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Rx Thude niy chi dimg theo don thude

TGSON-60

Dé xa tim tay tré em
Boe k§ hwdmg din sir dung trnde khi dilng

1.  THANH PHAN CONG THU'C THUOC
M vien nen bao phim chi:

Théanh p-‘mn diegre chdt: Ticagrelor 60 mg.

Thanh p.l'rdn tei chegre - Mannitol (Pearlitol 160C), caleium hydrogen phosphate dihydrate, hydroxy propyl
cellulose, croscarmellose sodium, magnesium  sicaraie, Opadry Pink (03B540257) ( gﬁm e
hy promellose, tlitanium dioxide, macrogol, iron oxide red, iron oxide black).

2, DANG BAO CHE: Vién nén hao phim.
M 1a dang bao ch: Vién nén bao phim hinh tron, 2 mat loi. cé mau hﬂng nhat dén hing, mdt mit trom,
mijt mat khic chir “C12",

3. CHIDINH
Ticagrelor diing dong thoi vai acid acetylsalicylic (ASA), due chi dinh dé phong ngira céc bién cd
huyét khéi do xo vira déng ma:h o bénh nhin nguwdi ldn bi;

- Hm chu;ng mach vanh cap (ACS), hofic

- Tién sir n.hﬂ-L mdu ceor tim (MI) v eo nguy oo cao tien trién bién cb hu:.réi khéi do xo vira (xem

phin Liéu diing, cach dimg va Bac tinh dugre e .l':.:n %

Bénh dfng mach vanh, bénh dii thao dulmg (§p 2 vi tien si can thiép mach vanh qua da
Ticagrelor dum, ding thiri vii acid acetylsalicylic liu thap (ASA: 75-150 mg), due chi dinh dé giam
nguy cor nhoi mau co tim hode ¢t quy Iun diiu & bénh nhan tir 50 wai tré 1n bi bénh ding mach vianh
(CALY), ddi thao dudmg tvp 2 (DM), vih tién st can thigp mach vinh qua da (PCT). nhimg bénh nhén niy
ciing ¢ nguy eo cao tién tricn hién ¢ huyét khéi (xem phiin Cénk bdo va thin tromg khi ding thude,
Licu diwng, cdch diing vi Ddc tinh dwec e hoc).

4. LIEU DUNG, CACH DUNG

Licu diing

Bénh nhin ding ticagrelor ciing nén udng lidu thip duy tri 75-100 mg ASA hing ngy, trir khi ¢6 chéng

chi dinh cy thé.

Hai chimg !H;]::.Fr vinh cdp

Nén khod diu dicu tri véi chi mét lidu nap 180 mg ticagrelor (hai vién 90 mg) vit sau &6 duy tri vai lig

90 mg ||nm:_.,rr:lm (ml vién % mg) x 2 ]mngﬁ}-

Bicu trj v ticagrelor 90 mg (mit vien M mg) x 2 ln/ngay duge Lhugcn céo diéu tri trong 12 Illéu:;, o
bénh nhin bj hii chimg mach vanh cap i khi o chi dinh ngimg thude én [im sang (xem phin Dge

tirh dirgre fiee Rpe).

Vige ngimg ASA o the duge xem xét sau 3 thang & nhitng bénh nhin mac ACS &3 trai qua thi thugdt

can thigp mgch vanh qua da (PCI) va cd nguy co chily miu cao hem. Trong triimg hop do. nén tiep tue

ding llcagrt:!nr duréri dang don lidu khéng tiéu ciu trong 9 théng (xem phin Canh bdo v thin frong khi

ditng thuoc
Tidn sir r:ké)i mdu o Him |
Ticagrelor 60 mg (mgt vién 60 mg) x 2 lan/ngdy 14 liéu khuyén cdo khi cin dléu ir kéo dai chn bénh
rihin ¢6 tién sir nhdi mau co tim it nhit trong vong mét na:m il ch nguy oo cao bu:n oy huyét khéi do xo
vima dan mach [xtm phan £dc tink diegre e hoc), Bicu trj 6 thé dirce bit ddu ma khiing gian dogn
nhur i dicu urj tiép ndi sau mot nam diéu tri khn diu véi ticagrelor 90 mg hode ede thude e ché thy th
adenosin dlphnsphﬂl khic (ADP) & bq,nh nhin ACS cd nguy co ¢ao hién co I‘IIJ].-EI khbi do xer vira ddng
mach. Vige diéu trj ciing e6 thé durge diéu chinh 1én dén 2 nam Iu: tir khi bj nhoi méau co Ijl'l'l hodic trong
ving mot ndm sau khi ngimg diéu trj bang thudc e ché thy thé ADP inwdc 5. Di lidn v& hidu qua v
tinh an todn khi ding ticagrelor kéo dii hom 3 nam con han ché.
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Khi cin ::111_|],.'ér_t déi thude, nén ding lidu diu tién ticagrelor sau 24 gid ké tir khi ding lidu cudi cling cta
thude khang tiéu cau khic,

OBénk nhin hi bénk ding mach vaah (CADYN va bénh ddi thio chirgmg tvp 2 (OM) ed tidn sir can thiép
mgch varh gua da (PCT :

Ticagrelor 60 mg (mt vién 60 mg) x 2 lan‘ngiy 14 lidu khuyén cio cho bgnh nhiin CAD v DM tjp 2
ot 1ién sir PCI khong ¢6 nhdi mdu co tim (NMCT) truoe do. Khong cin liéu nap ticagrelor,

Bénh nhin cd thé bat dau dicu trj voi tcagrelor 60 mg hai Fin moi npgay. bit ké phac dd ding thude
khang tiéu ciu trede d6 eha bénh nhin thé nao,

Mén tidp tuc diéu tri bdng ticagrelor & bénh nhdn CAD va DM t¥p 2 trong thiri gian lén dén ba ndm mién
la bénh nhiin vin ¢ nguy co cao bj bién 6 huyét khdi va nguy co thip bi chay mdu. Chua di dit ligu vé
higu quéa vi an toan dé xdc dinh ligu lgi ich cia ticagrelor e6 cdn Iém hom nii r sau ba nam didu tri hay
khing {xem phiin Canh hdo vé thén trong khi ding thude vi Bdc tinh duge T hoc),

Chuyién tie mat thude doi kKhang thy thé P2V, khde sang ticagrelor 60 me & bénk nhin CAD va DM tip
2 wit tién sur PCY

Khi muon chuyén sang diing ticagrelor cho bénh nhin CAD va DM t¥p 2 v eb tién st PCI nén diing
liéu ticagrelor diy tién trong 24 gitr sau litu cudi cing cla thude dbi khing thy thé P2Y 5 khac,

Truimg hop quén udng 1[;;;5:: _
Nén trinh quén ding thuic khi diéu trj. Bénh nhin quén | liéu ticagrelor nén ding ¢hi | vién (liéu

ke tiép} viln dﬁ"lf'. gicr thomg 1&.

Céc nhom din s6 dic bidt

Ngardi can fuii; Khing cin diéu chinh litu & ngirdi cao wéi (xem phin Bge tink dieoe déng hoc),

Bénh nhdn suy thin: Khing cin di¢u chinh liu & bénh nhin suy thin (xem plni’m Béc timh dge dong
hac).

Binh nhdn suy gan: Ticagrelor chua duge nghién ciu trén bénh nhdn suy gan ndng, vi vy, chong chi
dinh & binh nhan suy gan ning (xem phin Chdng chi dinfr), Dir [igu nghién el trén bénh nhin suy gan
trung binh con han ché. Khing khuyén khich diéu chinh lidqu nhamg cén thin trong khi sir dung ticagrelor
o benh nhin suy gan trung binh (xem phan Canh bdo v thdn trong khi dime thude vh Déc tinh diege
ding hoc). Khing can dicu chinh lidu trén bénh nhén suy gan nhe (xem phin Hde tink diere ding hoe),
fré em: Chua xac dinh durge tinh an toan v hiéu quéd coa ticagrelor & tré em dudi 18 tudi. Khing sir
dung ticagrelor & tré em bi bénh hong ciu hinh liém (xem phin Didc rinh dirre liee hoe va Bie tink diege
ding fgic), :

Ciich ding: Ding duimg udng.

Ticagrelor cd thé ding cung hodic khing ciing vdi thire an.

Bi viri bénh nhin khing the nudt nguyén vién thude, ¢t the nghién vin thude thinh bt min vi phin
tn trong nirm |y nude vi udng ngay Kip tirc, Trang ly bang nira ly nutc vit udng hét, Hin dich ciing c6
thé dusge dimg qua ong thong da day (logi CHS hay 1én hon). Bidu quan trong |4 phii tring éng thong
da day véri nude sau khi di ding hin dich thude.

5. CHONG CHI DINH

— Qui mdn cam vari hogt chit hode vai bat ky ta duge ndo duge liét ki & myc thanh phin & dwoc (xem
phin Tde dung khing mong mudn ctia thudc),
Bang bj chay miu do bénh Iy,

— Tién sir bj xuit huyét ndi so (xem phén Tiie dung khdng mong mudn ciea thude),

— Suy gan ndng (xem phan Liéu dimg, cdch dimg, Cénh bédo va than tropng khi dig thude va Hic rinh
deegre diing hoc).

— Ding dong thoi ticagrelor véi chdt frc ché manh CYP3A4 (nhur ketoconazol, clarithromyein,
nefazodan, rilonavir va alazanavir), vi ding déng thiri cé thé dén dén lam ting déng ké mirc 44 tidp
xuc vin ticagrelor {xem phan Tiomg tde, feome ky clia thuoe),

6.  CANH BADO VA THAN TRONG KHI DUNG THUOC

Tii ng gl

Lo ich-nguy eo i bénh nhin bj binh dfng mach vinh (CAD) vi d4i thio dwimg typ 2 (DM)

I'rong nghién el THEMIS, tdng quan lgi ich-nguy co tich eye da durgee ghi nhin & phin nhém bénh

nhin duge dinh triede o tién sir can thiép mach vanh gua da (PCT), chiém SE% lt.".tng i nguir tham gia
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nghién einu THEMIS. Trong todn bé dén sa THEMIS, hé s lgi ich-nguy co khong duoc xem 1i cé loi

d& hé trgr vide sir dyng ticagrelor. Trudc khi bt ddu didu tri, bénh nhin bi bénh dgng mach vanh, dii

thio dwimg t¥p 2 va cd tien sir PCI cdn dwge xac nhin co nguy co cao bi cée bién FE: byt khdi do xo

vira v nguy co thip bi chiy mau (xem phin Chi dinh, Tde dung khing mong mudn cia thude va Diic
tinh diecre liwe hoe),

Nguy oo chdy mau

Mén cin I:lfmg vide sir dung ticagrelor & bénh nhin 43 biet by téng nguy co chay mdu vii loi ich phong

ngira cic bién cb do huyét khii do xo vita ddng mach (xem phén Tdc dung khing mong iR clia thude

va Do ink dwge lue hoc). Bac sTnén thirimg xuyén danh gia lai [i§u vige diéu tri bing ticagrelar e con
phit hop hay khang, dde bigt néu co thay doi trong ede yéu 18 lién quan dén ting nguy co chiy méu,

Néu duge chi dinh trén ldm sing, nén luu y khi ding ticagrelor & nhimg nhdm bénh nhin sau day:

— Bénh nhin ¢6 xu huwdmg bi chay méu (vi dy do chin throng gin ddy, phiu thudt gin diy, rbi Joan
ddng mau, dang hodc vira b chay mau dudmg tiéu hoa) hofic nhitng bénh nhin co nguy co cao bj chin
thueomg. Ticagrelor chong chi dinh & bénh nhiin dang bj chiy mdu do bénk %, &6 tidn sir xudl huyét
nii sp. va bénh nhin suy gan ndng (xem phin Chdng chi dink),

— Bénh nhin ¢b tEng nguy co b chin thiong. Bde 7 nén thong bdo cho bénh nhin veé nguy co nay vi
dura ra cée bién phap phong ngira chdn thiemg (xem phin Tic dung khing mong mudn cua thudc),

— Bénh nhin dﬂng chung cic thude lam ting nguy co chiy méau (nhu thude khdng viém khing steroid
{NSAIDS), thuoe ching dang mau ditmg udng va'holic cac thude tiéu =i huyet) trong vong 24 gidr
triecee khi ditng ticagrelor.

F'ruyén tiéu cau khng phuc héi tie ddng khing tiéu ciu cia ticagrelor & nguwn tinh nguyén khoe manh

va khing co kha ndng ¢6 lgi ich trén lam sing cha bénh nhéin bj chay méauw. Sir win hodn ticagrelor trong

miu e the e ché cde tiéu chu duge truyén vao, Vi ding déng thés ticagrelor véi desmopressin khiing
lam gidm thiri gian chay mau, desmopressin rit ¢o thé khong dnh hudmg dén kiém sodt cac bin cf do
chay mau trén lim séng (xem phan Tiong tde, g ky ciia thudc),

BYiéu trj biing thudc chong tiéu sgi huyét (acid aminocaproic hofic acid tranexamic) vivhode véu t tdi 8

p Vila co the gitp ting cim méu. Sau khi xde dinh va kidm sod durgre nguyén nhdn gy chiay mau ed
the ding la ticagrelor,

Phiu thuit ;

Nén khuyén binh nhin thing bio cho bic ST vé nha i biét ring ho dang ding ticagrelor trude khi dn

dinh bt ki miit cude phiu thudt hoje trude khi udng bét kv thuse méi nao.

Trong nghién cii PLATO trén phén nhdm bénh nhin phiu thudt bic ciu ding mach vinh (CABG),

ticagrelar géy chay mau nhiéu hon clopidogrel khi ngimg diéu tri 1 ngdy trurde khi phiu thudt nhimg e6

cing ty I¢ giy chiy méu niing so voi clopidogrel sau khi ngimg thude 2 ngiy ted 1én trudie khi phiu thudt

(xem phin Fde dyng khdng mong mudn ciia thude). Néu mit bénh nhin sdp tréi qua cude phiu thugt

khong cap thiét va khang mudn dnh hudmg cia chong két tip tidu cdu, nén ngimg ding ticagrelor 5 ngay

trudc khi phiu thuit (xem phfm Bde tinh dwge e hoc).

Bnh nhin cd tién si bi diit quy do thidu mdu ctie i

Bénh nhin bj hoi chimg mach vinh cip co tién sir )t quy do thidu méu cue b ¢6 thé duge didu tr bing

ticagrelor cho dén 12 thang (trong nghién ciu PLATO).

Nghién ciru PEGASUS (tién st NMCT > mit nim) va nghién ciru THEMIS (bénh ding mach vanh va

dii thao dudmg typ 2), khing bao gom bénh rhin co tién sir bj 46t quy do thicu mau cue bd vi cic nghién

ctru trinde diy dd chi ra ring viée sir dyung ket hop che thuise ching két tip titu cau (khong phai ticagrelor)

ed lidn quan den vige ting nguy co b xudt huyet ndi sg. Do chua ed dir ligu, khing khuyén céo didu tr
ticagrelor hom 1 ndm & bénh nhin ACS bj ddt quy do thidu méu cyc b trude db. Didy trj béing ticagrelor

trén bEnh nhin bj bénh ding mach vanh, dai thao dwémg tvp 2 va tién sir dit quy do thitu miu cuc b

cing khing duge khievén cao.

