (3 x 200 ml) trong nhidu

ngay. Mtre do tang nong do thudc chua du doan duge trén lam sang trén hau hét cac bénh nhan.

Anh hwéng cia ticagrelor dén cdc thudc khdc

Cdc thudc chuyén héa béi CYP344

Simvastatin: ding dong thoi ticagrelor cling véi simvastatin 1am ting Cmax vA AUC cila simvastatin tung (g

14 81% va 56%; Cmax va AUC cla acid simvastatin ting twvong (mg 13 64% va 52% va mot s6 bénh nhan ting
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gép 2 dén 3 lan. Ding dong thoi ticagrelor voi simvastatin lidu > 400 mg/ngdy c6 thé gdy ra tic dung khéng
mong mudn cta simvastatin va co thé cin dénh gis lai d& so sanh v6i hidu qué diéu trj. Simvastatin khong
giy anh hudng dén ndng do ticagrelor trong huyét trong. Ticagrelor c6 thé gy anh hudng fuong ty dén
lovastatin. Khong khuyén cdo ding ticagrelor cling v&i simvastatin & cac mirc lidu khéc nhau hodc lidu
lovastatin > 40 mg.

Atorvastatin: Ticagrelor khi ding cling atorvastatin ¢6 thé 1am ting Cmex v AUC ciia acid atorvastatin tuong
ting 13 23% va 36%. AUC v Cmax ting ciing quan sat dugc véi tét ca cdc chit chuyén hoa cia acid
atorvastatin. Sy ting ndy khéng gdy anh hudng dang ké trén lam sang.

Anh huéng tuong tw dén céc statin chuyén héa béi CYP3A4 khong duge loai trir. Nhitng b&nh nhén trong
nghién etru PLATO sir dung ticagrelor cting véi nhidu loai statin khac nhau, khong c6 gi dang luu ¥ lién
quan dén tinh an toan ctia statin trong 93% bénh nhan cia nghién ctu thudn tdp PLATO sir dung céc thube
nay. .

Ticagrelor 14 chat Gc ché yéu CYP3A4. Sir dung dbng thi ticagrelor ciing cc thudc 12 co chit ciia CYP3A4
c6 khoang diéu tri hep (nhur cisaprid hodc alkaloid cva lda mach) khéng dugc khuyén cdo, do cé thé 1am ting
ndng do cuia cc thude nay.

Co chdt cia P-gp (gém digoxin, cyclosporin)

Ticagrelor khi diing ddng thdi 13m ting Cmex va AUC ctia digoxin tiwong tmg 12 75% va 28%. Nong dé day
(Crrough) trung binh ciia digoxin ting khodng 30% khi diing ciing ticagrelor v mét s6 bénh nhén ting tdi da
gip 2 1an. Khi ¢6 mit digoxin, Cmax va AUC ciia ticagrelor va chit chuyén héa ¢6 hoat tinh ctia né khong bi
anh huéng. Do @6, khuyén céo can theo ddi céc xét nghiém vé/hodic tinh trang 1am sang khi st dung dong
thoi thube ¢6 khoéng di¢u tri hep phu thudc vao P-gp nhu digoxin cling véi ticagrelor.

Ticagrelor khong gdy anh huéng dén ndng dé cyclosporin trong méu. Chura ¢6 nghién ciru vé anh huéng cta
ticagrelor dén céc co chét cia P-gp khac.

Thudc chuyvén héa béi CYP2C9

Ticagrelor ding cliing tolbutamid khong 1am anh huéng dén néng d6 ctia ca 2 thude trong huyét twrong. Pidu
nay cho thdy ticagrelor khong ¢ ché CYP2C9 va khong lam thay d5i chuyén héa qua CYP2C9 cia cac
thudc nhu warfarin va tobutamid.

Thubc trénh thai duong uéne

Diing ddng thoi levonorgestrel va ethinyl estradiol véi ticagrelor, ndng do ciia ethinyl estradiol ting khoang
20% nhung khong lam thay ddi duge dong hoc ctia lenovorgestrel. Du dodn khdng c6 anh hudng trén lam
sing dén hidu qua cta thude trénh thai dudong uéng khi sir dung ddng thoi levonorgestrel va ethinyl estradiol
cung vdi ticagrelor.

Thudbc lam chdm nhip tim

Quan sat thdy hau hét cic truong hop ngimg that khong ¢6 tridu chimg va chdm nhip tim, do d6 cin than
trong khi dir dung déng thei ticagrelor cung voi cdc thude lam chdm nhip tim. Tuy nhién, khong c6 bing
chimng trén 14m sang vé céc tdc dung khéng mong mudn ning trén 14m sang trong thir nghiém PLATO sau
khi ding ddng th&i véi cac thubc 1am chim nhip tim (96% thude chen P, 33% thudc chen kénh calci
diltiazem va verapamil va 4% digoxin).

