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Rx Thude Iké don Huéng din siv dung thudc:

1. TEN THUOC

TIGREL tablet 90mg
2. CACDAUHIEU LUU Y VA KHUYEN CAO KHI DUNG THUOC

Thude nay chi dang theo don th ube.
BPoc kj huwong din siv dung trwde khi ding. DE xa tim tay (ré em.

3. THANH PHAN CONG THUC THUOC
M&i vién chira: Ticagrelor.... Y ..90mg
Thanh phdn td diege: D-M'mmto] le'lSlC Calcmm Phosphate Hydrate, Crospovidone,
Hydroxypropylcellulose, Magnesium Stearate, Opadry-Yellow (03B32376).
4. DANG BAO CHE

Vién nén bao phim

MO ta: Vién nén bao phim hai mit 16, hinh tron mau vang.
5, CHI PINH
TIGREL dung dong thai véi acid acetylsalicylic (ASA), duge chi dinh dé phong ngira
cac bién ¢d huyét khéi do xo vita dong mach & bénh nhin ngudi 16n bi:
- Héi chimg mach vanh cép (ACS)
- C6 tidn str nhdi méu co tim va ¢é nguy co cao phét tridn cac bién ¢d huyét khéi do
X0 vita dong mach.
6. CACH DUNG, LIEU DUNG
Thube ndy chi dimg theo sie ké don ciia thdy thude.
Nén khéi ddu diéu trj véi chi mét lidéu nap 180 mg TIGREL (hai vién 90 mg) va sau
d6 duy tri véi lidu 90 mg hai 1dn mbi ngay.
Bénh nhan ding TIGREL ciing nén ubng ASA hing ngay, trir khi ¢ chéng chi dinh
cu thé.
Sau mét liéu khoi dAu véi ASA, nén ding TIGREL véi lidu duy trl 75-100 mg ASA.
Khuyén céo didu trj lén dén 12 thang trir khi c6 chi dinh ldm sang ngung ding
TIGREL. Kinh nghiém diéu trj sau 12 thz’mg con gidi han.
0 bénh nhén bj Hi Chimg Mach Vanh cap, viée ngimg sém bt ky liéu phap chdng
két tap tiéu ciu nao, ké ca TIGREL c6 thé gdy ting nguy co tir vong tim mach, hodc
nhdi mau co tim do bénh Iy tiém 4n ciia bénh nhén. Do d6, nén tranh ngung didu tri
som.
Nén trénh quén ding thudc khi diéu tri. Bénh nhan quén 1 lidqu TIGREL nén dung chi
1 vién 90 mg (lidu ké tlep) vao ding gid thong I¢.
Bq:nh nhan da dwogc didu tri voi clopidogrel co thé chuyén thing sang dung TIGREL
néu cin thiét,
Cac nhém dén s diic bigt
Nguroi cao tuoi: Khong can diéu chinh lidu & ngudi cao tudi.
Bénh nhdn suy than: Khong cAn didu chinh liéu & bénh nhéan suy thén. Chua co thong
tin lién quan dén diéu trj cho bénh nhan Ioc thin nhén tao va vi viy khong khuyén céo
ding ticagrelor & nhitng bénh nhéin nay.
Bénh nhan suy gan: Ticagrelor chua duge nghién ciru trén bénh nhén suy gan niing, vi
vay, chéng chi dinh & bénh nhén suy gan ngng. Dir licu nghlen ctru trén bgnh nhan suy
gan trung binh cén han ché. Khong khuyén khich diéu chinh lidu nhung cin thén trong
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khi sit dyung ticagrelor & bénh nhén suy gan trung binh. Khong cin didu chinh lidu trén
bénh nhéin suy gan nhe.
Tré em: Chura xdc dinh duge tinh an toan va hiéu qua cta ticagrelor & tré em dudi 18
tudi trong chi dinh d4 duge phé duyét & ngudi 16n. Hién chua cé dit liéu,
Cich ding
Duing dudng uémg
TIGREL c6 thé ding cliing hoiic khéng cling v6i thire in.
Pi voi bénh nhan khong thé nudt nguyén vién thude, cé thé nghién vién TIGREL (1
vién 90 mg va 2 vién x 90 mg) thanh bjt mjn va phén tan trong nira ly nude va udng
ngay 1p tire. Trdng ly bang nira ly nude va udng hét. Hn dich ciing ¢ thé duge ding
qua éng théng da day (loai CHS hay lén hon). Pidu quan trong 1a phai trdng 6ng
thong da day v6i nuée sau khi d& ding hdn djch thude.
% CHONG CHi BINI—]