Suy gan

Ching chi dinh ding ticagrelor & bénh nhin suy gan ndng (xem phin Liéu ding, cdch ding vi Chéng

chi dink). Kinh nghiém sir dung & bénh nhén suy gan trung binh con han ché, vi thé, nén thin trong khi

sir dyng ¢ cic bénh nhin ndy (xem phan Licu dimg, cdeh dimg vi e tink dpe déng hoc),

Bénh nhiin ¢6 nguy co bj cde hién cb nhip tim chim

Theo dai dién tim do Holter cho thiy c6 ting tin sudt & hiu hét cac truimg hop ngumg thit khéng tricu

chimg trong thii gian dicu irj ticagrelor so vii clopidogrel. Bénh nhén tang neuy co bi hii chifng mit
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xoang. blde nhi thit (AV) dd 2 hodic d§ 3 hoje bj ngdt lién quan dén nh:p tim chim va khﬁng durge dat
miy 120 nhip dwge loai trir khai nghién el vi nhirng bénh nhan nay o the ting nguy co ticn trién chimg
logn nhip tim chim vai ticagrelor. Ty 1€ cac bién ¢d logn nhip tim trong céc nghién cin nay da dm;n: beior
cao Vi L sudl tromg ty piira ticagrelor vé céc 1h.u-|§u: so sanh (chi ding clopidogrel hodc gia duge
asmrm] Tuy nhién, cde bign ¢6 logn nhip tim, bao gom ca bidc AV di hai v d6 ba 43 ghi nhén rong
qua trinh luru hinh thudc & nhirng bénh nhiin c6 hodc khéng co tién sir loan nhip tim chim ngay sau khi
bét déu dicu trj biing ticagrelor trong hiu hét edc trudmg hop. Do 8, ticagrelor nén dige sir dung thin
trong cho nhtmg hénh nhin cd nguy o li:u;m nhip tim chim vi nhimg bEnh nhin ndy ciin duge theo dai
chiit ch trong vai tuiin ddu didu trj (xem phin Tde dung Khing mong mudn cia thude va Ddc tinh diee
lwe hoc),

Thém vao db, nén thin trong khi dimg ticagrelor chung viai cic thute lim chim nhip tim. Tuy nhién
khéng c6 bing chimg ghi nhin cdc phﬁn u*ng ngoai ¥ dang ké trén ldm sang trong thir nghiém PLATO
vit PEGASUS trong khi ding chung véi mdt hode nhifu thude lam chdm nhip tim (vi dy, 96% ca dimg
chen beta, 33% ca dung thute chen kénh calci diltiazem vi verapamil, va 4% ca ding digoxin) (xem
phin !rrrm,L{ fibe, fapcrme Ky eti thuie), Trong nghién ciru THEMIS, c6 73.8% bénh nhin ding chen beta
khi tham gia nghién cina.

Sudt qué trinh nghién ciru trén phin nhém bénh nhin ::ha:, Holter trong thir nghigm PLATO, 6 nhiéu
bénh nhin ngumg thiit = 3 gidy vii l.ll:agr:lur hom 0 voi clopidogrel trong giai doan cip cda hdi chimg
mach vinh cap. Syr gia tang 506 ca ngung thilt xae dinh bing Holter khi dung h:agrelﬂr cao hon & nhom
bénh nhin suy tim sung huyét so vii tong din s6 nghién ciru trong giai dogn cip cia hdi chimg mach
vanh cap, md khing xay ra trén nhém ding tlcngre]-ur trong | mit thing hodc khi so sanh vai elopidogrel,

Khéng co hiu qui lim sing ngogi ¥ néo lien quan dén sir mit cin bing ndy (bao ghm ngdt hadic dt mdby
tao nh;p] trong dén 56 bénh nhin ndy (xem pc'h:m e tinh duege e hoe).

Bién ¢ logn nhip tim chim va bléc nhi thit da dwoc ghi nhiin trong quﬁ trinh i hanh thude & bénh
nhin ding ticagrelor (xem phin Tdc dung ﬂnﬁn,q mong mudn cia thudc), chil yéu & bénh nhin ACS,

thidu mau cye bd co lim va céc l!'lunl: ding dong thai lam gidm nhip tim hode anh huing dén din truyen
tim |4 nhimg yeu té gdy nhifu tiém dn,

Nén dinh gid nguyén nhin liém tang trude khi higu chinh didu trj nhur tinh trang lim sing cia bénh nhin
vil ¢iic thude sir dung dong thi,

Khi thi

Khi thir duge ghi nhin & céc bénh nhin dicu trj voi ticagrelor, Trigu chimg nay théing thudmg & mire iy
tir nhg dén trung binh va tw héi phue ma khing edin ngung didu trj. Bénh nhin hen phé quin/bénh phéi
tic nehén man tinh (COPD) e the lﬁng nguy ¢ bj khd thé khi ditng llcagrctm Phai thin trgng khi ding
:|{:agreln1' cho bénh nhin ¢6 tién sir bj hen phé quan vivhode COPD. Cor ché chua duge 1, Meu bénh
nhin bdo cdo bj con khd th mdéd, kéo dii hodc ning 1én, phii theo dai ki vi néu khing dung nap duge
nia, phai ngumg ding ticagrelor. Xem thém thong tin chi tiét & phin Teic dyng khding mong mudn cia
thude,

Ngwng thir khi ngi do thin kink trung wong

Chimg ngung thir khi ngi do thin kinh trung vemg bao gﬁm h:l.u thér Cheyne-Stokes d duge ghi nhin
o bu,':nh nhin ding ticagrelor trong qua trinh luu hzum thude. Néu nghi ngér gip ngung tho khi ngi do
than kinh frung wimg, can xem xét danh gid thém vé mat lim séng.

Tiing creatinin

N:‘mg d creatinin co the ting khi didu tr voi ticagrelor. Co ché chira duge . Nﬁn kicm tra chife ning
thin theo thye hanh y khoa thuémg quy. (8] bé!‘lh nhin bj ki Lhung mach vanh cﬂp, nén kiém tra chire
ning thin sau mii thing sau khi khan dau diéu tri wir ticagrelor v sau do céin o vio thye hanh y khoa
thiromg quy, lru ¥ die biét dén bénh nhén = 75 wi, bénh nhin suy thin vim/ming va nhimg bénh nhin
dang didu tri -:Iung théri v mét thude ehen thy thé angiotensin (ARB).

Tﬂug acid urie

Co thé tiang acid uric mau trong qud trinh diéu tri v ticagrelor (xem phén Tdic dyng Hmng mong mitidhn
cug thuce). Trong nghién ciry THEMIS, bénh nhén ding ticagrelor 6 1y 1§ ting acid uric méu cao hom
&0 viri nhimg bénh nh&n dang aspirin dom tr, nhumg ty 1§ méc bénh git 13 tuomg iy nhau, Nén thin trong
khi diing ticagrelor cho bénh nhiin c6 tién sir ting acid uric méau hodc binh gat. Dé dé phong, khing nén
sur dung licagrelor cho bénh nhin bj bénh than do acid uric.

Huyét hoe
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Ban tunr Braryét giidm .'m.' r&u J'm_r-."." khoi (TTP)

Ban xudt huyét giam tidu cdu huvét khdi (TTP) 1d mit hoi chimg rit hiém gap khi ding ticagrelor, TTP
la rm,‘rl tinh trang nghiém trong, ©o kha ning giy i vong v cén dupe didu |r| kip théri, nén ciin nhic loc
hu_'r't:i tromg. Trigu n::ht'mg. dac trumg la pidm ticu -;:uu thitu méu I.un huyét vi mach (nhin thay manh v
héng chu trén tiéu bdn mau ngogi vi), bat thudmyg v hl: lJ'LaJ'l kinh, rdi In:;n chirc néing thin hofic sdt.

Can thifp vio cde xét ng.i'ué"m -:'.-‘mt' mdng Héw ciu dé chin doin pidm ficu ciw do freparin (HIT)
Trong xét nghi¢m kich hoat lidu cdu do heparin piy ra {IIIP.-'IL] duge sir dung dé chin dodn HIT, yeu th
chéng két tip tidu cu 4/cae khang thé hn:pﬂﬂn trong huyét thanh bénh nhin kich hogt tidu ciu cia ngu
hién !a.ng khie manh khi o sy hién dign coa heparin,

K&t qua &m tinh gid trong xé1 nghiém chire niing tiéu ciu (bao gdm, nhimg co i.h:: khong gicn han O xét
nghigm HIPA} doi woi HIT 48 ghi nhin & nht‘ing bénh nhin ding ticagrelor. Biéu ndy lién quan dén sir
tre ché thu thé P2Yz trén tidy Eﬁu cua nguin hicn ting khoe manh trong xét nghi¢m bai ticagrelor trong
huyét 1hﬂ.nh-"huyé( tuomg cila bénh nhén. l‘."ﬂ.n thﬁng héo v& viée dang didu trj ding thivi véi ticagrelor dé
anai thich vé ede xét nghiém chire néing tidu ciiu HIT.

) nhimg bfnh nhan da phat trign HIT, nén danh gia Ii;n ich-nguy cor cﬂn wét tigp Fue diéu tri biling
II'I:EIEI'E-JDI. cin nhiic ¢a tinh trang huyét khdi cia HIT vi ting nguy co xudt huyét khi didu trj dbng thiv
vii thuoe chong déng miu v ticagrelor,

Khie

Dyra trén moi lign hé guan sit duge trong nghién i PLATO giira |H:I.:I duy trl ASA va higu qua trong
g cia ticagrelor sa sanh vin clopidogrel, khuyén cdo khing ding dong thn ticagrelor vai ligu duy tri
cao ASA (> 300 mg) (xem phn Pde tinh duge e hoc),

Ngirng sir dung thuie

Vige djt ngdt ngumg bit ky lidu phip khang tiéu ciu, bao gbm cd ticagrelor, cb thé diin dén ting nguy
cor i vong tim mach (CV), nhii méu cortim hodic ddt quy do chc bénh 1Y s3n cé cla bénh nhin, Do d6,
tranh djt ngdt ngimg diéu trj.

Ti dwye

San phim thude ed chira it hon | mmol natri (sodium) (23 mg) méi lidu, nghfa 13 vé co bin la “khing
oo natri™,

7. SUDUNG THUGC CHO PHU NU' CO THAI VA CHO CON BU

Phy i ¢ thé c6 thai

Phy nir co thé co thai nén ding céc bién phdp trinh thai thich hop trong sudt thoi gian ding ticagrelor.
Phu nir ¢o thai

Chra cé hodic con giéi han diF ligu vé vige ding ticagrelor cho phi nif ¢d thai. Nhimg nghi¢n ciru trén
ding vit di chimg 16 thude ¢6 doc tinh trén hé sinh san. Khuyén cdo khiing dimg ticaprelor khi dang
mang thai.

Phy nir cho con ba

Cac dir lidu vé dic tinh/duge lyc hoc trén ddng vit cho thily ticagrelor v cdc chdt chuyén héa e hoat
tinh dinge bai et qua sia. Khing loai trir nguy co doi v tré so sinh/nhil nhi, Cln quvét dinh ligu cd
nén ngimg cho con b hode ngumg/trinh ding ticagrelor khi cén nhiic k§ gita lgd ich che con bi va lgi
ich khi dieu tri cho ba me.

Kha niing sinh sin

Ticagrelor khiing dnh huémg dén khé ning sinh sin & gidng due hode gidng cii trén déng vit.

8 ANH HUONG CUA THUGC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Ticagrelor khing c6 anh hudng 1&n kha ning 1ai xe va vin hanh may. DA c6 bio cio hoa mit, nhim Hn,
ching mét, ngal trong qua trinh diéu trj véi ticagrelor. V1 thé, bénh nhin da timg bi cde trigu chimg ndy
nén ciin than khi ki xe hay viin hinh miy moc.

9, TUONG TAC, TUONG KY CUA THUOC

Twomg tic cia thube

Ticagrelor co ban la mdt co chit cia enzym CYPIA4 v ire ché yéu C YP3A4. Ticagrelor ciing L mit
ca chit cia P-glycoprotein {P-gp)} va (rc ché u:u P-gp va cd the giy ting n-ﬁ-ng_ di va thiv pian tjép Xl
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ciic cor chiit P-gp. Ticagrelor i chilt ire ché protein khdng ung thir vii (breast cancer resistance protein -

BCRP).

Anh hwing eda ede thube wi ede chit khde dén ticagrelor

Cac chat tre ché CYP3A4

- Céc chit irc ché manh CYP3A4 - Diing ddng thivi ketoconazol véi ticagrelor am tang 2.4 1in Cas
vi 7.3 lin AUC cia ticagrelor. Lam gidm 9% Coae v 56% ALIC cin :;h:‘iwhu:,-én héa b hoat tinkh.
Céc chat ire ché manh CYP3A4 khac (clanthromycin, nefazodon, ritonavir v atazanavir) cilng co fic
dong tuomg L wil do dd ching chi dinh ding ddng thini che thude (e ché manh CYPIAS v ticagrelor
(xem phan {_'hmig chi dinh).

~ Cée chilt tre ehé trung binh CYP3A4 — Ditng dng thoi diltiazem véi ticagrelor lim ting 69% Ciua
v 2,7 lin AUC ciia ticaprelor, lam gidm 38% Cpg v khing déi AUC cha chit chuyén hoa ¢d hogt
tinh. Ticagrelor khong anh hudmg dén nong d6 diltiazem trong huveét trong. Cac chat e :Ihé trung
binh CYP1A4 khac (vi dy, amprenavir, aprepitant, erythromyein va fluconazol) eling di kien co tie
dong tuomg tr va duge ding dong thivi voi ticagrelor.

— Da ghi nhiin nong dd ticagrelor ting gip 2 lan sau khi tidu thy mdt heomg 1ém nude ép budi chim
hiing ngdy (3 x 200 mL). Mire d§ nghiém trong cia sy gia ting nong 4§ nay duge cho 1a khing lién
quan trén lim sang & hiu hét bénh nhin.

B CYP

Ding ddng thin rifampicin véi ticagrelor lam giim 73% Ceay vl 86% AUC cia ticagrelor. Khing ddi

Coax Vi pidm 46% ALIC cia chiil chuyén héa eb hogt tinh. Cie chit cam img CYP3A khac (vi dy nhu

phenytoin, carbamazepin va phmnha.rhttal} ciing lam giam nﬂnug A% v thin gian tu:!p m: v Hcagre!nr

Ding dong thin ticagrelor vai chai cam tmg CYP3A manh co thé lam gidm mic 4 uep xi0c vi hiéu qua

cua ticagrelor, vi vy khomg khuyén khich ding dong thai cic thude nay vai ticagrelor.

O r-u'u.s@ rin {chat e chié P-gp v CYP3A)

Dring dn:-ng thi cyvelosporin (600 mg} vén ticagrelor lam thn nun;, dd 15 da cua ticagrelor {Cmas) bﬁ

2,3 lan va dign tich dwoi duimg cong (AUC) gﬁp 2K lﬁn Ch%t chuyén hoa ci hoat tinh ting 32% du,%

tich dudi dudmg cony (AUC) va giam 15% nong d¢ 16i da (Cinax) khi oo sy hign dign cua cyclosporin. >

Chwra cé dir ligu vé viéc sir dyung dun.g thvi ticagrelor véi ede hoat chit khic eb tic dung ifre ché

glycoprotein (P-gp) manh va i ché CYPIA4 trung binh (nhy verapamil, quinidin), cling cé 1hE gdy tang

nong A& va théd gian tiép xic cia ticagrelor. Néu khéng thé trinh ding chung vai cée thudie nay, cin

thén trgng khi dimg, .