Cée thude diéu tri dong théi khdc

Trong céc nghién clru 1dm sang, ticagrelor thudng duge sir dung dong thdi véi aspirin, thude e ché bom
proton, statin, thude chen P, thude trc ché men chuyén va céc thudc khang thu thé angiotensin khi tinh trang
bénh nhin cén sir dung két hop trong thoi gian dai, va heparin, heparin phén tir lwong thip, thude G ché
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GplIb/ITTa tinh mach trong giai doan ngén. Khdng c6 twong tac thude gay ra tac dung khong mong mudn
ning trén 14m sang khi ding ddng thdi ticagrelor cling véi cc thude nay.

Sir dyng dong thoi ticagrelor ciing v6i heparin, enoxaparin hoic desmopressin khéng gy anh huéng dén thai
gian thromboplastin timg phén (aPTT), thoi gian dong mau hoat hoéa (ACT) hodc dinh luong yéu t6 Xa. Tuy
nhién, do nguy co xdy ra twong tac duge lyc hoc, can than trong khi ding ddng thoi ticagrelor cung véi céc
thude 1am thay d6i su cAm mau.

D4 6 béo cdo v& nhimg bat thuong clia xuét huyét trén da véi céc thude trc ché men chuyén nhwr paroxetin,
sertralin va citalopram), cin thén trong khi ding déng thoi ticagrelor cling véi céc thude c6 thé 1am ting
nguy co xuét huyét.

Twong ky ciia thude:

Khéng ap dung. Do khong cé cac nghién ciru vé tinh twong ky ctia thube, khong tron 14n thube nay véi cac

thudc khac.

TAC DUNG KHONG MONG MUON CUA THUOC

Bénh nhén dung ticagrelor ¢é ty 1& cao hon phai ngimg thude do tédc dyng khéng mong muén so véi ding
clopidogrel (7,4% so vdi 5,4%).

Bénh nhén diing ticagrelor lidu 60 mg két hop v6i ASAc6 t¥ 18 phai ngirng thude do tic dung khong mong
mudn cao hon do véi dung aspirin don doc (16,1% so VO‘I 8 5%) Téc dyng khong mong mudn thudng duwroc
bdo céo nhét trén bénh nhén diéu trj bang tlcagrelor 14 xuét huyet va kho tha.

Céc phan Gmg ngoai y dugc phén loai theo tin xudt va hé co quan. Cac loai tan xuat duge xéc dinh theo quy
udc sau: rat thucmg gap (‘>1f10) thudng gip (>1/100 dén 1/10<), it gép (=1/1.000 dén 1/100<), hiém gip
(>1/10.000 dén 1/1 .000<), rat hiem gap 1/10.000<), chua biét (chura xéac dinh duge tir dit ligu hign ¢o).

Tir thue t& sir dung thudc, tAn suét gap phai tdc dung khdng mong mudn trén céc hé co quan nhu bang sau:

Bing: Phin (rng ngoai ¥ theo tin suit va hé co quan

Hé co quan Thwong gip It gip Hiém
R&i loan chuyén héa Téng acid uric maud
va dinh dudng
Réi loan tAm than L{ lan
R&i loan hé thin kinh Chdy mau trong so ndo (bao gom | Di cam
tir vong)®, chong mit, dau dau.
Roi loan mét Xudt huyét mat (ndi nhan cau, két
mac, vong mac)
R&i loan tai va tién Xuat huyét tai,
dinh, ¢ tai ' chéng mit
R&i loan hé hb hép, Khé thé ® chay méu Ho ra méu
long ngue va trung | cam
thit
Réi loan hé tidu héa | Xuét huyét tiéu hoa® Nén ra mau, xuat huyét do loét | Xudt huyét sau phic
dudng tiéu héa®, xudt huyét do tri, | mac, téo bon.
viém da day, xudt huyét duong
miéng (ké ca chiy méu lgi), non,
tiéu chay, dau bung, bubn nén,
khé tiéu.
R&i loan da va mo Chay mau dudi da hogc | Ban, ngtra
dudi da trong da, bim tim¢
R&i loan hé co xwong Chay mau khdp
va md lién két
Réi loan than va Xuat huyét duong niéu®
dudng tidu
R6i loan hé sinh san | Chay méu 4m dao, k& ca xuét
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va vl huyét trong tur cung ngoai chu ki.
Théng s xét nghiém Téng creatinine mau
cén 1dm sang _
Chan thuong, ngd Xuét huyét tai vi tri lam | Xudt huyét sau thu thudt, xuft Chay méu vét
ddc va céc bién thu thuat! huyet thuong, chady mau
chirng sau khi lam viing chén thrrong
thu thuét
Roi loan hé mién Qué man cam bao gom phii mach
dich
“+ Xudt huyét tir ung thie bang quang, ung thie dg diy, ung thie dai trimg
b: Tang mikc 36 bdm tim, xudt huyer tw phdt, xuat huyét tang
°: Xae c?}nh tir thee (€ sir dung thuoe
"' Tdn suct tir quan sl trén thi nghiém (acid uric ting > g:c‘rt han trén binh thirong tir giGi han binh thidng hode thdp hom gidi
han binh thudng. Creatinin ting > 30% mur. gidi han) va khéng phdi tan sudt béo cdo vé tdc dung khdng mong muon thé.
¢ xudt quer két mac, véng mac, ngi nhin ciu
7: Chay madu cam, ho ra mdu
& C’huy mdu lgi, mm‘ Tuyét triee trang, :mdr huyer do loét dg day