* Qua man cadm vdi hoat chéit hodic voi bt k¥ ta duge nao duge ligt ké & myc ta duge.
* Dang bi chdy mau do bénh ly.
» Tién st bj chay m4u trong so.
* Suy gan ning.
* Chbng chi dinh ding ddng thoi ticagrelor véi chit (rc ché manh CYP3A4 (nhu
ketoconazol, clarithromycin, nefazodon, ritonavir va atazanavir), vi diing ddng thdi ¢
thé din dén lam ting dang ké mirc do tiép xic vai ticagrelor.
8, CANH BAO VA THAN TRONG KHI DUNG THUOC
CANH BAO
Nguy co chdy mdu
Nén cin bing viée sir dung ticagrelor & bénh nhén da biét bi ting nguy co chay miu
v6i loi ich phong ngira céc bién c¢b do huyét khéi do xo vira dong mach. Néu duge chi
dinh trén Idm sang, nén luu y khi dung ticagrelor & nhitng nhom bénh nhén sau day:
» Bénh nhdn c6 xu huéng bi chiy méu (vi du do chin thwong gin déy, phiu thuét gin
day, r6i loan dong méu, dang hodic vira bj chiay mau dudng tiéu héa). Ticagrelor chéng
chi dinh & bénh nhin dang bi chay mau do bénh ly, c6 tién sir chay madu trong so, va
bénh nhén suy gan vira dén niing.
* Bénh nhén dung chung céc thudc lam ting nguy co chay mau (nhu thudc khang
viém khong steroid (NSAIDs), thudc chéng déng mau dudng udng va/hodic cde thube
tiéu s¢i huyét) trong vong 24 gidr trude khi dung ticagrelor.
Chua €0 dir li€u & bénh nhan dung ticagrelor lién quan t&i loi ich cam mau khi truyen
tidu cau, sir tuéin hodn ticagrelor trong méu ¢ thé trc ché cac tiéu chu dwge tluyen vio.
St tudn hoan ticagrelor trong mau ¢6 thé tre ché cac tiéu cau duge tmycn vao. Vi ding
dong thoi ticagrelor v&i desmopressin khong lam gidm thoi gian chdy méu,
desmopressin rit c6 thé khong anh hwéng dén kiém soat cac bién ¢b do chay mau trén
lam sang.
Pidu tri bing thudc chdng tiéu s¢i huyét (acid aminocaproic hodc acid tranexamic)
va/hodc yéu t6 tai td hop Vlla cé thé gitip ting cAm mau. Sau khi x4c dinh va kiém
soat duge nguyén nhéin gy chay méu c6 thé ding lai ticagrelor.
Philu thudt
Nén khuyén bénh nhén thong bdo cho bac si va nha si biét ring ho dang ding
ticagrclor trude khi 4n dinh bat ky mdt cude phiu thuét hodic trude khi uf‘mg bét ky
thude mdi ndo.
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Trong nghién ctru PLATO trén phan nhém bénh nhan phiu thudt bic chu mach vanh
(CABQG), TIGREL géy chdy mdau nhidu hon clopidogrel khi ngung diéu tri 1 ngdy
trude khi phau thuat nhung cé cing ty 1¢ glly chdy méu ning so véi clopidogrel sau
khi ngung thubc trén 2 ngay trude khi phiu thuat (xem phan Tdc dung ngogi y). Néu
modt bénh nhdn sip trai qua cude phfiu thudt khéng cap thiét va khong mudn dnh
huéng ctia chong két tap tiéu cdu, nén ngung ding TIGREL 7 ngay trudc khi phiu
thudt.

Bénh nhin trede ddy bj dot quy do ﬂué‘u mdu cuc bj

Bénh nhén bi hdi chimg mach vanh cdp c6 tién sir dt quy do thiéu mau cuc bd co thé
duge didu tri bing TIGREL cho dén 12 thang (trong nghién ctru PLATO).

Nghién citu PEGASUS khong bao gém bénh nhan ¢6 tién str nhdi mau co tim ma
trude ddy bi djt quy do thiéu mau cuc bd. Do khong co dit ligu nén khong khuyén cdo
diéu trj hon 1 néim & nhitng bénh nhén nay.

Suy gan: Chong chi dinh dung ticagrelor & bénh nhén suy gan ning. Kinh nghi¢m sir
dyng & bénh nhan suy gan trung binh coén han ché vi thé, nén thin trong khi sir dung &
cac bénh nhén nay.

Bénh nhin cé nguy co bj cic bien cd nhip tim chiim

Dya vao quan sat mo ta hau hét cac trwrdng hop ngung thiit khéng triéu chung trong
mdt nghién ciru 1dm sang trude ddy, nhitng bénh nhan c6 nguy co cao bj bién ¢6 chim
nhjp tim (nhw bgnh nhan bi hoi chu'ng suy nit xoang khong dugc dit mdy tao nhip,
bl6e nhi thit do 2 hoiic 3 hoic bi ngat lién quan dén nhip tim chidm) da duogce loai trir
khoi nghién ciru PLATO khi dénh gia tinh an toan va hi¢u qua cua ticagrelor. Do do6,
vi kinh nghi¢m ldm sang han ché, nén thén trong khi ding ticagrelor cho nhitng bénh
nhan nay.

Thém vao d6, nén thén trong khi ding ticagrelor chung vdi cac thudc lam cham nhip
tim. Tuy nhién khong cé biing chitng ghi nhin céc phan ting ngoai y déang ké trén 1am
sang trong thir nghiém PLATO sau khi dung chung véi mdt hoac nhiéu thudc lam
chdm nhip tim (vi dy, 96% ca ding chen béta, 33% ca ding thudc chen kénh calci
diltiazem va verapamil, va 4% ca ding digoxin).