Nhitng chdt khe -

Cée nghién ciru tuomg tic duge 1§ trén lim sing chimg minh ding dong thin ticagrelor vai hf:parin.

enoxaparin va ASA hodc desmupmssm khﬁng anh huimg dén duoc din g hoc cia ticagrelor hode chit

nhuyEn héa ¢6 hoat tinh hodc sir 'ket tip tieu cau kich thich béi ADP so voi ticagrelor riéng 18, Néu ¢b

chi dinh lam séng, thin trong khi két hop cic thuu: lim bién ddi quﬁ trinh d-ﬁng ML Vi tl::ag_relfrr

Eh:rj vir n|'|.|111g bénh nhin bi ACS dang duge diéu tri vai morphin ¢o thé lam gidm va tri hodn nong di

tiép XC Vi cic chat irc ché P2Y > dang udng bao gbm ticagrelor v ch!i: chuyén hda cd hoat tinh (giam I

35% ndng do 11:[: xtic van tieagrelor). Tuong tic nay co 111-3 lign guan dEn giam nhu ddng duimyg Lliéu hda

i xa:r r v céic thude nhém opioid khac, Chia biét mdi lién quan vé miil lam sang, nhung dir liéu cho

thity kha néing lam gidm hidu quid ticagrelor & bénh nhin ding dong thev ticagrelor v morphin. () nhimg

bnh nhin bj :\CS khéng thé ngUmE dida tri wéri nmrphm vil ciin phai sir dung thuoe irc che P2Y 1z nhanh,
co thé cin nhic sir dyng thudc oc chié P2Y 3 dang tiém tinh mach.

Ank tundng cua ticagrelor détn edc thude khde

Thusie c.hgpg n hoa bt engym CYPIAS
— Simvastatin - Diing diing thér ticagrelor voi simvastatin Jam ting 81% Case va 56% AUC cia
simvaslatin, ldm ting 64% Cmas v 52% .-"I.LC ciia acid simvastatin & mét 1.'&1 ¢ thé co thé ting lén 2
dén 3 lan, []lmg dfmg théri ticagrelor vai lidu simvastatin virgt qud 40 mg mdi ngiy c6 the gy ra cie
phnn umng ngogi ¥ cua simvastatin Vil ciin ciin nhiic véi leni ich tiém ndng. Simvastatin khung anh hirdimp
dén néing d6 ticagrelor trong huyét wong. Ticagrelor cling e tic ding twemg ur dii v lovastatin,
Khing khuyén cdo ding chung ticagrelor vai simvastatin va lovastatin lidu cao hom 40 mg.

— Atorvastatin — Diing déng théni atorvastatin va ticagrelor lam ting 23% Cou va 36% AUC cia acid
atorvastatin, Cdc mire ting AUC va Comg teng W ciing ghi nhin duge & it cd cic chat chuyén hoa
acid atorvastatin. Sy gia tng nay khdéng o ¥ nghia lam sang.
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~ Khéng logi trir dnh hudmg tuomg ty dén nhimg statin khic cing chu én hoa qua enzym CYP3A4,
Bénh nhan trong nghlen cima PLATO diéu trj biing ticagrelor diing nh:;.l loai statin khée nhau, nhung
khiing ed quan ngai v tinh an todn cia statin trén 93% cd the nghién eiru PLATO diing nhing thube
nay.

Ticagrelor [& mét c]15t irc chié nhe CYP3A4. Khong khuyén cao ding ddng thii ticagrelor va cic co chil

CYP3A4 cd chi 50 trj liéu hep (nhur 12 cisaprid va cde alkaloid cia lia mach) vi ticagrelor cd thé gay

ting mire tiép xic vai nhimg thube ndy.

Ciic cor chat P—,Ef!n:‘ﬂ_g?‘ﬂl’i:‘fﬂ (P-gn) (hao gdm digexin, cyelosporin

Diing dd‘lng thir vén ticagrelor lam ting 75% Case vl 28% AUC cia digoxin Nl:rn.g a4 day trung binh

ctia digoxin tang 30% khi ding chung v&i ticagrelor, & vai ¢4 thé ¢6 thé tAng 16i da I&n gip d5i. Sy cd

miftl digoxin Lhnng lam anh hirimg dén Cags va AUC ciia ticagrelor vi céc qulclmy-ﬁn héda cb hoat tinh.

Do dd, khu].fl:n edo nén theo dai k¥ ldm sing vivhodc cin lam sang khi diing ddéng thén ticagrelor v céc

thubc ¢ cirn 86 tri liéu hep phu thude P-gp nhur digoxin.

Ticagrelor khong anh huwdmg dén nong dn:,a eyclosporin trong mau. Tac déng cia ticagrelor trén cde co

chit ¢l P- ~gp khde chua duge nghién et

Cie thude chuyén hda gua enzym CYP2C9

Diing dﬁng thoi ticagrelor véni tolbutamid khong lam Ilaa_'r' dii ndng 4§ i hai thude trong hu;,.-ét turomg,

cho l]'m} tcagrefor khong phai la chit ire che CYP2C9 va riit co tI'E khing lam thay dbi sir nhug.fén hva

eiia ede thude qua enzym CYP2CY nhur warfarin va tolbutamid.

Rosuvasiatin {cer char BCRP)

Tieagrelor di duge chimg minh [ lam ting nong 4§ rosuvastatin, ditu ndy cé the din dén lﬁng nguy co

mic bénh ca, bao gbm tiéu co vin Nén xem xét dén lgi ich ciia viée dy phong cac bién ¢t tim mach

nghiém trpng hﬂng rosuvastatin so viri nhimg nguy oo khi 11ﬁng dd rosuvastatin trong huyét turerng g

lén.

Thuoe vién uong mtea thai

Ding dong thisi ticagrelor vé levonorgesirel va ethiny] estradiol lim ting khodng 200 mir ligp xie ela

ethiny] estradiol nhumg khing lam thay doi duge dong hoe cua levonorgestrel. Trén lim sing, khiing

anh hudémg higu qua cia thude vién ubng ngira thai khi ding dong thid levonorgestrel vi ethiny] estradiol

Ly I;il:-:lg_rclur.

e thuoe gy ﬂ'ﬂg tim chm

Do i ghi nhédn hiu hé cie truemg hop ngumg thit Vil réi logn nhip tim chim déu I!Lh-cmg cd tri¢u chimg,

nén thin trong khi ding ddng thix Hi‘-ﬂgﬂ:lur vin thudc gﬂg nhqp tim cham (xem phnn Carh beior ver then

trong khi dimg thude). Tuy nhidn khéng 6 bing chimg vé céc phan img ngogl ¥ ding ké trén ldm sang

dwge ghi nhiin trong nghién ciu PLATO sau khi ding dong thed véi mdt hodc nhiéu thude géy nhjp tim

chim (vi duy, 96% ca ding chen beta, 33% ca ding chen kénh calel diltiazem v verapamil va 4% ca

dung digoxin).

Ciie fiéu pheip phii hop thude khde

Trong cac nghién etru lim sdng, ticagrelor 1hum:|g durgre phii hop vai ASA, thuie (e ché bom proton,

statin, chen beta, thude e ché enzym chuyén angiotensin va thude chen thy thé angmtcmm khi can diing

chung dai han va ciing duge phdi ‘hop vai heparin, heparin trong lugng phin tr thip v chat irc -:ht:

Gpllb/Illa tigm tinh mach ding ngin han (xem p-hﬂn £)gc tink diegre fire hpe), Khing quan sat thiy hﬁnh

chimg vé cde tuomg the bit lgi dang ké trén lim sing vai nhimg thube ndy.

Diing déng thév ticagrelor véi heparin, enoxaparin hodic desmopressin khing dnh huimg dén thii gian

kich hoat thromboplastin bin {activated partial thromboplastin time - aPTT), thii gian kich hogt

ding mau (activated coagulation time - ACT) hojdic phép phan tich véu 16 Xa. Tuy nhién, do céc trong

e duge lue cd the xdyv ra, nén thin trong khi Ir.ct hop ticagrelor vii cée thube bién dii sy domg miu

{xem plmn Ceinly bedo v thdn trong ki dimg l.i:r:mc}

D eo bdo cdo cde trimg hop chiy midu trong da bét thudmg véi cac thude t4i hip thu chon loe serotonin

(SSE1) (vi dy, paroxetin, sertralin va citalopram), nén thin trong khi ding SSRI véi ticagrelor do ¢ thé

giy thng nguy oo chay mauw.

Tuwong ky cha ;huﬁc: Do khéng o6 cic nehign cfru vE tinh tiremg ky cia thude, khong trém 1n thudc

may v cde thude khic.,

10. TAC DUNG KHONG MONG MUON CUA THUOC
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T'om it so luoc dé an todn

3 an todn cia ticagrelor di duoe dinh gid trén két qua cia 3 thir nghidém pha 3 16 ¢6 phin nglu nhién
(PLATO, PEGASLS va THEMIS) gﬂm hom 5.0 bénh nhan tham gia nghién efu trong 36 hem 32,000
bénh nhin d3 ¢ IiE'p xile vin ticagrelor (xem phin £dc tink dirge fiee hpe),

Bénh ding mach vink (CAD) v bénh ddi thdo dicimg tip 2 (DM) o tién sic can thidp mach vank
i da (PCI)

B an toan cia ticagrelor & bénh nhin CAD va bénh ddi théo dutmg tvp 2 ¢d nguy co cao bj huyét khdi
do xo vira dgng mach da duge dinh gia trong nghién eiu THEMIS, nghién ciu ndy s0-sanh bénh nhin
dugre dicu i) bang ticagrelor {9.562 bénh nhin) hode gia duge (9.531 bénh nhin) hai lin mdi ngdy trén
nén ASA liéu thip (75-150 mg). Trong phin nhom bénh nhin ¢ tién sir PCI, ¢o 5.536 bénh nhin ding
ticagrelor va 5.564 bénh nhin dimg gia duge. Ticagrelor 60 mg la ligu khuyén cdo cho chi dinh nay.
Thii gian dieu trj trung vi ddi vén ticagrelor trong thir nghiém THEMIS 14 33,2 thing (xem phin e
tinh durere fue hoc).

D an toan trong nghién ciu THEMIS dwge dinh gia dya trén cde bién ¢b ngoai ¥ nghiém trong, bién
b chay mau, bien co ngoai ¥ quan trong (vi du loan nhip tim chim, kho thés, bénh git, viém phoi va suy
thin} va ngimg nghién ciru do bicn o ngeai 5.

T 1¢ bénh nhin gdp bién o ngoai ¥ nghiém trong trong phiin nhdm bénh nhén o6 tién s PCI coa nghién
ctru THEMIS la twong ur gilra ede nhém didu trj (32,2% doi voi nhom ticagrelor két hop vii ASA so
viéri 35, 7% doi véi nhom ding ASA don trj lidu), Cée bién ¢b ngoai ¥ nghiém trong thudmg gip nhit da
ghi nhin vai ¥ 1@ twong duong hodc cao hom o nhom ticagrelor 50 vl nhdm ASA dom gﬁm tﬁ_n
thuremnyg thiin ¢dp tinh (0,5% so vii 0.4%), con thitu miu nio thoang qua (0,5% so v 0,4%), xuial huyet
ticu hoa (0,5% so vai 0.2% ) va tiéu ra mau (0,4% so vai 0,1%).

Trong phin nhém bénh nhan e6 tién s PCI cta nghign cirs THEMIS, bién cb ngoai ¥ quan trong ¢6 1
I¢ twong duomg & cd hai nhom diéu trj ngoai tnir kho thé, DA ghi nhin khd therd 22,0% bénh nhin ding
ticagrelor ket hop vid ASA va 7,5% benh nhin ding ASA don tr.

Trong phiin nhom bénh nhin c6 tién sit PCI ciia nghién et THEMIS, 1y 18 ngimg thude nghién cinu do
bién 0 ngoai ¥ cao hom & nhom ticagrelor két hop véi ASA (21,3%) so vai ASA dom tr (13,0%). Cac
hién cd ngoal ¥ din dén vige ngimg thude nghién cini cao hem nhdm ticagrelor so vii nhém ASA don
tri, thurimg gap nhit 14 khé the, ding xu hudng bim tim, chéy mdu cam va vét biim mdu,

Trong nghién etra PLATO, bénh nhiin nhém ticagrelor ¢é tf 18 nguimg thude do bién cb ngogi ¥ cao hom
50 vai nhom clopidogrel (7.4% so vii 5,4%). Trong nghién ciu PEGASUS, bénh nhin nhom ticagrelor
c6 1¥ 1€ ngumg thude do bién cb ngoai y cao hom so véi liéu phip dicu trj ding ASA dontr (16,1% trong
nhom ding ticagrelor 60 mg két hgp ASA, so voi 8,5% & nhom chi ding ASA don tri). Bio cdo phin
img ngogi ¥ thuang gdp nhit & bénh nhdn didu 1r) bing ticagrelor 14 chay mau va kho the (xem phin
Canh bédo vé thdn trong khi ding thudc),

Béng tdm tit cde phan {mg nzoai ¥

Ciic phan tmg ngoai ¥ sau ddy duge ghi nhin rong ede nghién eirs hofic duge bdo cdo trong qud trinh
tru hinh thube ticagrelor (Bang 1). . :

Ciic phin timg ngoai ¥ dugc phin logi theo tin suit va h¢ co quan theo MedDRA (S0C). Vi mdi SOC,
phin img ngoai ¥ dige phéin loal theo tin sudt, Cac logi tan suat dige xic dinh theo quy woc nhu sau:
Riit thudmg gap (2 1/10), thuimg gdp (= 1/100 dén < 1/10), it gip (= 1/1.000 dén < 1/100), hiém gip (>
1/10.000 dén < 1/1.000), rdt hiem gip (< 1/10.000), chira 3 tin sudt (chua xée djnh duoe tir nhimg dir
ligu hign ca).

Biing 1 - Phin dmg ngoai ¥ theo tan sudt vi b co quan (SOC)

H¢ co quan Eﬁi:;:mg Thwimg gip It gip Chura £ tin suiit

| U lanh tinh, ac tinh v i '

khéng xac dinh (bao Chay mdu tai khoi

eom cd cac nang v ut

palyp) | =
| Réi logn h¢ mdu va Réi Joan xudl ;:'ﬁ m,:iﬁéu huéf:

¥ . ] d
SRR LY Huye huyét kivdi ©
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&y P A wit man cam bao
Rai loan hé rme.TL dich alim phi mach®
Roi logn chuyén héa | Tang  acid | Bénh patVidm
vi dinh dudng uric huyét! khop do gt
Rai logn tim thin _|Lalin
Réi Toan b thin kink Chong mi, ngal, | XuBthuycs nbi

dau diu 50"
Roi loan mat Xudt huvet mar*
Roi | tai va lic :
| dir r&hgﬂm &-I .m mit 3 Chéng mét Xudt huyét tai

5 . MNhip tim chém,
R loan tim bl&e nb thit ©
Rii logn mach miu Ha huyét dp
Rﬂl loan h-l: hé hap,
Iunl, ngue va trung k.ha tha hxﬁﬁ: hu}rﬂ b 1o
thit

Xult huyét hé tigu | ‘
hoa¥, tiéu chiy, | Xudt huyét sau

Roi logn h tigu hoa nin, kho fidy, to | phic mac

bon

i: SR i Xuat huyet dudi da
dH:n loan da va méd durdn bodc. fromg  dih.
T npira, phit ban

i loan hé co xuom f g s

vir md lién két : AN Xuat huyét ti o0
Roi logn thin wva Kuidt huyet duimg
drimg nigu nicu*
Roi loan hé sinh sén v Xuat huyét hé sinh
Vil ! i W san"
Thing s0 xét nghi¢m Thng creatinin
ciin lam sing miu’
Chin thuremg, nigh dic Xudt huyét sau thi
v cic bién chimg sau thm;l.. cha:.r méiu
khi Lim thil thudt viing chén thuomg'

" vi du nhir xusit huyét do ung thu bang quang, ung thur dg day, ung thur rugt ki,
" vi dy nhir ting ngLy o bi bdm tim, tu mdu tr pht, thé trang xuit huyé
“ wiic dinh trong qua trinh lu hinh thude.
4 Thn sud tir céc quan sat trong phong thi nghlém (ting acid uric > gidi han trén coa mire binh thiimg
tir mire chuéin bén dudi hodic trong pham vi tham chiéu. Tang creatinin > 50% so v mike chudn) va
khing phdi tir cde dir lidu thd cia eic bao cao phan (mg ngogi .
©wi dy nhur xudt huyét kit mac, ving mac, ndi nhdn,
“vi dy nhur chiy mdu cam, ra médu
# vi dy chay mau nurdu edng, chay mau trire trin xudit ]'m'_-,El. do o€t da day,
" vi dy bAm miu, xudt hu}'ct o I:Ia.. dim xuit hu}'%'l
"vidu ty midu & khip, xudt huyét tai co.
i -:]1,1 lidu ra miu, xuiit huyét do viém bang quang.
L vi du xufit huyét dm dao, xudl tinh ra méi, chay mau sau min kinh.
!vi du gidp, chiin thurong tw mébu, sudit huyél do chén theromg,
™ vi dy xuit huyét nfi so tyr phat, do phiu thudt hay chin thuong.