: Vét bam tim, xudt hayei‘ trén da, dom xudt huyét
£ Trém mdu khop, xudt huyét co
/2 Ddi mdu, xuat huyét do Viém bang quang
¥: Xudt huyét am dao, xudt tinh ra mau, xuc?t hrwer sau man kinh.
" Bam tim, ty huyét sau chin thuong, xudt huyér do chdn thieong
Thong bdo ngay cho bdc si hodc duwgc si nhitng phan irng ¢6 hai gdp phdi khi st dung thudc.
QUA LIEU VA CACH XU TRi
Tri¢u chimg: Ticagrelor dugc dung nap tdt véi don lidu 18n dén 900 mg. Poc tinh trén duong tiéu héa bi gidi
han béi lidu trong mét Nghién ciru don tang dan lidu dimg. Céc tac dung khéng mong mudn ¢o ¥ nghia trén
1am sang khi qua liéu bao gdm khé thér va ngung that
Khi ding thube qua lidu, tac dung khdéng mong muén tiém 4n nay c6 thé xay ra va cdn can nhéc tién hanh
theo d&i dién tdm dd trén bénh nhan.
Cdch xtr tri: Chua c6 thude giai doc dic hiéu nhim lam dao nguoc tic dung cia ticagrelor va ticagrelor
khong thé tham tach dugc. Vige diéu tri tinh trang qué lidu cin dua vao thuc hanh y khoa chudn cia bénh
vién. Qua lidu tlcagrelor c6 thé din dén nguy co kéo dai thoi gian chay méu lién quan dén tac dung {rc ché
tteu cdu. Truyén tiéu cdu duong nhu khong ¢6 hiéu qua trén bénh nhan xudt huyét. Néu xdy ra xuit huyét,
can sir dung cac bi¢n phap diéu tri hd tro thich hop.
THONG TIN VE DUGC LY LAM SANG
Dic tinh dwge lye hoc:
Mi ATC: BO1AC24
Nhém duge Iy: Thude tre ché két tap tidu ciu khong bao gdm heparin.
Co ché tic dung
Topogis chira ticagrelor, mdt thanh phin ciia nhom héa hoc cyclopentyltriazolopyrimidin (CPTP), mot thude
ding dudng udng, co tac tac dong truc t.lep d6i khang thu thé P2Y12 qua trung gian ADP adenosin
diphosphat. Tlcagrelor khong ngén can Uan két vm ADP, tuy nhién ticagrelor lién két voi receptor P2Y12
ngan can truyén tin hiéu cam mg ADP. Tiéu cdu tham gla vao sy khoi phat vaz’hoﬁcphét trién bién chimg
huyét khm cuia bénh xo vita dong mach, do d6 viéc Gc ché chirc nang clia tiéu ciu lam giam nguy co gay ra
céc bién cb tim mach nhur tir vong, nhdi mau co tim hoac dot quy.
Ticagrelor ciing 1am ting ndng @6 adenosin néi sinh tai dich do (rc ché can bing van chuyén nucleosid -1
(equilibrative nucleoside transporter-1).
Ticagrelor duge ghi nhdn lam tang tc dong cam (mg adenosin & nguoi khoe manh va trén bénh nhén c6 hoi
chimg vanh cip: gidn mach (x4c dinh bang tang luu lmmg mau trong mach vanh & ngudi tinh nguyén khoe
manh va bénh nhén c6 héi chimg vanh cép; dau dau), trc ché chirc nang tidu cau (nghlm clru in vitro ¢ mau
toan phn ctia ngudi) va kho thé. Tuy nhién, mdi lién hé gitta céc cac ghi nhan tang ndng do adenosin va két
qua 1am sang (vi du ti 1€ mic bénh — tir vong bénh) chua durge 1am sing t6 & rang.
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Tdc dung duwgc lue hoc