Sudt qua trinh nghién citu trén phén nhém bénh nhén chay Holter trong thir nghiém
PLATO, ¢ nhiéu bénh nhidn ngung thét trén 3 gidy véi ticagrelor hon so voi
clopldog[el trong giai_doan c¢ép ciia Hoi chung mach vanh cdp. Su gia ting sb ca
ngung thit x4c dinh bing Holter khi ding ticagrelor cao hon & nhém bénh nhan suy
tim sung huyét so véi tbng dan sé nghién ciru trong giai doan cép ciia Hoi chimg mach
vanh cdp, ma khéng xdy ra trén nhém ding ticagrelor trong mdt thang hofdc khi so
sanh voi clopidogrel. Khong ¢é hdu qua lam sang ngoai ¥ nao lién quan dén sy mit
cin biing ndy (bao gdbm ngét hodc it may tao nhip) trong dén s& bénh nhén nay.

Kho the: Kho thd duge ghi nhén & céc bénh nhén diéu tri véi ticagrelor. Trigu chimg
néy thong thudng & mitc do tir nhe dén {trung binh va ty hdi phuc ma khong can ngung
diéu tri. Bénh nhén hen suy&n/bénh phdi tic nghén man tinh (COPD) ¢6 thé ting nguy
co bi kho thd khi dung ticagrelor. Phai thén trong khi dung ticagrelor cho bénh nhén
c6 tién sir bi hen suyén va/hoiic COPD. Co ché chua duge rd. Néu bénh nhén bdo céo
bj con khé thé mdi, kéo dai hoiic ning 18n, phai theo ddi k¥ va néu khong dung nap
dwge nita, phai ngung dung ticagrelor,

Ting Creatinin: Ncmg d6 Creatinin c6 thé ting khi didu tri v6i ticagrelor. Co ché
chua duoc r6. Nén kiém tra chirc ning than theo thye hanh y khoa thuong quy. O
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bénh nhén bi hoi chimg mach vanh cdp, nén kiém tra chirc néing thén sau mdt thang
sau khi khai ddu didu tri v6i ticagrelor va sau dé cén clr vao thye hanh y khoa thudng
quy, luu y dic biét dén bénh nhén >75 tudi, bénh nhin suy thdn vira/ning va nhing
bénh nhén dang diu trj dong thoi véi mot thude chen thy thé angiotensin (ARB).

Ting acid uric: Co thé tang acid uric huyét trong qué trinh diéu tri véi ticagrelor. Nén
thén trong khi ding ticagrelor cho bgnh nhén co tién sir ting acid uric mdu hofic bénh
gat. B dé phong, khéng nén str dung ticagrelor cho bénh nhén bj bénh thin do acid
uric.

Khde: Dua trén mbi lién hé quan sat duge trong nghién ctru PLATO gitra liéu duy tri
ASA va hiéu qua tuong tmg cia ticagrelor so sanh véi clopidogrel, khuyén céo khéng
ding ddng thoi ticagrelor véi lidu duy tri cao ASA (> 300mg).

Ngivng siv dung thubc: Vige dot ngdt ngung bt ky lidu phdp khéng tidu cau, bao gbm
ca TIGREL, ¢6 thé clan dén ting nguy co tim mach (CV), tir vong hoic nhdi méu co
tim do cdc bénh Iy sin c6 cia bénh nhén. Do d6, tranh dt ngdt ngimg didu tri.

9. SU DUNG THUOC CHO PHU NI’ CO THAI VA CHO CON BU

Phu nif c6 thai:

Phu nif ¢ thé ¢6 thai nén dung céc bién phap tranh thai thich hop sudt thoi gian ding
TIGREL.

Chura ¢6 hofic ¢on gidi han dir liéu vé viée ding ticagrelor cho phy nit ¢6 thai. Nhitng
nghién ciru trén sic vit di chimg to thude c¢6 doc tinh trén hé sinh san, Khuyén cdo
khong ding TIGREL khi dang mang thai.

Phu nit cho con bu:

Céc dir liéu v& doc tinh/duge Iyc hoc trén stc vt cho thdy ticagrelor va céc cht
chuyén héa c6 hoat tinh dwoc bai tiét qua sita. Khong loai trir nguy co dbi voi tré so
sinh/nhii nhi. Cén quyet dinh liéu ¢6 nén ngung cho con b hodic ngung/tranh ding
TIGREL khi cin nhic k§ giita lgi ich cho con bi va 19’1 ich khi diéu trj cho ba me.

Khé nang sinh sin: Ticagrelor khong anh hwdng dén kha ning sinh sin & gibng duc
hoic gidng cai trén stic vat,

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

Ticagrelor khong c6 anh huong 1én kha ning lai xe va van hanh l‘ﬂay bi c6 bao cdo
chéng mit va nhim 1an trong qua tunh didu tri v6i ticagrelor, Vi thé, bénh nhan di
tirng bi chéng mit va nham lan nén can thén khi lai xe hay vén hanh méay mdc.

11. TUONG TAC, TUONG KY CUA THUOC

Ticagrelor co ban 13 mot co chit clia enzym CYP3A4 va tic che yéu CYP3A4,
Ticagrelor cting 1a mdt co chét clia P- glycoprotcm (P-gp) va trc ché yéu P-gp va co thé
gdy ting nong d¢ va thoi gian tlep xtc céc co chét P-gp.