M ta cde plidn vng ngogi ¥ chon lpe

Xuiit hgﬁ

Ciie bign oo :mm hu,l.'a’.:.' ghi nhdn trong nekién ci PLATE

Tong quan ve t 1¢ xuit huvét trong nghién ciu PLATO duoe trinh bédy trong Bang 2,
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Bing 2 - Phin tich cde bifn of xudit huyét thng thé theo Kaplan-Meier dy kién & thai diém 12
théng (nghién ciru PLATO)

Ticagrelor 90 mg x 2 Lin/ngay Clopidogrel | Gid tr
N=9235 N=9186 p*

'_'T_F:';lng ty 1¢ xuat huyét ndng trong

| nghién ciru PLATO 1.6 11.2 04336

Xudt huyét ndng pay tr vong/de doa

tinh mang trong nghién ciu PLATO | 78 5.8 0,6988

Xuit huyét ning trén phin nhom
khéing phiu thuit bic cdu ddng mach 4,5 3.8 00264
| vanh trong nghién cin PLATO i

Xt huyet nding trén phin nhbm

khing can thigp trong nghién ciru 1] 2.3 0,0058
| PLATO

Tong ty 1& xuit huver ndng vi nhe

trong nghién e PLATO 16,1 14,6 0,0084
Xudl huyét niing vi nhg trén phin

nhom khéng can thiép trong nghién 59 4,3 < 0,0081
cina PLATO l1d= )

Xual huyét néing theo phin 4§ TIMI 7.9 7 05669

Xudt huyét nang vi nhe theo phin do 1.4 0.9 0,3272

| TIMI J
Binh nghia cac logi xuiit huyét: .
Xuicit huyér nding gdy nr vong'de doa tinh mang: bicu hign trén lim sing rd rhng vdi viée giam > 50 g/l
hemoplobin hode > 4 don vi hong cau dugc truyén vio méau, hodc ur vong, hoje Xt huyét ndi so, hode
xual huyeét rong ngoai tim mac kém chén ép tim cip; hode sée gidm thé tich hofic tur huyét dp cén ndng
huy¢t dp hege phau thug.

Xueir ayér ndng khdc bidu hign trén lim sdng rd rang von vige giam tir 30 — 530 g/L. hemoglobin hode 2
- 3 dom vi hong cdu duge truyen viao miu, hode khong co kha ning hoat dng.

Xudt huyét nhe: can phai c6 sy can thigp y 18 48 ngimg/didu tri xuat huyét

Xudt hayét ndng theo phein &5 TIMI: biéu hién trén 1am sdng rld rng vl vige gidm > 50 p/L hemoglobin
hode e xudt huyet ndi so. :

Audt huyer nhe theo phdn dg TIMI: biéu hién trén ldm sang i ring véi vige giam tir 30 — 50 /L
hemoglobin,

* Gid trj p: duge tinh tir md hinh ty 1§ nguy co Cox viri nhém dicu tr la bidn s6 gidi thich duy nhit,
Ticagrelor va clopidogrel khang khéc bigt vé iy ¢ xudt huyél ning giy tir vong/de doa tinh mang theo
dinh nghia xudt huyét cia PLATO, xult huyét ndng chung theo PLATO, xuit huyét ning hodc xuit
huyét nhe theo phin dj TIMI (Bang 2). Tuy nhién. t¥ 1& két hop gifta xuit huyét ndng va nhe theo
PLATO xiy ra véi ticagrelor nhidu hon so viéi clopidogrel, Mt sé it bénh nhin rong nghién ciru PLATO
da tur vong do xudt huyét, lic 20 (0,2%) bénh nhin ding ticagrelor so vai 23 (0,3%) ding clopidogrel
(xem phan Canh bdo v thdn trong khi dismge thude).

Tudi, gici tinh, ¢én ndng, ching tde, ving dia 1y, tinh trang hign tai, ligu phap didu 1 két hop va tién sur
binh. bao gom cd tién sir ddt quy hodic thiéu mau nio thodng qua, tht ca ddu khdng du dodn duge xudl
huyét nding trén phin nhém khing can thigp hodc tong s6 tham gia vip nghién ciru PLATO. Do viy,
khing xéc dinh duge nguy co xudt huyet tén bit ki phin nhom néo,

Xuadr hupel frén phdan nham oo phffn thut bie cdau ding mach vanh: Trong nghién ciu PLATO, 42%
trong 1584 bénh nhin (12% dén s0 nghign clru) phiu thudt bic ciu ding mach vinh bj xudt huyét ning
gdy tir vong/de doa tinh mang nhung khing khic biét gitra hai nhom diéu tri. O méi nhdm, 6 bénh nhan
phiu thuit bic cdu ding mach vanh (CABG) bi 1 vong do xual huvét (xem phin Cdnh bdo va thin
irong khi dimg thudc),

Xl hwyer wrén phdn nhém khing phdu thudl bde cdu diong mach vanh va phidn nham khing can
thigp: Ticagrelor vi clopidogrel khong khic bigt nhau vé xuit huy& ning gy tir vong/de doa tinh mang
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trén phin nhom khong phiu thudt biie eiu ddng mach vanh trong nghién et PLATO, nhung tong s0 ca
xuiit huyét ndng theo dinh nghia ciia PLATO, xust huyét ning theo phén d TIMI va téng s6 ca xudt
huyét nding v nhe theo phan d TIMI trong nghién ciu PLATO, thuimg gap hom vin ticagrelor. Twong
wr, khi loai trir tat ca cée ca xuit huvet co lién quan dén can thigp, ty I _:uuﬂj huy&t xuat hign & nhom
diing ticagrelor cao hon nhom ding clopidogrel (Bang 2). Viée ngung didu tj do xudt huyét trén phin
nhom khong can thiép thuimg gip & nhom ding ticagrelor (2,9%) hon clopidogrel (1,2%: p < 0,001). !

Nuedt hugver i sg: xudt huyét ndi 8o & phin nhém khong can thi¢p khi ding ticagrelor (n=27 ca xuat
huyét trén 26 bénh nhin; 0,3%) cao hon clopidogrel (n=14 ca xudt huyér; 0,2%), trong d6 o6 11 ca xudt
hugé*r do ding ticagrelor va | ca gm&t huyét do ding clopidogrel bj tr vong. Khing e sy khic bigt vé
xuéit huyét diin dén tir vong trén tdng diin s6 nghién et

Cade bidn ci il @:_:Err ghi nhin rong nghién cun PEGASUS

Tong quan vé ty 1€ hién cb xuat huvet trong nghién ciu PEGASUS duoc trinh biy trong Béng 3,

Bing 3 - Phiin tich cic bién eb xuiit huyét tong thé, Kaplan-Meier dinh gid & thir diém 36 thang

(nghién ciu PEGASUS).
I Ticagrelor 60 mg x 2 linfgay + ASA | ASA dom trj |
N = 6958 N = 6996 '
- : : | T4 sb nguy co r !
Tigu chi chinh an toin KM% (Khodng tin ciy 95%) KM% | Giitrip

Phan logi xudt huyét theo djnh nghia TIMI (TIMI: Thrombosis In Myocardial Infacetion: huyét
khii trong nhii méu e tim)

Xuéit huyét ning theo TIMI 23 2,32 (1,68;3,21) 1.1 = 0,0001
Tir vong 03 1,00 (0,44, 227} 03 10000
Xudl hu;;é:ﬁi nﬁri;n (ICH}) 1,6 1,33 (0,77, 2.31) 0.5 03130
Céc bién co xudt huyet = ,

| g khic theo TIMI 1.6 3,61 (2.31; 5,65) 0,5 < (,0001
Xuat huyét ning hodc nhe ;
theo TIM] 34 2,54 (1,93;3,35) .4 < (),(4101
| Xuat huyét ning hodc nhe .
theo TIME hode da o) can 16,6 2,64 (2,35; 2,97) 7.0 < 0,0001

thi¢p ¥ khoa (can theo ddi y
12}

Phén logi xust huyét theo dinh nghia PLATO
Xuit huyét nfing theo dinh

ekl 3.5 2,57 (1,95; 3,37) 14 < ,0001
Tir vong/Bee doa tinh mang 2.4 238 (1,73;3.26) 1,1 < ()1
Xudt huyet nang khic theo 4

G 1,1 3,37 (1.95: 5.83) 03 <0,000]

O e g ke nbe |5 2,71 (2.40: 3,08) 6.2 <0,0001

theo djnh nghia PLATO

Binh nghia phin logi ikt huyét: .

KXudt huyel ndng theo TIMI: xudt huyét gy tr vong. hodc hit k  xudt huyet ndi so, hode diu higu xust
huyét trén ldm sang két hop véi gidam nong d6 hemoglobin (Hgb) = 50 /L., hofic khi khéng c6 xé nghifm
Higb thi co sy giam hematoert (Het) khodng 15%.

Tir vong: bién cb xudt huyét ma true tidp din dén tir vong trong vong 7 ngiy.

TCH: Xuit huyétl ngi SO, . _

Cde bién co xudit huyét nang khde theo TIMI: Xuft huyét ndng theo TIMI ma khong 6 tir vong, khéng
cd xuat huyét ndi so.

Kt hnyé:r nhg thea TIMT: cd gidm hemoglobin rd rét trén lm sing tr 30 — 50 g/L.

Nudr huyét theo TIMI cin theo dai ¥ [€: yéu ciu can thigp, hojc dan dén nhip vién, hofic danh gia y @
ngay lipuie. LN,

Bign co xudt hupét ndng gdy te vong/'de dpa iink mang theo dink nghia PLATO: xuit huyet gly tir vong,
hode bit ki xufit huyét ndi so, holic trén mdu ming ngodi tim b chén ép tim, hode sie giam thé tich
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hotic ha huyét 4p ning cin phai diing thude vin mach/co bop tim hofic phiu thuit hodic diu higu lim
sang rd rét vod giam > 50 g/l hemoglobin hofe truyen = 4 dom vi hing edu,

Bién b xudt huvél ndng khdae theo dinh aghia PLATO. 16n thuong ding ké, hodic diu higu ldm sang ri
rét khi giam hemoglobin tir 30 — 50 g/L, hofic truyén 2 - 3 don vj hang cau. _

Bien co xudt huyél whe theo dinh nghia PLATO! yéu chu can thigp v 1@ dé ngung thudc hodc didu tr viée
xuit huyet

Trong nghién cini PEGASUS, bién ¢ xult huyét niing theo TIMI khi ding ticagrelor 60 mg, 2 lin/ngiy
xdy ra cao hom so véi viée ding ASA don tri. DA ghi nhin khng ting nguy co xuft huyét di v xuft
huvét gdy tir vong va ghi nhin chi cd mit tnromg hap ting nhe xudt huyét ndi so khi so sdnh vai lidu
phéip dieu try chi ding ASA don tri. C6 vai bign c0 xudt huyeét giy (i vong trong nghién cinu, 11 tritmg
hop (1,.3%) & nhém ticagrelor 60 mg va 12 triimg hop (0,3%) & nhom diéu trj ASA dom trj. DA ghi nhin
\iing nguy co xdy ra bicn co xust huyét ndng theo TIMI & nhém ticagrelor 60 mg chii véu la do tin sust
cau_hign ¢ xudt huyét niing khic theo TIMI (theo bifn cé trin hé tiéu hoa),

Xuat huyét ting trong tir nher xudt huyét ndng theo TIMI 43 duoc ghi nhin 460 véi xudt huvét niing hodc
nhe theo TIMI va xudt huyét nding theo PLATO vi xudt huyét ning hode nhe theo PLATO (xem Bang
3} Neimg diéu tn do xuatl huyeét cho th.} pho bién hom & nhom ticagrelor 60 mg so véi nhom diéu trj
ASA don tr (lan lwot 12 6,2% va 1,5%). Phin Ién bién b xudt huyét 1a it nghiém trong (duge phin loai
la xuat huy&t theo TIMI yéu cau theo doi y 1€), vi du chay mau cam, hiim tim va tu miu.

Dir lidu xudt huyét eda ticagrelor 60 myg la nhit quan trén nhicu phin nhom duge xdc dinh truée (vi dy
nhu theo d§ tudi, gicd tinh, trong lugmg, ching ¢, ving dia Iy, bénh sin cb, thude didu trj déng thi, va
hé sory khon) di véi xudt huyet nding theo TIMI, xudt huyét nang hay nhe theo TIMI va xudt huvét ning
theo PLATO.

Xudt huyie i s (ICH): bidn b ICH phat dii duge ghi nhin 0 ty 1§ wong ddi vii nhéom ticagrelos
60 mg va di¢u trj ASA don trj (n=13: 0,2% & ca hai nhém didu tri). Chén thuemg va bién ¢d ICH cho
thiy ed mdt sir gia tng nhe & nhom ticagrelor 60 mg, (n=15: 0,2%) so véi ditu tr ASA dom tr (n=10;
0,1%). Cé 6 bién cd 1 vong do [CH & nhém ticagrelor 60 mg va 5 bién ¢ tir vong do ICH & nhom ASA
dom tri. Ty 18 xudt huyét ndi so 14 thip & cd hai nhém didu i e cac bénh méc kém dang ké va céc véu
1 nguy eor tim mach cita diin 56 trong nghién cin.

Khid ihidr ]

Kh tha, cim gide khong the thér duge, duge bio cao tir cac binh nhin ding ticagrelor. Trong nghidn
ciru PLATO, cdc logi bién cb ngoai ¥ (AE) kh the (khé they, kho thir lic nghi, khé thé khi ging sirc,
khés thér kich phéat vé dém va khé the v& dém) duge bio cdo d3 xudt hign & 13,8% bénh nhén ding
hicagrelor vi 7,8% benh nhan ding clopidogrel. Cac nha nghifn ciru 48 xem xét 1a kho the & 2,2% bénh
nhin dimg ticagrelor vi 0,6% bénh nhan ding clopidogrel ¢6 lién quan dén vide didu tr trong nghidn
ciru PLATO va chi mdt s6 it trudmg hop duge coi li nghiém trong (0.14% voi ticagrelor;, 0,02% vii
clopidogrel) (xem phan Canh bdo va thin trong khi dimg thude), Phan 1ém che trigu chimg khé thé dwge
béo cao ¢ mire 3 1ir nhe dén vim va hiu hét duoc ghi nhin dom k¢ & giai dogn som ngay khi hit didu dié¢u
trj.