Khai phat téc dong

Trén bénh nhan duge didu tri bénh mach vanh n dinh bai ASA, ticagrelor cho thdy khéi phét téc dung duge
l} nhanh, duge bhtﬂlg minh bdi kha ndng e ché két tap tiéu cAu (TPA) sau khi ding thubc 0,5 gio khi ding
lieu nap 180 mg vao khoang 41%, IPA t6i da 1a 89% sau khi dung thuc 2-4 git va duy tri trong 2-8 gid.
90% bénh nhan c6 [PA cudi cing > 70% sau khi dung thude 2 gio.

Tac dong ton du

Néu c6 ké hoach phiu thudt bic cAu mach vanh, nguy co xuat huyét do ticagrelor tdng cao hon so véi
clopi dogrel khi ngu.m g thude chwa di 96 gi truée khi phiu thuat.

Dit liéu vé Lhuyen ddi thube

Viée chuyén tir diing clopidogrel sang dung ticagrelor lam tang IPA 26,4%. Nguoc lai, khi chuyén tir diing
ticagrelor sang clopldogrcl IPA g1am 24,5%. Bénh nhén c6 thé duge chuyen tir dung clopidogrel sang diing
ticagrelor ma khong c6 bat ky sy gidn doan ndo vé hiéu qua khéng tidu cau.

Bdie tinh dwge dong hoc:

Duorc déng hoc ciia ticagrelor ¢6 tinh tuyén tinh. Nong d va thoi gian tiép xtc v6i ticagrelor va chat chuyén
hoa ¢6 hoat tinh (AR-C124910XX) ty 18 theo liéu diing (v6i lidu ticagrelor 1én dén 1260 mg).

Hdp thu
Ticagrelor duge hap thu nhanh chéng véi tmax trung binh khoang 1,5 gid. Sy hinh thanh chat chuyén hoa

chinh ¢6 hoat tinh AR-C124910XX trong vong tuAn hoan ciing nhanh chéng véi tmax trung binh khoang 2,5
gidr. Sau khi uéng 90 mg ticagrelor liic d8i trén nguoi khée manh, Cmax va AUC tuong Gng 13 529 ng/ml va
3,451 ng.gid/ml. Ty 1& chuyén héa dbi véi Cmax va AUC twong {ing 12 0,28 va 0,42. Sinh kha dung tuyét dbi
trung binh cta ticagrelor udc tinh 12 36%. Uéng thudc cling vdi bita an gidu chit béo lam ting 21% AUC cta
ticagrelor va giam 22% Cmax cua chit chuyén héa c6 hoat tinh nhung khong anh hudng dén Cmax cta
ticagrelor va AUC cua chét chuyén héa c6 hoat tinh. Sy thay ddi nhé nay it ¢6 y nghfa trén lam sang; do do,
ticagrelor ¢6 thé ding ciing hoic khéng cling véi thiic dn. Ticagrelor cling nhu chat chuyén héa ¢6 hoat tinh
clia nd 1 co chét ctia bom vén chuyén P- -gp-

Ticagrelor dudi dang vién khi dugce nghién rdi phan tan trong nuéce dé uong hodc dua thubc vao duwdng tidu
hoa qua Ong thong da day da dugc so sanh véi khi nudt nguyén vién thudc vé AUC va Cmax cua ticagrelor
va chét chuyen hoa ¢ hoat tinh. Néng do ban dau (sau 0,3 gio va 1 gio sau khi udng thuée) tir vién ticagrelor
sau khi nghién rdi phan tan trong nudc cao hon so v6i nudt nguyén vién; sau 2 — 48 gid, ndng do nay hiu
nhu & mirc tuong ty.

Phdn bé

Thé tich phan bd & trang thai hing dinh cua ticagrelor 1a 87.5 L. Ticagrelor va chat chuyén héa co hoat tinh
lién két manh véi protein huyét twong & ngudi (> 99,0%).

Chuyén héa
CYP3A4 13 enzym chinh tham gia chuyén héa ticagrelor v tao thanh chét chuyen hoéa co heat tinh. Tuong

tac cua chiing véi cc co cht khéc clia CYP3A4 c6 thé ditir  hoat hoa dén tre ché.