Anh hwéng ciia cac thude khic dén ticagrelor

Cic thude chuyén héa qua enzym CYP3A4

Cde chat itc ché CYP3A44

» Céc chét e ché manh CYP3A4 — Ding ddng thoi ketoconazol véi ticagrelor lam
tang 2,4 14n Cpupva 7,3 1an AUC clia tlcagtclm Lam gidm 89% C,,,x va 56% AUC cia
chit chuyén hoa c¢é hoat tinh. Céc chét &rc ché manh CYP3A4 khéc (clarithromycin,
nefazodon, ritonavir va atazanavir) ciing ¢6 tic dong twong ty va chéng chi dinh ding
ddng thai cac thude e ché manh CYP3A4 véi ticagrelor.
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+ Céc chit wre ché vira CYP3A4 — Ding ddng thoi diltiazem véi ticagrelor 1am tang 69%

Cuax va 2,7 1an AUC cuia ticagrelor, 1am giam 38% Cynax va khong dbi AUC ciia chat
chuyén héa c6 hoat tinh. Ticagrelor khéng anh huéng dén ndng do diltiazem trong
méu. Céc chét rc ché vira CYP3A4 khac (vi du, amprenavir, aprepitant, erythromycin
va fluconazol) ciing dy kién cé tic dong twong ty va duge ding dong thdi véi
TIGREL.

Cde chdt cdm itng CYP3A

Ding déng thoi rifampicin véi ticagrelor lam giam 73% Cpax va 86% AUC cla
ticagrelor. Khong ddi C,pp V2 giam 46% AUC cla chéit chuyén hoa c6 hoat tinh. Cac
chét cam tng CYP3A khéc (vi dy, dexamethason, phenytoin, carbamazepin va
phenobarbital) cling lam giam nong do va thoi gian tiép xtic vdi ticagrelor. Ding dong
thoi ticagrelor v6i chit cam tmg CYP3A manh c¢6 thé lam giam mtre tiép xtc va hiéu
quéa cla ticagrelor vi vy khéng khuyén khich ding ddng thoi céc thube nay véi
ticagrelor.

Cyclosporin (ch it ke ché P-gp va CYP3A)

Ding ddng thoi cyclospoun (600mg) véi ticagrelor lam ting néng do t6i da cla
ticagrelor (Cpay) gip 2,3 lan va dién tich dudi dudng cong (AUC) gép 2,8 lin. Chét
c{myén hda c¢6 hoat tinh ting 32% dién tich dudi dudng cong (AUC) va giam 15%
nong df t6i da khi cén sy hign dién cua cyclosporin.

Chura ¢6 dit liéu v& viéc sir dung dong thoi ticagrelor v6i cac hoat chit khac c6 tdc
dung e ché P-glycoprotein (P- -gp) manh va e ché CYP3A4 trung binh (nhu

verapamil, quinidin), ciing ¢ thé gy ting nong dj va thoi gian tlép xUac cna ticagrelor.

Néu khé’mg thé trédnh diing chung véi cac thude ndy, cin thén trong khi diong.

Nhitng chiit kitdc

Céc nghién ctru tuorng tac duge Iy trén 14m sang chitng minh ding ddng thoi ticagrelor
véi heparin, enoxaparin va ASA hofic desmopressin khong anh hudng dén duge dong
hoc cta ticagrelor hodc chét chuyén héa co hoat tinh hofic sy két tap tiéu cdu kich
thich bai ADP so voi tlcagrelm riéng 1&. Néu c6 chi dinh 1dm sang, thén trong khi két
hop céc thudc 1am bién dbi qué trinh déng méu véi ticagrelor.

D3 ¢ ghi nhan ndng do ticagrelor ting gip 2 14n sau khi tiéu thy mot legng 16n nude
ép budi hang ngdy (3x200mL). Mirc d6 nghiém trong clia su gia ting ndng do ndy
duge cho la khong lién quan trén 14m sang & hdu hét bénh nhan,

Anh hwéng ciia ticagrelor dén cic thude khic

Thuéc chuyén héa boi enzym CYP3A4

« Simvastatin — Ding df'ing thoi ticagrelor vai simvastatin 1am ting 81% C,,, va 56%
AUC cnia simvastatin, lam tang 04% Cax va 52% AUC cuia acid simvastatin & mot vai
cé thé co thé tang 1én 2 dén 3 1dn. Diing dbng thoi ticagrelor véi lidu simvastatin vuot
qua 40 mg mdi ngay 6 thé giy ra cdc phan (g ngoai y cua simvastatin va cn can
nhac voi lgi ich tiém niing. Simvastatin khéng anh hudng dén ndng d ticagrelor trong
huyét twong, Ticagrelor ciing c6 tc dong trong ty ddi v6i lovastatin. Khong khuyén
céo ding chung Ticagrelor véi simvastatin v lovastatin liéu cao hon 40 mg.

» Atorvastatin — Ding ddng thdi atorvastatin va ticagrelor lam téng 23% C,,. va 36%
AUC cuia acid atorvastatin. Cac mic ting AUC va Cy twong tyr cling ghi nhin dugce
& tht ca céc chit chuyén héa acid atorvastatin. Su gia ting ndy khong cé y nghia lam
sang,
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« Khong loai trir anh huéng twong ty clia TIGREL dén nhiing statin khac ciing chuyén
hoa qua enzym CYP3A4. Bénh nhin trong nghién ctru PLATO dling nhiéu logi statin
khéc nhau, nhung khéng ¢6 quan ngai vé tinh an toan ctia statin trén 93% ca thé ding
nhitng thude nay.