So vai clopidogrel, bénh nhin bi hen phé quan/bénh phii tic nghén man tinh sir dung ticagrelor co thé
bi gia ting nguy co khd the khong nghiém trong (3.29% ding ticagrelor so vai 0,33% ding clopidogrel)
vil khi thir nghiém trong (0,38% dimg ticagrelor so vii 0% ding clopidogrel). Tinh theo nguy co tuyét
di, nguy co ndy cao hom nguy co trén tdng sb bénh nhén trong nghién ciu PLATO. Cin thiin trong khi
sir dung licﬂglrelur trén nhitng b¢nh nhan ¢ tién sir bj hen phi quéin vivhode bénh phéi tic nghén man
tinh (xem phin Cdnh bdo va thdn trong khi dimg thwoc),

Khoéng 30% truimg hop ti hdi phuc trong vong 7 ngay. Nghién ciu PLATO duge thue hign trén nhimg
bénh nhin ban diu da bj suy tim sung huyvét, bénh phéi thc nghén man tinh (COPD) hode hen phé quin,
nhimg bénh nhin nay vi ngudi cao woi co khuynh kudmg bi kho thér nhiéu hom, Trén nhom ding
ticagrelor, 6 0.9% bénh nhiin ngimg ding duge chét nghign ciru do khd thé so vii 0,1% bénh nhéin
ding clopidogrel. Ty 12 khd thér cao hom trén nhom ding ticagrelor khing lién quan dén lam ning hodc
khini phat mai bénh tim hodc bénh phoi (xem phin Carth hda v thdn trong khi dimg thude). Ticagrelor
khong gily anh huémg dén céc xét nghiém chire ning phoi.

Trong nghién ciru PEGASUS, trigu chimg kho ther 48 duoe ghi nhin trén khodang 14,2% bénh nhén bi
kho tha khi ung ticagrelor 60 mg, 2 lin mdi ngdy v trén khodng 5.5% bénh nhin ding ASA dom tri.
Trong nghién cim PLATO, da sé cde bdo cdo kha thir 13 mire do nhe dén trung binh {xem phin Cank
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heio it thin trpng khi ding thudc). Thidmg xay ra & bénh nhin 1én twbi va thudmg xuyén bj khd thea, b
COPD ho#ic hen phé quan.

Cie thong si xét nghiém céin lim sing

Tang acid uric: Trong nghién cim PLATO, ndng d¢ acid uric trong huyét thanh ting hom gici han trén
ciia binh thidmg & 22% bénh nhén ding ticagrelor so véi 13% ding clopidogrel. Céc Rid trj tremg (mg
trong nghién ciru PEGASUS la 9,1% & nhdm ding ticagrelor 90 mg: 8,8% ¢ nhém ding ticagrelor 60
mg vi 5,5% & nhom ding gid duge, Néng d§ acid uric trung binh ting khodng 15% khi ding ticagrelor
50 voi khodng 7.5% ding clopidogrel v sau khi két thic diéu tri, giam khodng 7% khi ding ticagrelor
nhumg khing thiy gidm trén nhém bénh nhin ding clopidogrel. Trong nghign ciru PEGASUS, nong d6
acid uric trong huyet thanh trung binh ting ¢6 kha nang héi phye & nhom ding ticagrelor 90 mg i 6,3%
v & nhom ding ticagrelor 60 mg la 5.6%, so vai giam 1,5% & nhom ding gia duge. Trong nghién cin
PLATO, tan suiit viém khép do bénh git 13 0,2% & nhém ticagrelor so véi 0,1% & nhém clopidogrel,
Tuomg tyr trong nghién ciu PEGASUS, t [€ git va viém khép do git lén lugt 13 1,6% & nhém ticagrelor
90 mg, 1.5% & nhom ticagrelor 60 mg va 1.1% & nhom dimg gia dugce.

Bénh ding mgch vinh (CAD) vi binh ddi thio duimg tip 2 (DM) 6 tién si can thigp mach vimnh
e i (FCT)

Bitn cb xuit huyét . ;

Tiéu chi chinh dinh gid d§ an todn trong nghién cirs THEMIS I3 bidn od “Xuit huyét ning theo TIMI®.
Phdn tich d§ an todn ciing bao gdm phiin logi xudt huyét theo PLATO va BARC, .
Trong nghién ciu THEMIS, ty 18 xudt huyét ndng theo TIMI & nhim dimg ticagrelor 60 mg hai lin mdi
ngdy cao hon nhim ding ASA dom trj (Uéc tinh Kaplan-Meier tai théi diém 36 thang: 13 2,2% so voi
1.2% tromg (mg; p < 0,0001). Ty 1¢ cao hon niy dwge 12 do s6 lugng bién cd ur vong do xust huyét (17
@ nhom ticagrelor so v&i 10 & nhdm ASA) va :w%l: huyét ndi so {70 & nhom ticagrelor so véi 46 & nhom
ASA) Iom hom. Hau hét cée trutmg hop xudt huyée niii s di ghi nhdn & nhém didu trj bng ticagrelor li
eic bidn ob do chan thuong (N=41), thuomg gip nhit 13 vi trf duri ming cimg (xem phin Canh bda v
thdn trong khi ding thude). :

Trong phin nhom bénh nhin co tién sit PCL, tj 1¢ xudt huyét ndng theo TIMI ciing cao hon & nhém
ticagrelor 50 vl nhom ASA dom tr (Bang 4). C4 it trwimg hop xudit huyét gy tir vong, 6 truimg hop &
nhom ticagrelor két hop vii ASA va 6 truimg hop & nhdm ASA dom tri. S& bénh nhén bj xudt huyét ndi
50 1a 33 & nhém ding ticagrelor két hop véi ASA va 31 & nhém ASA don trf, tomg ung v ty lg phain
trém Kaplan-Meier lin lugt la 0,7% vi 0,6%, p = 0,4545, Tuy nhién, ty 1¢ xuft huvét gy tir vong va
xudt huyet ndi sp wong ty nhau & ca hai nhom diéu trj. Trong sd céc truimg hop ICH 48 ghi nhn &
nhdm ticagrelor, 23 tnrdmyg hgp xuat huyét do chin thuong va 10 tiremg hop xudt huyét tr phat. Do d6,
SIF tAno nguy co Xt huyét ning theo TIMI chi :.féu l4 do tan suat cao hon theo h& cor quan (SOC) cha
cdc biln co i logn hé tiéu hda; chin thwong, ngd diic va cic hién chimg phiu thugt.

Bing 4 - Phén tich cic bién ¢ xuit huyet, wic tinh Kaplan-Meier vé tf 12 lugl huyét i 36 thing
diéu tri trong phiin nhém bénh nhin ¢6 tién sic PCI cia nghién cirn THEMIS (phén tich sau ditu

ir
| Ticagrelor 60
mg x 2 liningay | ASA domtri | T# sé nguy cor
+ ASA N = 5564 (Khoiing tin ciiy | Gidtrip
. N = 5536 95%)
Ticu chi an toan | KM% KM%
Phiin @ xuit huyét theo dinh nghia TIMI 5
Xuit hu}rﬁl nfing theo TIMI 2.4 13 | 2,03(148;2.76) [ <0,000]
Xuat huyét ning hodc nhe :
thea TIMI : 44 1.7 223(1,70;2,92) | <0,0001
Xuat huyét nang hofic nhe
| thea TIMI hogic cén theo dai 13,1 6.3 2.28(1.99: 2.62) | <0,000]
| y 12
Phin dj x:_l_ﬁ_t huyét theo dinh nghia PLATO :
Xudl huyet niing theo djnh !
 nghis PLATO | B 1.9 2.22(1.72;2,86) | <0,0001
Tir vong/Be doa tinh mang 2.5 1.3 2,10(154: 2.86) | <0,0001
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Xudt huyét ndng khac theo
dinh nghia PLATO
Binh nghia phin d§ xuit huyét:
Xt huyét ndng theo TIMI: T vong do xudi huyét, hode xuit huyét néi s, holic tridu chimg lim sing
xuit huyét ré kém giam hemoglobin (Hgh) = 50 g/L, hodic hematoerit (Het) giam 15% khi chi s& Hgb
chura co sin. .
Neu xudt huyét lién guan CABG: At hu}'ét giy tir vong hode xuat huyét ndi sg chu philu hode thi phiu
thugt sau khi déng vér mé ¢t xuomg e nhdm mye dich kiem sodt chay méu hode truyén = 5 don vj mau
todn phin hofc himg ciau lang (PRBC) trong vong 48 gii (viie truyén méu qua thiét bj cell save khang
dirgre tinh trong san phim truyén méu) hofic din luu ming phoi > 2 lit trong vong 24 gid.
Nudt vt nhe theo TIMI: Bidu hign lam sang rd kém giam Heb 30-50 g/L hodc gidm Het = 10% dén <
15%: hodic ném,g di Hgb giam = 40 g/L. hode Het gidm > 12% khi khong ghi nhin mat méau,
Xuat hugyér TIMI cdn theo dii y 16: Céin can thigp, hodc nhip vién, hoge danh gid kip thisi.
Xuaett huper PLATO gdy tie vong/de dpa tinh mang: Xuat huyét giy v vong, hofdc xudt huyét ndi so, hojc
xudt huyét trong mang ngodi tim cb chén ép tim, hode sie giam thé tich tudn hodn hode ha huyet dp
nghiém trong cin diing thude @ng huyét apithude ting co bop co lim hode phiu thugt hofic oo biéu hign
lim shng rd rang voi Hgb gidm > 50 /L hode tnuyén = 4 don vi hing cu,
Npimg thube nghién cina do bién ¢é xuft huvét & nhimg bénh nhin cf tién sir PCI thuimg gip hon &
nhiém diing ticagrelor so viri nhom ding ASA don tri {lmmgtﬁ'né viri 4, 7% vil 1.3%). .
Chdy méu cam vi dé bi bdm tim 14 nhimg bién c xudt huyét pho bién nhét din dén viée ngimg diéu tri
licagrelor,
Xuit huyét & ede phin nhém bénh nhin: Xult huyét do ticagrelor nhin chung nhét qudn trén nhibu phin
nhém duge xde dinh trude (vi du: theo tudi, gicd tinh, cin nang, ching toc, ving dia 1%, bénh sin co,
thudc diéu tri ddng thixi va tién sir bénh),

Ciic bién ¢b nghiém trong khie :
Trong dg cuong cua nghién ciu THEMIS, viée lwa chon bién of ngoai ¥ bi gidi han boi céc bién cd

ngogi ¥ nghiém trong, ngimg nghién cinu do ede bién ob ngoai ¥ va bifn od ngoai ¥ quan trong. Di lidu
hién eil ngogi ¥ duge chon trong nghién cine THEMIS xudt hién nhit quan véi dir ligu tir nghién cing
PLATO v PEGASLIS.

Benk nhin bi bénh ding mgch vink (CAD) vi bénh ddi thio dwing tip 2 (DM) cd tién sii can thidp
mach vanh qua da (PCH)

Vige thu thip dir ligu két qua xé nghiém wong giai dogn didu trj ngdu nhién khing phai la mét phiin cia
de cwomg nghién ety THEMIS, va do do, bang trinh béy nhimg thay déi eo ¢ nghia vé mit lim sing
trong k&t qua xél nghiém khéng dai dién cho bénh nhan bj bénh CAD, ddi thio duwimg typ 2 vi tien sir
PCI.

Cic phin ing ngogi ¥ trong qué trinh luvu hinh thube

Céc phin img ngoai ¥ sau diy di duge ghi nhiin trong qué trinh sir dyng ticagrelor sau khi thude diroc
phé duyét. Do cac phan (mg ndy duge béo cio ty nguyén tir nhdm diin 6 khong rd o méu, vi vy khing
e tinh duge gin sudt xay ra bién cd.

Rii fagm mdu: Ban wufit huyét gidm tidu cdu huyét khi (xem phiin Cinh bédo va thdn trong khi dimg
thude),

Rt toan tine: R logn nhip tim, blde nhi that diy hai, blic nhi thit di b,

Roi toan hé mién dich: Phan img qué mén, bao gém phi mach (xem phiin Chéang chi dink).

Rai fagm da va mo deecn da: My day, phat ban,

Bao cio cic phin dmg ed hai nghi ngir

Biio cho cdc phin img cd hai nghi ngér sau khi luu hanh thudic 14 rdt quan trong, Viéce nay cho phép ticp
tye theo v edin hang lgi ich/ri ro cia sin phim thude. Thong béo ngay cho bic s hodc durge 57 khi gap
eic tac dung khong mong muodn nhir trén khi sit dung thude hodc bio cio ede phan ime cé hai cia thude
ve Trung tim Thang tin thuoe vi Theo ddi phin (mg o hai cia thube (ADR) Quie Gia. Bja chi: 13 - 15
L& Thanh Tong - Phuémg Cita Nam - Ha Nji. Dién thogi: 024.3.9335.618: Fax: 024,3.9335642; Email:

di_gw:gg]g[@gma.i l.com.

1. QUA LIEU VA CACH XU TRi
O lidu

e 0,6 2,53 (1,64; 3,93) | < 0,0001
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Ticagrelor duge dung nap tit khi ding céc lidu don 1én dén 900 mg. Déc tinh trén hé tiéu hﬂa bj gidi
han theo lléu trong mgt nghién ciru don ting dén lidu ding. Céc phiin img ngogi ¥ of ¥ nghia v mit lim
sung o thé xudt hign khi ding qua liéu bao gdm kho thé va ngumg thit (xem philn Tic dung Midng mong
mudn chia thude).

Khi bi qud ligu, nén ghi nhin nhimg tac dung khing mong mubn o6 thé xay ra va cin theo dai dién tam
do (ECG).

Citele xur tef
Hién nay chua cd thudc gidi dic dé dio nguge tie ding cia ttcagrejur vii khong thé phin tich uc:ag:-:l:nr
{xem phin Pdc tinh duge dimg hoe). Xir tri khi qua li¢u nén tuin theo thuc hinh ¥ khoa :hu:m_ Anh
hudmg coa vige dung qua liéu ticagrelor lim kéo dai théri gian chay méu lién quan dén irc ché tidu cdu,
Tru}fén tiéu eiiu co kha ning khung mang Lqi Igri ich 1im ﬂng & bénh nhdn bj xult huyét (xem phin Canh
bio v thin trong khi dimg thudc). Néu o6 xuit huyét, nén tién hanh céc bign phap hd try thich hop.

12. PAC TINH DUQC LUC HQC

Nirdm duwgre 192 Ue ché két tip tidu ciu khing bao gom heparin.

Ma ATC: BO1AC24.

Cor ché the dung

Ticagrelor, mgt thinh phﬂn cia nhém héa hoe c:.-cIEnpcm}'ltnamlnpwumdm (CPTP), mdt thude dang
udng. ed tde dong tme TIEP.. dul khdng thy thé P2Y 2 chon loe va tuomg tée thudn nghich, ngln cdn qui
trinh hoat hoa va két 1p ticu ciu phy thuge P2Y12 qua trung gian ADF adenosin diphosphat. Ticagrelor

khnng ngin cin ADP giin kit v thy thé P2Y )3, nhumg khi lmagrelnr g,.'m viri thy the P2Y; s& ngfn chiin
vige dan truyén tin h]gu cam timg ADP. Vi tidu edu tham gia vio qua trinh khi phit vivhoc phdt trien

cie bign Lhu‘ng huyét khoi cia b@lm xof vita dong mach, vige i ché chire nfing tiéu ciu 48 dge chimg

minh 12 lam gidm nguy co tai bién tim mach nhur tir vong, nhiu miu co tim hoje dit quy.

Ticagrelor, cling lam tng nung d¢ adenosin ndi sinh tai chd hﬁng efich ire ché chi viin chuyén cén hing

nucleosid-1 (ENT-1).