Chét chuyen héa chinh cia ticagrelor la AR-C124910XX, chat nay ciing ¢6 hoat tinh khi duge danh gié in
vitro vé su lién két véi receptor P2Y12ADP cua tiéu cu. Néng do toan than cua chat chuyén hoa ¢6 hoat
tinh bang khoang 30-40% ndng db ticagrelor.

Thai trie
Chuyén hoa tai gan 13 con dl.rorng thai trir chinh cta tlcagrelor Khi uéng ticagrelor duge danh ddu phong Xa,

hoat tinh phéng xa duge hoan héi trung binh khoang 84% (57.8% & phan, 26,5% & nudc tiéu). Su hoan hbi
ticagrelor va chét chuyén hoa co hoat tinh trong nudc tiéu cho thiy ca 2 chét ndy déu < 1% so lidu dung. Con
ducmg thai trir chinh ctia chét chuyen héa c6 hoat tinh ¢6 thé qua dudng mat. Gia tri t1/2 trung binh khoang 7
gidr ddi véi ticagrelor va 8.5 gier d6i v6i chét chuyén hoéa o6 hoat tinh.

Péi neong dgc_ biél

Ngwoi cao 1uoi
Nong &6 va thai gian tle/p xuc véi ticagrelor (khoang 25% dbi véi ca Cmax va AUC) va chit chuyén héa c6

hoat tinh di quan sat thay & ngudi cao tudi (> 75 tudi) méc hdi chimg vanh cp cao hon so véi nhém bénh
nhén khoe manh khi phén tich dugc déng hoc. Su khéc biét nay khdng c6 ¥ nghia trén 1dm sang.
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Tréem

Ticagrelor chua dugc dénh gia trén ddi twong tré cm.
Gioi tinh

Dé quan st thiy ndng d9 ctia ticagrelor va chét chuyén héa cé hoat tinh cao hon & phu nff so véi nam gi6i.
Su khéc bigt nay khdng c6 y nghia trén 15m sang.

Bénh nhdn suy thin

Nong db ticagrelor thip hon khoang 20% va ndng do chit chuyén héa cé hoat tinh cao hon khoang 17% trén
bénh nhan suy thin ning (Cler < 30 ml/phit) so véi ngudi ¢ chire nang thén binh thudng.

Bénh nhén suy gan

Cmax va AUC cia ticagrelor cao hon tuong tng la 12% va 23% trén bénh nhéan suy gan nhe so véi ngudi
khoe manh. Ticagrelor chua duge nghién ciru trén bénh nhan suy gan vira hoc niing va chong chi dinh trén
nhimg bénh nhéan nay.

Chiing téc

Bénh nhén ¢6 nguén géc chiu A ¢6 sinh kha dung trung binh cao hon 39% so v&i bénh nhén da tring. Bénh
nhan da den c6 sinh kha dyng ctia ticagrelor thap hon 18% so véi ngudi da tring. Theo céc Nghién ciru 1am
sing, nong dj va thdi gian tiép xtc (Cmax va AUC) cia ticagrelor & ngudi Nhat Ban cao hon khoang 40%
(20% sau khi diéu chinh theo cn ning) so véi ngudi da tring.

QUY CACHPONG GOI: Hop 3 vix 10 vién.

HAN DUNG: 36 théng ké tir ngay san Xuét. -

PIEU KIEN BAO QUAN, TIEU CHUAN CHAT LUQNG

Bao quan: Noi khd réo, tranh 4nh sang, nhiét @ khon g qua 30°C,

Tiéu chuén chét luong: Tiéu chuén co sé.

CO SO SAN XUAT THUOC: )

CHI NHANH CONG TY CO PHAN DU'QC PHAM PHONG PHU X
— NHA MAY SAN XUAT DUQC PHAM USARICHPHARM
L6 12, Pudng s6 8, Khu cong nghiép Tén Tao, P.Tan Tao A, Q.Binh Tan, TP. HCM

PHAN PHOI BOT: ]
CONG TY CO PHAN DU'QC PHAM LIVIAT f o9
Ting 46 Tda nha Bitexco, S0 2 Hai Triéu, Phudng Bén Nghé, Quan 1, TP. Hd Chi Minh

COSODANG KY THUOC:
CONG TY CO PHAN DUQC PHAM LIVIAT
Tang 46 Toa nha Bitexco, So 2 Hai Triéu, Phuéng Bén Nghé, Quén 1, TP. Hd Chi Minh

Tp.HCM, NgayAdthing (2 ném 2023
_——Giam dbc co's& dang ky
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