Ticagrelor 12 mdt chit e ché nhe CYP3A4. Khong khuyén cdo ding ddng thoi
ticagrelor va cdc co chit CYP3A4 c6 chi sb tri ligu hep (nhwr 1a cisaprid va céc

alkaloid cyra lia mach) vi ticagrelor ¢6 thé gy tang mire tiép xiic vai nhimg thude nay.

Cdc co chit cia P-glycoprotein (P-gp) (bao gom digoxin, cyciospo.v in): Ding dbng
thoi véi ticagrelor 1am ting 75% C,ax va 28% AUC ctia digoxin, Nong do dﬂy frung
binh cia digoxin ting 30% khi ding chung véi ticagrelor, & vai cd thé c6 thé tang tbi
da 1én gdp doi. Sy c6 mat digoxin khoéng lam anh hu’-:mg dén Caxva AUC cia
ticagtelor va cdc chit chuyén hoa ¢6 hoat tinh. Do d6, khuyén cao nén theo doi k¥ lam
siang va/hodc cin 1dm sang khi ding d(‘iing thosi ticagrelor véi cée thude c6 clra s6 trj
liéu hep phu thudéc P-gp nhu digoxin. Ticagrelor khéng anh hudng nong do
cyclosporin trong méu. Téc dong cha ticagrelor trén cdc co chit ciia P-gp chua dwoc
nghién ciru.

Cédc thudc chuyén héa qua enzym CYP2C9: Ding dong thoi ticagrelor véi tolbutamid
khong lam thay dbi ndng do ca hai thube trong huyét twong, cho thdy ticagrelor khong
phai 13 chit rc ché CYP2C9 va rit ¢6 thé khong lam thay déi sy chuyén hoa cia cac
thude qua enzym CYP2C9 nhu warfarin va tolbutamid,

Thuée vién uong ngita thai: Ding ddng thdi ticagrelor vA levonorgrestrel va ethinyl
estradiol lam ting khoang 20% mirc tiép xic ciia ethinyl estradiol nhung khong lam
thay déi duqc dong hoc cta levonorgrestrel. Trén 14m sang, khéng anh hwéng hiéu
qua cia thudc vién ubng ngira thai khi ding ddng thoi levonorgrestrel va ethinyl
estradiol vdi ticagrelor.

Cdc thudc gdy nhjp tim chdm: Do c6 ghi nhan hiu hét cdc tr wong hop ngung thét va
rdi loan nhip chim déu khong ¢6 triéu chirng, nén thén trong khi ding dong thari
ticagrelor voi thude gay nhip tim chdm. Tuy nhién khong cé biing chiing v& cdc phan
ung ngogi y dang ké trén 1am sang dugc ghi nhdn trong nghién ctru PLATO sau khi
ding ddng thoi véi mot hodic nhidu thube gdy nhip tim cham (vi dy, 96% ca diing
chen beta, 33% ca dung chen kénh calci diltiazem va verapamil va 4% ca dung
digoxin).

Cic li¢u phdp phéi hep thudc khdc

Trong céc nghién ctru 1dm sang, ticagrelor thuong duge phcn hop véi ASA, thube (e
ché bom proton, statin, chen béta, thude trc ché men chuyén angiotensin va thubc e
ché thy thé angiotensin khi cén ding chung dai han va cling duge phdi hop vai
heparin, heparin trong lrgng phén tur thap va chét trc ché GplIb/Illa tiém tinh mach
dung ngin han. Khong quan sét thiy bing chimg vé céc tuong tdc bit lgi dang ké trén
lam sang véi nhitng thude nay.

Dung dong thoi ticagrelor véi heparin, enoxaparin hodic desmopressin khong anh
huéng dén thdi gian kich hoat thromboplastin ban phén (activated partial
thromboplastin time - aPTT), thoi _gian kich hoat dong mdu (activated coagulation
time - ACT) hoiic phép phan tich yéu t§ Xa. Tuy nhién, do céc nmng tac dugce lyc co
thé xay ra, nén thin trong khi két hop ticagrelor véi cdc thube bién dbi sy déng mau.
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DA ¢6 bdo cdo céc truong hop chiy mau trong da bit thuong véi cac thudce tai hfip thu
chon lpe serotonin (SSRI) (vi duy, pamxetin, sertralin va citalopram), nén thin trong
khi ding SSRI véi ticagrelor do cé thé gdy ting nguy co chay méu.

12. TAC DUNG KHONG MONG MUON chA THUOC

Céc phén trng ngoai y dwgc phan loai theo thn sufit va hé& co quan theo. Céc loai tin
sudt dwge xdc dinh theo quy wéc nhw sau: Rét thwong glip (=1/10), Thudng gip
(1/100 dén <1/10), It gip (>1/1.000 dén <1/100), Hiém gip (=1/10.000 dén
<1/1.000), Rét hiém giip (<1/10.000), Chua biét (chwa x4c dinh dwoc tir nhitng dir li€u

hién c6).