Ticagrelor di duge ghi nhin 14 lam ting tie ding cdm img adenosin sau diy & ngl.r-_‘n khide manh vi bénh

nhin ACS: gifin mach (x4c dinh béing ciich tang luu legmg méu mach vanh & nguﬁh tinh nguyﬂn k bz

manh v& bénh nhian ACS: dau ddu), e ché chir nang tiéu chu {méu todn phan coa ngwii khi quan sdt
trong th'!'ﬂg thi nghiém) va khé thir. Tuy nhién, mai lién hi githa cac ca ghl nhiin ting adenosin vi két
qué Him sang (vi dy: 13 1¢ mdc bénh - tr vong) chira dirge lam séng 16 o rang,

Tiie diing duge lue hoe

Kheri pheit teic dpng Trén nhimg bénh nhin bj bénh du;lng meu:h vinh :'.'nn dinh sir dung ASA, ticagrelor

¢ho thily khéi phét nhanh tac ding duge ¥ vini khi niing (c ché két tip tidu chu (IPA) trung binh & nhom

ding ticagrelor sau 0.5 gi¢r sir dyng liéu nap 180 mg vao khoang 41%, higu qud (rc ché két tip tiéu ciu

{II-‘A} toi da I E'H-'a sau khi dong thuoe 2 - 4 gitr va :Iu:.-' tri tiép 2 - & gidr. 90% bénh nhin cé mirc dj e

ché két tip '[IE'LI chu (IPA) cudi cing 1 > 70% sau 2 gmr diing thubec.

Tic ding ron due: Neéu ed ké hoach phiu thuft bac ciu dong mach ‘l'il.l"l.|"L, cé ing nguy co xuit huyét so
viii clopidogrel néu ngimg dung, ticagrelor chura di 96 giér truac khi tién hanh philn thud,

DNt 1igu vib chuyén doi thude: "v."'l&:: chu}'én tie clopidogrel 75 mg sang diing ticagrelor 90 mg hai lin mdi

ngé:,.r lim ting 26,4% sy (e ché két tip tlé'u cau (IPA) vit chuyén tir ticagrelor sang ding clopidogrel lam

gidm 24.5% sur (e ché két tdp tifu cdu (IPA). Bénh n.hﬁ.n b thé -:hu}-:n tir clopidogrel sanp ding
ticagrelor ma khong bi gidn doan higu qua khing ticu ciu (xem phin Lidu dimg, cich dimp).

Higu qui vii an toan trin lﬁm shing

Cae I:v&ng chimg lim sang vé hifu qua v an todn eia ticagrelor dwgc trich tir 2 nghién ciru lim shng
pha 3:

* Nghicn cou PLATO (PLATeler Inhibition and Patiemt Outcomes), ticagrelor so viai clopidogrel, ca
hai déu két hop vii ASA v ligu phitp diéu trj chudn khéc.

* Nghién ciu PEGASUS TIMI-54 (PrEvention with TicaGrelor of SecondAry Thrombotic Events in
High-RisSk Acllie Coronary Syndrome Patients), ticagrelor két hgp voi ASA so véi lidu phip diéu 1
ASA domn tri.

Nehién ciru PLATO (Hiii chiong mach vinh cip)

Wighién etru PLATO dirpe thire hign trén 18,624 bénh nhin co wigu chimg cia dau thit ngyc khing o on

dinh (UA) trong vong 24 giér, nhéi mdu co tim khing o ST chénh 1én (NSTEMI) hode nhdi mau co tim
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¢d 8T chénh lén (STEMI) va di bét didu dicu trj ndi khoa, ho@ic ¢d can thi§p mach vanh qua da (PCI),
hodic phiu thudt bic cidu ddng mach vanh (CABG),

Hidu qua fdm sa

Trén nén didu trj ASA hﬁnp, ngay, dung ticagrelor liéu 90 mg x 2 Iﬂnmga'r cho thay hidu quéa vArg trii
hom sir dung clopidogre] licu 75 mg/ngiy trén tidy «chi chinh bao gua‘n ter vong tim mach (CV), nhdi miu
cor tim (M) hofe ddt quy, vidi su khde bigt rd rét vié tidu chi tir vong tim mach va nhdi mau co tim. Bénh
nhén sir dung liéu nap 300 mg clopidogrel (¢o thé lén dén 600 mg néu cd can thi¢p mach vénh qua da
(PCT)) hadie 180 mg ticagrelor.

Kt qua nghién ciu dén sim (giam 0.6% nguy co tuvét dbi (absolute risk reduction-A RR) va giam 12%
nguy co tuong doi (relative n'sl; reduction-RER] sau 30 pgéy) vai higu qua didu trj hang dinh suit 12
thang, tinh theo ARR 1 1,9% moi ndm va RRR 14 16%. Két qué cho thay thi Hlﬂ.l!l didu try bing ticagrelor
cho bénh nhin c6 thé 1én dén 12 thing (xem phﬁn Liéu diing, cdch diing). Diéu trj cho 54 bénh nhin bj
héi chimg mach vinh cip biing ticagrelor thay vi clopidogrel s& ngfin ngia 1 bién ¢b huyét khii xa vita
ddng mach, didu tri cho 91 hénh nhin gitp ngln ngim | tridmg hop tir vong tim mach (xem Biéu 48 |
va Bang 3.

Hiéu qua diéu trj cia tlcagrelﬂr cao hon clopidogrel nhat qulin trén nhié‘u p-lﬁn nhom bénh nhiin phan
loai theo can ndng; gidi tinh; tién sir bj benh ddi thao duimg, cb con thicu midu ndo thoang qua hode dit
quy khéng xudt huyé‘t hodc tdi théng mach miu; cde i lidu p]'lﬁi hop thube \':'n heparin, ::Jnﬁl e che
Gpllb/111a va tre ché bom proton {xem phén Tweomg tic, teong .l.'].g cia thiude)y: chi 5o dy doén bién e cudi
cung (STEMI, NSTEMI hojie LIA); va quﬁ trinh diéu trj duge dn dinh khi phin bé ngiu nhién bénh nhin
vio nghién ciru (xim [an hode dung thude).

B ghi nhén c6 su twomg téc diéu tri khing dang ké véi viing nghléﬂ cira md 1y 56 rii ro (HR - Harzard
Ratio} trén tiéu chi chinh co lgi trén nhom ding ticagrelor o héu hét cac w.‘mg nghién ciru nhung lai co
i hem cho nhém dimg clopidogrel khi nghign eiru & Bic M§, chiém v 1@ khodng 10% téng din sb
nghién ciru (gid trj p = 0,045). Cdc phén tich thém goi ¥ kha nang lién quan 1 lidu ding ASA nhu la
lam giam higu qua da duge ghi nhin trén nhom ding ticagrelor khi thng lifu ASA. Nén ding ligu duy
iri hing ngay ASA lia 75 - 100 mg khi ket hop von ticagrelor (xem phan Liéu dimg, cdch dimg va Canh
bidey web than trpmg ki dimg thuae),

Biéu do 1 trinh bay danh gid nguy co xidy ra bién cd diu tién trén tiéu chi gip vé hidu qua didu 1.

Biéu @0 1 - Thivi gian cho dén khi xiy ra tir vong tim mach, nhbi médu eo tim va djt quy diu tién
(trong nghién ciu PLATO)
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Ticagrelor lam gidm thn sult ticu chi gop chun; chinh {(primary mmmmle endpoint) so v clopidegrel
& ca nhdm bénh nhin dau thit ngwe khang on dinh (UAVnhéi mau co tim khing co ST chénh lén
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fN'?TFMI'II vii nhdi mau co tim ¢o ST chénh 1én (STEMI) (Bang 3). Vi thé, ticagrelor YWmgx 2 Iun-"t'tjg,i?l_'p'
cing vai ASA licu thip cd thé ding & nhimg bénh nhin ACS (dau thit ngyc khing 6n dinh, nhéi miu
co tim khdng ct ST chénh lén (NSTEMI) hodic nhdi mdu co tim b ST chénh 18n (STEMI)); bao gom
cic bénh nhin duge diéu trj ndi khoa, vA cdc bénh nhdn niy duge can thiép mach vanh qua da
(pereutaneous coronary intervention - PCI) ho@e phiu thuft biic cdu ddng mach vinh (coronary artery
by-pass grafting - CABG).

Eﬁng 5 — Phiin tich cie titu chi higu qua chinh vi titu chi hiéw gui phy (PLATO)

Ticagrelor 90 | Clopidogrel 75 RRR"
mg x 2 lin/ogiy | mg x 1 Kin/ngay ARR* (%a)
(% bénh nhin | (% h-enh nhiin ci (%/ndm) (Khoding | Gidtrip
6 bién cb) bitn eb) tin ey
- N =10333 N=19291 95%)
Ta vong tim mach,
nhoi maw cor im (ngoad
trir nhéi méu co tim 9.3 10,9 1.9 16(8;23) | 0,0003
tham lEng) hodc dit
e
Can thi¢p xim lan 8.5 10,0 1.7 16 (65 25) 0,0025
Can thi¢p ngi khoa 113 13,2 2.3 15 (0,3; 27) | 0.,0444¢
Tir vong U tim mach 18 4.8 1.1 21(9:31) | 00013
‘Nhii  mau oo Lim
(ngoai trir nhén miu co 54 6.4 1,1 16 (5; 25) 0045
tim tham ang)®
D quy =—=— 13 Il 0.2 -17(-52;9) | 02249 _
Tir vong do moi I
ngivén  nhdn, nhdi |
médu oo tim (ngoa e 9.7 11,5 2] 16 (B; 23) 00001
nhdi mau cor tim thim
| 1ang) hodic dit guy =
Tir vong tim n'uim:h
téng sd ca nhdi miu co - ;
tin, 46t quy, SEIL Rl 13.8 15.7 2.1 12(519) | 0,0006
TIA hoge ATE khéc®
La: om0 Sy, 43 5.4 14 | 2201131 | 0,0003¢
| nguyén nhin i
Huyét khoi ftrong
khung nong/gia d& 1.2 1.7 0.6 32(8:49) | 00123
{stent)

* ARR = giam nguy co tuyét doi; RRR = giam nguy cortwemg d6i = (1-Ty s6 rili ro) x 100%. Gié trj am

cia RRR chimg 1o gia tang nguy co turomg doi.

P Wgoai tnir nhéi méaw co tim thim ldng.

“SRI1 = thiéu mau cuc bd ti ph;il. nghiém trong; Rl = thicu mau cpe by tai phat; T1A = com thiéu méiu !
ndo thoang qua; ATE = bién cb huyét Ichm ding mach. Tong s ca nhdi mau co tim bao gom ci nhéi
mau co tim tham ling véi ngay xdy 14 bidn e 1 nﬂi\-' phét hi¢n bénh.

? Gid trj co y nghia khong dédng ke, vt cd che gid tri khac déu cd ¥ nghia thing ké xdc dinh bing phép
kiém theo bic.

Phidn nhdm theo kidu di truyén trong nghién cine PLATO

Phin tich kiéu gen clia CYP2C19 va ABCBI 1rén 10.285 bénh nhén trong nghién ciru PLATO cho thiy
mai lién hé gjﬁaca:: nidm F:mu pen v két qua nghién clru, Sy vt trdi cla  Licagrelor so vl clopidogrel
trong viéc gidm cdc bien 6 tim mach chinh khang bj dnh huimg ding ké b kieu gen CYP2C19 v
ABCBI cia b¢nh nhin. Twong ty nhur trén mng bénh nhiin trong nghién ciu PLATO, khing co sy khic
bigt giilra ticagrelor va clopidogrel trén mng s ca xulit huyét ning trong nghién cim PLATO, bt I:l: kiéu
gen CYP2C19 hode ABCBI. Xuft huyét nang trén phiin nhom bénh nhin khong co phiu thude hée ciu
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ding mach vanh (non-CABG) trong nghién ciu PLATO tang khi ding ticagrelor so vai clopidogrel &
nhimg bénh nhin bj mil mdt hode nhiéu hon cde alen chire ndng quy dinh CYP2C19, nhung lai twong
ty nhur clopidogrel & nhimg bénh nhin khng b mit alen chire ning.

Tién chi gdp vé hidu gud va an toan ) _ _
Tiéu chi gip vé hidu qua va an todn (1 vong tim mach, nhéi méu co tim, 4t quy hode tong 50 ca xuil
huyét nding theo dinh nghla cia nghién cirs PLATO) cho thiy lgi ich vé higu qua cia ticagrelor so voi
¢lopidogrel khong bj anh huémg béi céc hidn ob xudt huyét niing (ARR 1,4%; RRR 8%: HR 0,92; p =
0,0257) sudt 12 thang sau héi chimg mach vénh cip.

An fodn ldm sdng

Phdn whim Holter

Nhém khao sét tin sudt ngumg thit vé logn nhip tim trong nghién ciu PLATO, cdc nhi nghién clu d3
tién hanh theo doi dign tam do lién tue 24 gidr (Holier) trén mt phin nham gin 3000 bénh nhén, trong
dir cd khoang 2000 bénh nhin duec !f’hi nhiin & ca giai dogn cip cia héi chimg mach vanh cap va sau |
thing. Bién s6 quan tim diu tién I3 tan sudt ngung that = 3 gidy. Nhieu bénh nhén bj ngung thiit khi sir
dung ticagrelor (6%) hon so vai dung clopidogrel (3,5%) trong giai dogn cap va 2,.2% & rthdm ding
ticagrelor so voi 1,6% diung clopidogrel sau 1 thing (xem phin Canh bdo va thin trong khi ding thuée).
Vide gia ting ngimg thit trong giai doan cap cla hii chimg mach vanh cép dwoc ghi nhin & cae benh
nhén ding ticagrelor c6 tidn sir bj suy im sung huyét (9,2% so véi 5.4% bénh nhin khong 6 tién sir suy
tim sung huyét; vii bénh nhén sir dung clopidogrel, 4,0% & bénh nhin c6 tién sir suy tim sung huyét so
vdi 3,6% bénh nhdn khing 6 tién sir suy tim sung buyét), Sy mét cin bing ndy khong xual hign sau |
thang: in lwgt 1a 2,0% so wii 2,1% trén bénh nhin sir dyng ticagrelor co va khing cé ticn sir suy tim
sungy hu;.-ét, 3.8% so vin 1.4% & nhidm bgnh nhian ding clopidogrel. Khang co tac ddmg khing mong
mudn trén ldm sdng lién quan toi sy mét cdn bing ndy (ngay ca viée djt miy o nhip) trén nhdm bénh
nhdn nghién cim.

Nghién ciru PEGASUS (Tién sir nhi min co tim) .

Nghién ciu PEGASUS TIMI 54 la mit nghién curu da trung tm quée &, nhom song song, kiém chimg
hang gid duge, mi dbi. lya chon ngiu nhién, dira theo bién cb xdy ra, tién hanh trén 21.162 binh nhin
d& danh gia viée dy phang bién e huvét khii do xo vira ddng mach, ding ticagrelor 2 mie liéu (ca 90
mg % 2 lin/ngay holic 60mg x 2 bin/npdy) kit hop voi licu thiip ASA (75-150 mg), so vai ligu phap dicu
irj ASA dom tri & nhitng bénh nhin 6 tién sir nhdi méu co tim vi ed yéu th nguy co huyét khdi do xo
vita ddng mach.

Bénh nhin di diéu kign dé tham gia nghi#n ciu néu nhe = 50 tuoi, co ti.%-p sir nhii midu co tim (1-3 ndm
trercre khi durgre Iyra chon nghu nhién), vl 43 ¢b it nhit mt rong cic yéu 16 nguy co huyét khiii do X0 vita
dang mach: twdi = 65 twdi, bénh ddi thio dutmg hién dang dicu trj, nhii méu co tim tai phat, co béing
chimg ve bénh nhiéu nhanh mach vanh, hodc roi loan chite ndng thin man tinh khong phai giai dogn
CLa.