HEé cor quan

Riit thwdng giip

Thuwdng giip

It gap

U lanh tinh, 4c tinh
vi khong xdc dinh
(bao gbm ca céc
nang va polyp)

Chay méu tai khoi
u'

R&i loan h¢ mau va
bach huyét

R6i loan xuat
huyét®

Roi loan hé mién

Qué mén cam bao

dich gbm phit mach®
R6i loan chuyén I‘ang acid uric Bénh gat, viém

héa va dinh duding | huyét! khép do bénh gt

R6i loan tdm thin L lin

R&i loan hé than
kinh

Ch(’)ng miit, ngat,
dau déu

Chay méu trong s¢

ROi loan miit

Xuit huyét mit®

Réi loan tai va tién Choéng mat Xudt huyét tai

dinh, bc tai

R&i loan vAn mach Ha huyét ap

R6i loan hé hd hﬁp, Kho thd Xuat huyét hé ho

16ng ngue va trung hép"

thét

R6i loan hé tiéu hoa Xuit huyét tiéu Xuét huyét sau
héa®, tiéu chay, phiic mac

non, kho ti€u, tao
bon.

Roi loan da va moé
duéi da

Xudt huyét duéi da
hoic trong da”,

ngira, ban
Ro6i loan hé co Xudt huyét tai co’
xuong va mo lién
két
R&i loan than va Xuﬁ! huyét dudng
dwong ni¢u niéu’
R6i loan hé sinh Xuit huyét hé sinh
san va va san®
Théng s6 xét Ting creatinin

nghiém cin 1dm

méu®

b UL, i - L
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sang

Chén thuong, ngd Xuét huyét sau thi
ddc va céc bién thudt, chay méu
chitng sau khi lam viing chén thuong'
thi thudt

Tvi du nhu xudt huyét do ung thr bang quang, ung thu da day, ung thu rudt két.

b y{ dy nhir tiing nguy co bj bdm tim, tu méu ty phat, thé trang xuét huyét

° x4c djnh trong qué trinh lwu hanh thube.

4 Tén s6 tir cdc quan sat trong phong thi nghiém (ting acid uric > gi6i han trén ciia
mirc binh thudng tir mirc chudn bén dudi hodic trong pham vi tham chiéu. Tang
creatinin > 50% so v&i mire chufin va khong phai tir cac dit ligu tho cia cac bao cdo
phéan (ing ngoai y.

¢ vi du nhu xudt huyét két mac, vong mac, noi nhan.

fvi dy nhu chay méu cam, ra méu.

£ vi du chay mau nudu rang, chdy méu trye trang, xuét huyét do loét da day

E' vi du bim mau, xuét huyét & da, dém xudt huyét

' vi dy ty méu & khép, xufit huyét tai co

Jvi dy tidu ra méu, xudt huyét do viém bang quang

¥ vi du xufit huyét m dao, xuét tinh ra mau, chiy mau sau mén kinh

lgiéip, chén thuong ty mau, Xuét huyét do chén thuron I

Bdo cdo nghi ngd cde phan iing ¢é hai: Viéc béo cdo nghi ngd cdc phin mg cb hai
sau khi thude duoe Iwu hanh ;a quan trong. Vié¢e ndy cho phép giam sat lién tyc sy cén
biing lgi ich/nguy co cia thude. Cace chuyén gia y té dugce yéu cau bao cdo bat ky phan
rng nao nghi ngd ¢6 hai.

Thong bdo ngay cho bdc sy hodc dwoc sy nhitng phdn 1eng cé hai gdp phai khi siv
dung thudc.

13. QUA LIEU VA CACH XU TRi

1. Qud liéu:

Ticagrelor duge dung nap tét khi ding cac lidu don 1én dén 900 mg. Déc tinh trén hé
tiéu hoa bi giai han theo liéu trong mét nghién ctru don ting dan liéu dung. Cac phan
{rng ngoai ¥ ¢6 v nghia v& mit 1dm sang c6 thé xuft hién khi ding qua lidu bao gbm
khé thé va ngung tht.

2. Cdch xir tri khi dimg thude qud liéu:

Khi bj qua liéu, nén ghi nhan nhimg tac dyng khoéng mong mudn c6 thé xay ra va cn
theo ddi dién tim dd (ECG). Hién nay chwa c6 thude giai doe dé dao nguge tic dong
ctia ticagrelor va khong thé phan tach ticagrelor. Xir tri khi qué liéu nén tuén theo thye
hanh y khoa chuén. Anh huéng ciia viéc diing qua liéu ticagrelor lam kéo dai thoi gian
chiy méau lién quan dén trc ché tiéu ciu. Néu c6 xuft huyét, nén tién hanh céc bién
phap hd trg thich hop.

14. PAC TINH DUQC LUC HQC

Mia ATC: BO1AC24

TIGREL chira ficagrelor, m@t thanh phin cia nhém héa hoc
cyclopentyltriazolopyrimidin (CPTP), mét thudc dang ubng, c6 tac dong trye tiép, dbi
khang thu thé P2Y, chon loc va twong tac thuéin nghich, ngin cn qué trinh hoat héa
va két tap tidu céu phu thudéc P2Y), qua trung gian ADP adenosin diphosphat.
Ticagrelor khong ngin can gin két véi ADP, nhung khi gén véi thy thé P2Y,, s& ngiin
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chiin viée din truyén tin hiéu cam tmg ADP. Vi tiéu cdu tham gia vio qué trinh khai
phat Vﬂfhoac phat me:n cédc bién chirng huyét khéi ctia bénh xo vita dong mach, vige
itc ché chirc niing tiéu cau di duge chitng minh 13 1am gidm nguy co tai bién tim mach
nhu tr vong, nhdi méu co tim hogc dot quy.

Tlcaglelor cling 1am ting ndng d6 adenosin ndi sinh tai chd bing céch e ché chit
vén chuyén can biang nucleoside -1 (ENT-1).

Ticagrelor d dugc ghi nhan 1a lam ting tic dong cam g adenosin sau diy & nguoi
khoe manh va bénh nhan ACS: gifin mach (xdc dinh bing céach tang luru ll.rqng mau
mach vanh r:r ngudi tinh nguyén khoe manh va bénh nhiin ACS; dau diu), trc ché chirc
ning tidu cAu (mau toan phan ciia ngudi khi quan sat trong plwng thi nghiém) va khé
thé. Tuy nhién, mdi lién hé giira céc ca ghi nhan ting adenosin va két qua ldm sang (vi
du: ty 1& méc bénh - tir vong) chwra dwoce lam séng 6 13 rang.

Tdc dong duec Iire hoc

Khai phdt tic dong Trén nhitng bénh nhin bi bénh déng mach vanh én dinh sir dyun
ASA, tmagx elor cho thdy khéi phat nhanh tdc dong dwoe Iy véi kha niing Ge ché két
tép tidu cdu (IPA) trung binh & nhom dun% ticagrelor sau 0,5 givr str dyng lidu nap 180
mg vao khoang 41%, hi¢u qua trc ché ket tip tidu cAu (JPA) tbi da 13 89% sau khi
dung thubc 2-4 gitr va duy trl tiép 2-8 gid. 90% bénh nhan cé mirc @8 trc ché két tap
tidu cu (IPA) cudi cung la >70% sau hai gitr ding thude.

Tdc dong t6n die: Néu ¢6 ké hoach phéu thuft bic cliu mach vanh, ¢6 ting nguy co
xufit huyet so v6i clopidogrel néu ngung ding ticagrelor chwa dii 96 gid trwée khi tién
hanh phéu thudt,

Dit ligu vé chuyén doi thude: Vige chuyen tir clopidogrel sang ding ticagrelor lam
ting 26,4% su rc ché két tap tiéu ciu (IPA) va clmyen tir ticagrelor sang ding
clopldogrel lam gidm 24,5% sy e ché két tdp tiéu cau (IPA). Bénh nhan c6 the
chuyen tir clopidogrel sang ding ticagrelor ma khong bi gidn doan hiéu qui khéang tidu
cau.

15. PAC TINH DUQC PONG HQC

Ticagrelor cho thay duge dong hoc tuyén tinh. Nong dé va thoi gian tiép xic véi
ticagrelor va chit chuyén héa cé hoat tinh (AR C124910XX) ty 1¢ theo liéu 1én dén
khoang 1260 mg.

Hiip thu

Ticagrelor hip thu nhanh Vi g, ttung binh khoang 1,5 gid. Chit chuyén héa chinh
tudn hoan trong méu AR-C124910XX (ciing ¢ hoat tinh) tir ticagrelor dugc tao thénh
nhanh véi . trung binh khodng 2,5 git. Sau khi ubng 90 mg ticagrelor liic doi, nong
do dinh C,;« dat 529 ng/mL va di¢n tich dudi duong cong AUC 1a 3,451 ng*gid/mL.
Ty 1& chuyén hoéa 1a 0,28 @i véi ndng dd dinh Cp va 0,42 dbi véi dién tich dudi
duong cong AUC.

Sinh kha dung tuyét d6i trung binh cia ticagrelor uéc luong khoang 36%. Tiéu thy
mdt bita #n gidu chit béo lam ting 21% dién tich duéi dudng cong AUC cia
ticagrelor va gidm 22% ndng dd dinh C,,y ciia chit chuyén hoa co hoat tinh nhung
khong anh huéng dén ndng do dinh Cy. clia ticagrelor hofic dién tich duéi duong
cong AUC ciia chéit chuyén hoa c6 hoat tinh. Nhitng sy thay ddi nho nay duge xem 14
it ¢6 y nghia lam sang, do d6, ticagrelor ¢ thé sir dyng ciing hodic khong cling véi
thirc #in. Ticagrelor ciing nhu chit chuyén héa c6 hoat tinh 1a nhitng co chat cta P-gp.

P, W53
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Tlcagmlur duéi dang vién bj nghién rbi phéin tan trong nuée, duge ubng hogc ding
qua Ong thdng da ddy, c6 sinh kha dung c6 thé so sanh dwgce voi dang vién nguyén ven
vé céc chi s0 AUC va Cpyyctia ticagrelor va cic chit chuyén héa ¢ hoat tinh. Ndng do
khoi du (0,5 va 1 gior sau khi udng) cia vién bi nghlén rdi phén tin trong nuréc cao
hon so véi vién nguyén ven, véi sb liéu v& ndng d6 hiu nhw gidng hét sau do6 (sau 2
48gidy).

Phin bé: Thé tich phan b & trang thai hing dinh cia ticagrelor la 87,5 L. Ticagrelor
va chat chuyén hoa cé hoat tinh lién két cao véi protein huyét tuong (> 99,0%).
Chuyén héa

CYP3A4 la enzym chinh chiu trach nhiém chuyén héa ticagrelor va hinh thanh nén
chit chuyéu héa c6 hoat tinh va sy twong tac véi cac co chét khdc ciia enzym CYP3A
¢6 thé di tir hoat héa dén e ché.