Bénh nhin khang di diéu kién néu nhw o6 ké hoach sirdung thude ddi khang thy the P2Y 13, dipyridamol,
cilostazol, hodic thubc ching déng trong thivi gian nghién ciru; néu bénh nhin dd co6 mdt rii loan chiy
miiu hodic nc'l‘tién sir dot quy thitu méu cuc bd hodc xuit huyét ndi s, cb Iu:.hEri u hé théng thin kinh trung
wong, hay bat thudmg mach méu ndi s0; néu bénh nhin 43 co XUl huyét tiéu hda trong vong 6 thing
trirsc hodic of dai phiu trong vong 30 ngdy truoe,

Fligw gruict 1dm sang

Biéu dé 2 - Phiin tich tiéu chi Fim sing gip chinh cia tir vong tim mgch, ahii méu eo tim va dijt
quy (PEGASUS)
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54 ngary tir khi phia b8 nglu ahién hai nhém nghlén e
55 i whiin nguy o
Ti B0 mg T045 a348 GEaT B 8asT S04 4526 i | 2055 Ti0
Gia dirge TOBT 8950 6842 B858  BI15  SB7E  4B9D 3B 2028 T
Bang 6 - Phiin tich ti¢u chi hi¢u qud lim sdng chinh va tidu chi hifu qua lim siang phy
(PEGASLS)
" Ticagrelor 60 mg x 2 lin/nghy + ASA ASA dom trj |
N = 7045 N = T067 Gid tri p
.3 Benh nhin co - HR Bénh nhin cd 3
e diem bién cf KM% | 9% cny bién cb O
Titu chi chinh o
Ligp chung T
vong  tim . 0,54
srisch/hdt. mé 487 (6,9%) 7.8% (0,74 0.95) 578 (R,2%) 0.0% | 0,0043 (s)
cormiddtquy
T vong Wb | o ey | 2omg | 08 0G| 34% | 00676
g ' 71 (0,68;1,01) : : :
Nhoi miu co o (0,84 5 =
e 2R5 (4,0%) 4,5% (0.72: 0.98) 338 {4,5%]_ 5,2% 00314
0,75 %
Dt quy 91 {1,3%) 1.5% (0,57: 0,95) 122 (1,7%) 1.9% 0,0337
Tiéu chi phy
T wong um ” | 0.83 = )
mach 174 (2.5%) 2.9% | (0.68: 1.01) 210 (3.0%:) 34%
Tir vong do moi 0,89 .
npuyén nhin 289 (4,1%) 7% | 10.76: 1,04) 326 (4,6%) 5,2% .

Ty s riii ro vi gid tri p dwoe tinh riéng bigt cho ticagrelor so véi ligu phdp diéu tri ASA dom trj tir mé
hinh ty 18 nguy oo Cox véi nhom diéu trj 14 bién sO gidi thich duy nhat,
Ty 18 % RM dm;m: tinh o thed diém 36 thang.
L 5r 30 bién co diu llen d6i voi tir vong tim mach, nhdi mau co tim va dit quy 50 thye 1€ coa CAC
bién o diu tién 46i voi moi thanh phan va khong thém vio s6 bién co trong thai diém cong gop Cuih,
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(5) Khae bigt co v nghia thong ké. ) )

= Khoang tin edy; CV = Tim mach; HR = Ty 56 rui ro; KM = Kaplan-Meier; M1 = Nhoi méu co tim;
N = %0 bénh nhan.
Ca hai plmc dd ligu 60 mg x 2 linfngay va 90 mg x 2 lAn/ngay cua ticagrelor Lﬂ hop v ASA déu vurot
tedi so v dicu i hﬁng ASA don m ln.mj:, ph-bn;[., ngim chc bidn ob huyﬁl khihi do xo vita ding mach
(tiéu chi gi}p tir vong tim mach, nhoi mdu co tim va dot gquy), viai higu qua dicu trj thing nhat trong toén
b thiri gian nghién cire, dat duge RRR 16% va 1,27% ARR dbi vai ticagrelor 60 mg, v RRR 15% vi
1199 ARR dii vén ticagrelor S0 mg. .
Miic di dir li¢u hidu qua cia 90 mg va 60 mg 14 twong tr nhau, ¢6 bing chimg rdng lidu thip c6 kha
nang dung nap vi an todn hom vé mit nguy co chiy miu vi kh tha. Vi viy, L.hu}'gn khich chi ding
licagrelor 60 mg x 2 Iﬁjﬂngn}r két hop vdi ASA dé phfmg ngira bién co hu:ret khii dn xo vita dimg mach
{tir vong tim mach, nhoi mdu co tim va djt quy) & nhimg bénh nhan 6 tién sir nhdi mau oo tim va co
nguy ¢ cao tidn tn:n bidn cd huyEt khéi do xo vita ding mach.
So v liéu phap didu tr hang ASA dom i, ticagrelor 60 mg x 2 lan-“n dy ldm giam ding ke tiéu chi gép
chinh cia o vong tim mach, nhdi mdu co tim v dn:,:l quy. Mdi yéu 1o diu dcmg gop vao vide giam tigu
chi gop chinh (tir vong tim mach 17% RRR, nhdi mau co tim 16% RRR, va dit quy 25% RRR).
Ty I¢ RRR d6i v tidu chi pip i ngay 1 dén 360 ngdy (17% RRR) va tir 361 npay trdr 1én (16% RRR)
la tromg tr. Dit ligu vé hléu qua v tinh an todn khi dung tl::agm!nr kéo dai hon 3 nim con han ché.
Khong cd bing chimg vé lgi ich (khéng giam tiéu chi gdp chinh cia tir vong tim mach, nhai miu ca tim
va dot quy. nhimg sir gia thng chay mdu nghiém trpng) khi ticagrelor 60 mg X 2 lin/ngay duge dl‘.lng o
nhimg bénh nhin 6n dinh vé mit lim s-ang > 2 nim ké tir khi nhoi mdu co tim hofic nhiéu hon mét ndm
sau khi ngimg diéu tri thudc (e ché thy the ADP tnnde dé (xem phan Litu dimg, cdch dimg).

B
Ty 1€ ngumpg thude ticagrelor 60 mg do chdy mau va kho thér cao hom & bénh nhin > 75 twdi (42%) so
viri bénh nhdn tré i (tr 23-31%), khac biét so voi gia dige cao hon 10% (42% so véi 29%) & bénh
nhin = 75 tudi.
Doi tugng tré em j
Trong nghién ciru pha 3 n ﬂ.hll:n, mi d6i, nhom song song (HESTIA 3), c0 193 bénh nhi (tir 2 (udi
dén dunéni 18 tudi) bi bénh hong cfin hinh liégm dnre chon ngfu nhién viio nhém ding glél dl.n:,:t hodic nham
diung ticagrelor liéu tir 15 mg dén 45 mg « 2 lin‘ngdy tiy theo cin ning. Ticagrelor gly ire ché tiéu ciu
trung vi 35% o liéu trude {pr-c -dose) vi 56% sau khi diing | thuic 2 gidr & trang thii dn dinh.
Khing cé lgi ich didu trj cia t!mgmlﬂ-r trén ty 1§ cic com tic mach so vai nham dung gla durge,
Corquan Quéan ly Duge Chau Au da mién trir vige bt budic nip cie kit qua nghién ciru v ticagrelor trén
1al ed cic phin nhom tré em bj hdi chimg mach vinh cép {ACS) va tidn sir nhdi mdu oo tim (M) (xem
phiin Liéu dimg, cdck dimg trén ddi tuomg tré em).
THEMIS - Bénh nhin bi binh diong mach vinh (CAD) va didi thio dicdmg ip 2 (DM) cd tién sik can
thigp diin i
Thiét ké nghidn ciu
Nghién ctu THEMIS 1a nghién ciru qubc 1€, da trung thm, nhom song song, dbi chimg vii gid duge,
ngiu nhién, mi ddi, theo bién cd, bao gim 19.220 bénh nhin tham gia, d& ddnh gia viée ngin ngir bicn
e0 huyét khoi do xo vifa khi ding ticagrelor két hop vai ASA liéu thip (75-130 mg) so vai ASA dom tr
li¢u & nhimg bénh nhin bj CAD va ddi thao dutmg t¥p 2. Thoi gian diéu tr ticagrelor trung vij la 33,2
thding.
Bénh nhin di didu kign tham gia nghién ciru phdi ddp (mg cde tidu chi sau: tir 50 toi rd |én, 44 xde
dinh bi CAD nhur i ¢6 tidn sir PCI (58% dén sd nghién cir) hiode CABG (29%) hoje khing ¢6 tién sir
tai théng mach vanh nhimg cé biing chimg chup déng mnnh it nhdt 1 ddng mach vinh (20%) bi hep long
mygch = 50% wva dai thio duwong typ 2 duge diéu 1 h&ng thude hy duimg huvet trong it nhit & thing trudc
khi bir déu nghién cin,
Bénh nhin khong do diéu kign tham gia néu oo tién sit nhéi méu co rrm hodie dit quy; cb ké hogch sir
dung thude ddi kl]&ing thu thi ADP, digu trf ASA > | 50 mg mit lan moi ngdy, ob ding d||}:|rndam:]] hodc
cilostazol; da c6 ké hoach ti thiing mach vanh, mach méu nfio hode ddng mach ngoai vi hode dir kién
sir dung chét nen CYPIA4 viri chi sd diéu tri hep hode chit (e ché manh CYPIA4: b tng nguy cor Xudt
huyét (vi dy: cin ding thude ching dong dudng udng man tink, thé tang wudt hu;-f:L_ rii loan ddng mau,
dai phiu gin diy, tién sir xuat huyet nfio hode xuat huyét tiéu héa trong vong 6 thang qua, v.v.) hofic céc
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bién co nhip tim chim trir khi dwge diéu trj bing may tao nhip tim; bj tAng huyét dp khang kidm sodt .
hodie suy thin cin lpe méau hode o ching chi dinh vai ticagrelor, I
Nghién ciu THEMIS duge thire hign trong thivi gian 57 thang trong dé thén gian sir dung ticagrelor trung
binh 29.2 théng (trung vj 33,2 thing). Vé théi gian phoi nhidm vai thude nghién cin, cé 7322 (76.6%)
bénh nhén phai nhidm v ticagrelor trong 12 thang, 6421 (67.2%) phoi nhiém trong 24 thing va 4107
(43%) phoi nhiém trong 36 théng, Sau 48 théng, cd 1175 (12,3%) bénh nhin i phoi nhifm véi
ticagrelor. Bénh nhiin durge theo doi dén khi két thiie nghign etru, bt ké thude nghién cin da duge ngimg
hay chira,

kit quéd nghién cim : 1

Trong toin b déin s nghién cine THEMIS, viée dung ticagrelor hai lin m&i ngay k&t hgp voi ASA, so
viri ASA don trj, giop ngln ngira cic bién cd huyét khoi do xo vita (tiéu chi gép chinh: tir vong tim
mach, nhdi mdu co tim va ddt quy), ©6 1% 58 rii ro (HR) 12 0,90 {dé tin cily 95%: (L81; 0.99; p=0,0378),
twremg tmg voi giam nguy eo trong di (RRR) la 10% va gidm nguy o tuyét doi (ARR) 14 0,73% (s
bénh nhén cin dicu trj (NNT) 1a 138 sau 36 thang dicu trj). Higu qua diéu trj duoe din dit bid timg tiéu
chi nhir 13: nhdi mau eo tim (NMCT) (HR 0,84 d§ tin cdy 95%: 0,71; 0,98) vi ddt quy (HR 0,82; di tin
edy 95%: 0,67; 0,99), v khong co sy khac biét trong tir vong tim mach (HR 1,02; &6 tin ciy 95%: 0,88,
1.18). Cde tiéu chi phy khdng duge dénh gid ld mdt phan cia tiéu chi gdp chinh, ticagrelor lim giam s6
hrgmg cde bién ¢o dt quy do thidu méu cue b (HR 0,80; d tin ciy 95%: 0.64; 0,99) ma khing o6 sy
khdc bigt ve tir vong do moi nguyén nhan (HR 0,98; 45 tin ciy 95%: 0,87; 1,10). Tdng quan loi ich-nguy
cor (henefit-risk profile) cia ticagrelor trong toan b diin s& nghién ciru THEMIS khéing cé lgi cho viée
sit dung ticagrelor va do dé, chi dinh khdng due cip cho todn bd dén sé nghién ciru (xem phin Chi dink
vii Clanh bdo va thin fromg khi ding thide).

Nhimg b¢nh nhin 6 tién sit PCI trong nghién ciu THEMIS, T phéin nhom duge dinh trude 1 nsong 23
durong véri 58% tong dan s nghién ciny, duoe didu trj biing ticagrelor kit hop vii ASA. so sanh vid ASA .
dem tri. gidp ngdn ngita cac bicn cb huyét khéi do xo vita (tiéu chi gip chinh: ur vong tim mgeh, NMCT =
val dt quy) (xem Bang 7). Diéu tr biing ticagrelor ¢ RRR 15%, ARR 1,19% (s& bénh nhin cin diéu tr /2
(WINT) la 84 sau 36 thing diéu tr) vé tong quan lod ich-nguy cor thudn lgi hom so voi tdng dén sb ngl’nir!n.ﬁ*"Ir
cirs THEMIS. Mét lin nira, o ich didu tr dupe din dit b cdc tigu chi thanh phiin dot quy va NMCT
trong bd tiéu chi gdp (composite endpoint). :

Bic diem ddu viio trong phin nhém bénh nhén ed tifs sir PCI 14 tuomg duomg nhau & ci hai nhinh dicu
1,

Bang 7 - Phiin tich tiéu chi higu qui chinh va tiéu chi hi¢u qui phy trong phin nhim bénh nhin

eh tién sir PCI trong nghién ciru THEMIS (phén tich todn phin) I

| Ticagrelor 61
mg x 2 ln/ngay | ASA don tri
+ ASA N = 5596 Ty B rii rol ...
N = 5558 RRR% | (959 1) Gk i p*
2 Bénh nhiin ¢4 | Bénh nhiin cd
R, bidn cd bidn e
| Tiéu chi chinh
Ticu chi gop nr vong 053
tim mach/nhdi mau co | 404 (7,3%) 480 (8,6%) | 15% o7s0on | 00133
tm/ddn quy iy
Tk voni ki migeh 174 (3,1%) B03% | 4% | o . g | 06800
Nhdi méu co tim MEIW | 26069%) | 2% | ek o7 | 00266
7 7 ; 074
Bt quy . 96 (1,7%) 131 (2.3%) 26%, | (0.57:096) 00243
Tiéu chi phu
|
Tir vong tim mach 174 (3,1%) 183 (3.3%) 4% (@ ;é’.glﬁ 8 -
| Nhéi mau co tim 171 (3.1%) 216 3.9%) | 20% 0.80 =
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T = 1 _ (065:097) |

Bt gquy do nhoi méu i 0,79 |
e BE (1,6%) 113 (2,0%) 21% (0,59 1,04) -
T vong do bat ky (.88

 iupén mhin ot 282 (5,1%) 123 (5.8%) 12% | 025 109 :

T 1§ rui ro v gid tri p duoe tinh ridgng cho nhom ticagrelor hai lan mdi ngy = ASA so véi nhom ASA
dom trj tir md hinh ty 1§ nguy co Cox vii dilu tr] 14 bign s gisi thich duy nhét,
S I.tl'q:rng bién e xdy m Is.n diu dii v ede tidu chi thanh phé.n tir vong tim mach, NMCT va dijt quy I
5'-’.'+ hién c6 xiy ra lin diu thye té cho timg tidu chi va khéng cdng vio st bién ch tmng tidu chi gp.
= Khodng tin ciiy; CV = Tim mach; HR = T¥ ¢ nii ro; M1 = Nhéi mau co tim; N = S4 bénh nhén
tmng nhém diéu irf; RRR = Gidm nguy co twong déi,
® gid irj p danh nghia.
* Bao gom cie tnrimyg hop tr vong dya trén dir lidu céng khai vé tinh trang bénh sfin ¢ & nhimg bénh
nhin dd rit khoi ng]'.lén edru,
Nén tidp we didu I::ﬁng lu::agrc]nr o bénh nhin CAD benh ddi thao ddmg r;l.-'p 2 wl oo '[Il'.-‘i] it PCI
trong thixi gian lén dén ba ndm mién la bénh nhéin vin con MEUY e cae bi I:m.n ¢ huyét khoi xo vita va
nguy co thip b| chay may. Chua co di dir igu vé hidu qud va dd an todn dl: xac dinh higu lgi ich cla
lu. relor co con lém hon nii ro sau ba nam didu 1rj kéo dai hay khong (xem phin Lidu dun;g: cieh dun,g]
i 3 — Biéu di Kaplan-Meier vi phiin tich tiéu chi gip chinh trén lim sing cia bién b tir
vung tim mach, NMCT vi ddt quy b tien sir PC1ir bénh nhin THEMIS (bi phéin tich diy du)

. Bdn oo KM%
. Ticagrelor 4045558 6.5%
sesees Gdcuoe JBUSSO6 1,1 .