Chét chuyén hoa chinh ciia ticagrelor 1a AR-C124910XX, chat nay cling c6 hoat tinh
khi nghién ciru in vifro gﬁn két v6i thy thé P2Y,; ADP cha tiéu ciu. Thoi gian va nbng
do tlep xtic v&i chit chuyén hoa co hoat tinh bing khodng 30-40% théi gian va ndng
do tlep xtic vai ticagrelor.

Thdai triv: Dudng thai trlr chinh clia ticagrelor théng qua chuyén hoa & gan. Khi ubng
ticagrelor duge dénh ddu phéng xa, hoat tinh phéng xa duge hoan héi trung binh
khoang 84% (57.8% & phén, 26, 5% & nuée tidu). Sy hoan hdi ticagrelor va chét
chuyén hoa c6 hoat tinh trong nwde tiéu déu thap hon 1% so véi liéu ding. Dudng thai
tulr chinh ciia chit chuyén hoa c6 hoat tinh rit ¢ thé qua dunng mit, T,p trung binh
khoang 7 gitr dbi voi ticagrelor va 8,5 gity d6i véi chat clmyen hoa ¢6 hoat tinh.

Cic nltdm diin s diic bigt

Ngigi cao tuéi: Quan sat thiy nong 6 va thoi gian tiép xuc v6i ticagrelor (khoang
25% i v6i cd Cpay vA AUC) va chét chuyen hoéa ¢o6 hoat tinh & nhitng bénh nhén cao
tudi (>75 tudi) bi H6i Chirng Mach Vanh Cap cao hon so v&i nhém bénh nhén tré hon
theo phan tich duge ddng hoc trén cic c4 thé nghién ctu. Si khac biét nay khéng cb ¥
nghia ldm sang.

Tré em: Ticagrelor chua duge nghién ciru trén d01 tuong tré em.

Gidi tinh: Quan sat thdy ndng do va thoi gian tiép xic v6i ticagrelor va chit chuyén
héa ¢6 hoat tinh & phy nit cao hon nam gidi. Sy khdc biét ndy khéng cé y nghia lam
sang.

Bénh rnhdn suy thén: Néng do va thoi gian tiép xuc vai ticagrelor va chét chuyén héa
¢6 hoat tinh thip hon khoang 20% va ndng do tiép xic cac chét chuyén héa c6 hoat
tinh cao hon khoang 17% & nhiting bénh nhan bi suy thin ning (dd thanh thai creatinin
<30mL/phut) so vi nhitng bgnh nhén ¢6 chirc niing thin binh thuong,

Bénh nhdn suy gan: Nong do dinh Cgu va dién tich dudi dudng cong AUC cua
ticagrelor & nhitng bénh nhan suy gan nhe cao hon lan lugt 14 12% va 23% s0 Vi
nhitng ngudi khée manh binh thuong, tuy nhién, tac ding (rc ché két tip tidu clu cia
ticagrelor twong ty gitta hai nhém nghién ctru. Khong cin diéu chinh lidu & bénh nhan
suy gan nhe. Ticagrelor chua duge nghién ciru trén bénh nhén suy gan ndng va chua
¢6 thong tin duge dong hge cia thube & bénh nhin suy gan trung binh. O bénh nhan
¢6 mdt hodic nhidu xét nghiém chirc nang gan ting trung binh hay nghiém trong so v&i
mire co ban, nﬁng do ticagrelor trong huyét tuong gin mirc trung binh hogc hoi ting
nhe so v6i cac dbi twgng khong co ting mérc co ban. Khong can diéu chinh lidu &
bénh nhén suy gan trung binh.
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Chiing tgc: Bénh nhén cé ngudn gbe chau A c6 sinh kha dyng trung binh cao hon
39% so vGi nhom bénh nhdn da trfing, Bénh nhédn da den co sinh kha dyng cua
ticagrelor thip hon 18% so v&i bénh nhan da trfing. Theo cde nghién ctru duge 1y trén
lam sang, néng dd va thoi gian tiép x0c (Cpax va AUC) clia ticagrelor & bénh nhén
Nhét Ban cao hon khoadng 40% (20% sau khi diéu chinh trong lugng co thé) so véi
ngudi da tring. Nong do va thoi gian tiép xic thudc & bénh nhén tu nhén c6 ngudn
gbc Tay Ban Nha hogic Latinh thi ciing twong ty nhu & ching tge da tring.
16. QUY CACH PONG GOI
Hdp chira 56 vién (14 vién/vi x 4 vi).
17. PIEU KIEN BAO QUAN, HAN DUNG, TIRU CHUAN CHAT LUQNG
CUA THUOC
- Pitu Kién Bio Quin

Béo quéan trong bao bi kin & nhiét 6 dudi 30°C.
- Han Diing \

36 thang k& tir ngay san xudt. .
- Tiéu Chu#n Chit Lwong Ciia Thube -'

Tiéu chudn co s0.
18. TEN, PJA CHI CUA CO SO SAN XUAT THUOC

g, JEIL PHARMACEUTICAL CO., LTD.

@ | 7 Cheongganggachang-ro, Baegam-myeon, Cheoin-gu, Yongin-si,

~ Gyeonggi-do, Han Qube.