10 ok

T4 18 tich 1y (%)

HRPTCDEY,) Gib il p
Te= P 0,85 [0,74; 0,97] 0,0133
L] T T T L] Li L 1 L] L| L T ] ! 1

¢ 3 & oIz 13 18 o M 1 M 1O oW 41 &8 5 W
Se thang bir kka philn bd ngdu shign nhdm nghilin o

84 bmh rkdin nguy o
I T 5558 S48 S436 5301 8347 S298 5251 5200 5165 SII6 054 4089 142 1704 1138|469 684 B9 102
P 5308 5517 SEBJ L3R 33RT 5338 S2TH S219 S169 SI1G S0GD 4004 BIT6 ZB03 13 1487 998 40 103

Higu qua dleu iri ciia ticagrelor gitra céc phin nhom bénh nhén, dua trén cic dic diém génm cin nang,
gii tinh, tién sir bénh vi viing dia Iy, trong nghién et THEMIS — I nhimg bénh nhén c6 tien sir PCI
durgre thé h:n:;n trong Eu:u ab 4.
Biéu di 4 - Ty sd riii ro v t¥ 1€ tiéu chi chinh trén lim sing cia bién of tir vong tim mach,
NMCT va dijt quy, theo phin nhém bénh nhin cd tien sir PCI trong nghién ciru THEMIS (b
phiin tich diy di)
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i T"FI { :I Esfarén mihadin =% Ch
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T i by Ahde tromg Bed phden tioh Gdy o (1007%) EE] £S5 T.T CLES {074 3T
tﬂ.ﬂﬂ:ﬁ 4553 55 ET 075 §064; 0.8
i g 5160 58 74 0.80 {0 6E; 0 58}
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e PR e 55 B2 08105% 055
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|-lﬁ 5315 . 5| 64 gﬁ Eg; I%ﬁ
G52 T2 a0 i o
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1
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Ticagrelor Tad hom

13.  DAC TINH DUGC BPONG HOC

Gild e T4 hom

Ticagrelor cho thiy duge ding hoe tuyén tinh. Nong d:fu v thl.'.'l'l gian tiép wic véi ticagrelor va chat
l:héu'lr én hoa eo hoat tinh (AR-C124910XX) t¥ 1é theo lieu lén dén khoang 1260 mg.

Hiip thu

Ticagrelor hip thu nhanh v&i e trung binh khodng 1.5 gidr. Chit chuvén hoa chinh tudn hodn trong
i AR-C124910XX (ciing cd hogt tinh) tir ticagrelor duge tgo thanh nhanh w0 i trung binh khodng
2.5 gio. Sau khi udng liéu dom 90 myg ticagrelor libc doi & nhimg d6i tuomg khoe manh, ndng i dinh
Cmas dat 529 ng/ml. va dién tich dudi duomg cong AUC la 3451 ng*gitc/mL. Ty I chu}'én hia 1a 0.28
Adi v n.ﬁ-ng A6 dinh Ciax va 0,42 doi 'I.--D'I dign tich dudri dwémg cong AUC. Duge ding hoc cua ticagrelor
vi AR-C124910XX & bénh nhin co tién st nhéi mau co tim nhin chung tuomg t nhir & nhom dén s6
ACS. Dya trén phin tich duge ddng hoc din s6 eta nghién eiru PEGASUS, Cruw trung binh ciia ticagrelor
la 391 ng."mL v AUC trung binh eta ticagrelor 1 3801 ng*git'mL & trang thi dn dinh d8i vei ticagrelor
60 mp. Poi vai ticagrelor 90 mg, Crna 12 627 ugFmL vi AUC la 6255 ng gu:l-'rnl.- { trang thai on dinh.
Sinh kha dung tuyét ddi trung binh cia ticagrelor wic ]uqng khodng 36%. Tiéu thy mdt bir &n gidu chit
béo 1am ting 21% dién tich dudi duimg cong AUC cia ticagrelor va giam 22% ning 0 dinh Cous clia
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chiét chuyén hde cb hoat tinh nhumg khing dnh hudmg dén nong d dinh Coe cia ticagrelor hodic dién
tich dudi dudmg cong AUC cia chat chuyen hoa €6 hoat tinh, Nhitmg sur thay d6i nho ndy duge xem la
tcoy ngh’i‘a lim sﬂng do dd, ticagrelor co thé sir dyng cing hode khiong cing vai thire dn. Ticagrelor
ciing nhur chit chuyén hoa ¢6 hoat tinh i nhing cor chat cia P-gp.

Ticagrelor dirdi dang vidn bi nghién réi phin tan trong nude, duge I.J-'I.J-!I'I-E, hod ding qua éng thing da
day, ¢t sinh khi dung co thé so sanh duge vii dang vién nguyn.—“:n ven vé cic chi 50 AUC v Cone Clia
ticagrelor vi cae chiit chuyén héa o6 hoat tinh. Nong d9 khai dau (0,5 va | g sau khi ubng) cika vién
bi nghién roi phén thn trong nudc cao hon so vl vién nguveén ven, viri 56 lidu vé nitng 4o héiu nhur piong
hét sau do (sau 2 - 48 gid).

Phin bi : :

Thé tich phin bé & trang théi hang dinh ciia ticagrelor 14 87,5 L. Ticagrelor vi chit chuyen hda et hoat
tinh lién két cap vai protein huyét tuong (> 99,0%6).

Ch uyén héa

CYP3A4 li enzym chinh chiu triéch nhi¢m chuyén hoa ticagrelor va hinh thinh nén chit chu:.ren hoa co
hoat tinh va sir tuomg téc v cde co chit khic cia enzym CYP3A cb thé di tir hoat hoa dén tre ché.
Chit chuy:n haa chinh cia ticagrelor [a AR-CI24910XX, chiit ndty n:i.].ng m hmt tinh khi nghién ¢uu in
vitro ghn J-L-EI v thu thé P2Y 2 ADP ciia tiéu céu Thai glan vd m’jng di tiép xic vori chit chuyén hoa ¢
hoat tinh bﬁng khodng 30-40% thoi gian va nong d tiep xie voi ticagrelor,

Thai trir

Budmg thii trir chinh cia ticagrelor gisa chuyén hoa & pan, Khi udng ticasrelor duge danh diu
phing xa, hoat tinh phung xa durgee hodn hoi trung binh khoang 84% (57,8% & phin, 26,5% & nudc tigu).
Sy hodn hoi ticagrelor va chat chu;rl:n hda b hogt tinh trong nude huu ditu thip hom 1% so vii lidu
ding. Ehrdmg lhm trir chinh cia ehat chu}'Eh héa ed hool '[ml‘l it cd the qua dIJ'II'.'I'I'IE. midt. Tyz trung binh
khoang 7 gitr 481 v ticagrelor va 8,5 gir doi voi chit chuyvén hoa co hogt tinh,

Cee mhdm diin 56 ddic bigt

Newoi can tudi

Quan sat thay nong do va thii gian I:|E|'r ke vir t:nugﬁ:im (khodéng 25% A vii i Conex vil AUC) va chat
LhLI_'|.|-EI'I hisa ed hoat tinh & nhimg bénh nhin cao tudi (= 75 tdi) bi hoi :h'ung mach vanh cip cao hom 50
viri nhom bénh nhan tré hon theo phin tich duge déng hoe trén cée ca thé nghién etru. Sy khic bigt nay
khéng ¢ ¥ nghia lim sang (xem phin Lidu dimg, cdch dimg).

Tré em

D lidu nghién eini trén tré em bi béah héng cu hinh liém cdn han ché,

Trong nghién ciru HESTIA 3, bénh nhén tir 2 dén dudi 18 wéi cé cin nang > 12 kg dén < 24 ke, > 24
kg dén < 48 kg va > 48 kg, duge ding ticagrelor dudi dgng vién nén phiin tin 15 mg danh che tré em
vin I1éu m::rng irng Ia 15, 30 va 45 mg hai lin mbi ngay. Dya trén phin tich durgre ding hoc trén nhém
doi tromg nay, AUC trung binh niim trong khoang tir 1095 ng*gidmlL dén 1458 ng*gidvmL v Cpmax
trung binh khoang tir 143 ng/ml dﬁn 206 ng'mL & trang thidi dn dinh. ]

Giichi tink; Quan sat thiy ndng 46 v thén gian tiép xic v ticagrelor va chilt chuyén hda o hogt tinh &
phu nir cao hom nam gidd. Sir khac biét nay khong ¢ ¥ nghia lam sing.

Bénh nhan suy than b h , 4

Néng d va thin gian tiép xic voi ticagrelor thip hen khodng 20% vi ndng &6 tiép xic cde chit chuyén
hiéa ed hoat tinh cao hom khodng 1 7% & nhing bénh nhin bj suy thin ning (44 thanh théi creatinin < 30
mL/phiit) so vii nhimg bénh nhin e chite ning thin binh thuimg,

(i nhimg bénh nhin ki bénh thﬁn giai doan cubi cd chay thﬁn nhéin tgo, AUC va Chg ciia ticagrelor 90
mg ding vio ngay khimg loc méu cao hom 38% va 31% so vii bénh nhin ¢o chirc ndng thin binh thuimg.
Ghi nhan cd sy gia tang tong e ve nong do t|:]:r xuc khi ticagrelor duge ding ngay trude khi loc méu
{lﬁn Irent 18 AUC 49% va Cr 61%0), didu niy cho thiy ticagrelor khong b thim tich. N&ng dd tl.Ep xic
clia chit chmén hia ¢ hoat l[nh durgre ting vii mire di 1hﬁp hom (AUC 13-14% va Cinm 17-36%). Higu
qué ire ché tic dung két Lip tidu chu (IPA) cia ticagrelor khdng phu thude vio loc méu & bénh nhén l:nfu
bénh suy thin giai doan cudi va tiromg tr véi bénh nhin cd chire nfing thin binh thimg {xem phin Liéu
dieng, cich ding).

Bénh nhdn suy gan

MNing 44 dinh Ciax va dién tich dudi duwimg cong AUC coa ticagrelor & nhimg bénh nhin suv gan nheg
cao hom Lin It 14 12% vi 23% so voi nhitng ngwén khde manh binh thudmg, oy nhién, the ddng e ché
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két tdp tidu cdu eda ticagrelor twrong tyr gitrta hai nhom nghién céu. Khéng cin didu chinh lieu & bénh
nhdn suy gan nhe. Ticagrelor ehira duge nghi#n eiru trén bénh nhin suy gan ning va chum o thong tin
dirge ddng hoe cia thude & bénh nhin suy gan trung binh, O bénh nhén o6 mil hofic nhiéu xét nghi¢m
chirc ning gan ting trung binh hay nghiém trong so vl mire co bén, nn:l-ng; diy ticagrelor trong huyér
rcmg »in mirc trung binh hedic hoi ting nhg so voi cic doi tgmg khing cb ting mire co ban. I-'.'.hung
ciin diéu chinh lidu & I:ré:ﬂi nhén suy gan trung binh (xem phin Lidu ding, cich dimg vi Canh bdo vi
thin trong khi ding thudc).,

Chutg i

Bénh nhén co nguon goc chiu A ¢ sinh khi dyng trung binh cao hon 3996 so viéi nhém bénh nhdn da
tring. Bénh nhin da den ¢6 sinh kha dung cika ticagrelor thap heom 18% 50 vdi bénh nhin da trfing, Theo
cic nghién eiru duge I trén [dm sang, nong 4§ va thon gian tidp X0e (Crax va ALIC) cia ticagrelor ¢
bénh nhin Nhit Ban cao hon khoang 40% (20% sau khi digu chinh trong lrgmg co thé) so v6i ngiriri da
tring. Néng 48 va thiri gian tiép xic muﬁc & bénh nhin ty nhin ¢é ngudn goc Ty Ban Nha hode Latinh
thi cling tromg tr nhir & ching tHe da tring,

14. DU LI EL AN TOAN TIEN LAM S.ANG

Dir liéu tien lim sdng vé ticagrelor v chét chuyén héa chinh cia nd I-:]1Erng. cho thiy nguy cor khéng thé
chap nhin duge dbi vai tae dyng khing mong mudn doi voi con nguii dya tién céc nghién cini thing
thudmg vé dirce 1¥ an todn, dc tinh lidu dom va lgp Jai va kha ning giy dgc gen,

Kich img dum:g tiéu hoa dil duge quan sit thiy & mdt 5O lodi ddng vt & cdc mirc phoi phiém lién quan
dén 1im snng

o chudt cai. ticagrelor & liéu cao cho ﬂ‘lﬁ}' ting v 18 miic khdi u tr cung {ung thir hlt:u i tuyéu} v Eing
ty [& méc u tuyén gan, Cor ché ]-ﬁn]'l thinh khéi u cung co thé 13 do mat cén hﬂng ndi tiét t diin dén
khii u & chudl. Cor ché cda u l;u;u:n gan o thé |4 do cim g enzym dic hidu cda loai gim nham treng
gan. Do dé, nhing phat hign ve Ichﬁ nang géy ung thur duge coi 1 khnng, co lién quan dén con ngwi,
O chudt, nhimg bat thudmg nhé v phal 1ru.n da duge quan sit Thay & lidu gy diec cho chudt me (bién
d6 an todn 14 5 1] O tha, Jd5 quan sdt thily sy kém phat trién gan v xuomg & bao thai tir me & liéu cao
ma khéng cho Iha}' dc tinh & me (bién & an todn 1a 4,5).

Cac nghu:n ciru trén chuu;ul v thd dd cho lh.‘iv déc tinh sinh sdn, lam giam nhe sir ting cin cua co thé me
va giim I;:hél néng mng s01 va cén ning cia con sa smh wirl sir tAng trirdmg chiim. Tlfﬂfﬂ!m‘ tao ra chu
k:.r khﬁnE déu (hiu hit I& chu k¥ kéa dii) & chudt cdng cai, nhung khéng anh huémg dén kha niing sinh
sin néi chung & chudt :nng dyre va cal. Cac nghién ciu duge dfng hoe duge thire hién v ticagrelor
dirge dinh diu phong xa da chi ra ring hop chilt gbe vi cdie chilt chuyén hoa ciia nd dugc bai tiét qua
sira cia chudt,

15. QUY CACH BONG GOI: Hop 2 vi x 14 vién, vi Alu-PVC/PVDC.
16. DIEU KIEN BAO QUAN: Bao quan & nhiét d6 dudi 30°C, nen kha rdo, trinh dnh sang,
17. HAN DUNG: 24 thing ké tir ngdy sin xuét.
18. TIEU CHUAN CHAT LUQNG: Tiéu chudn nha san xudt,
19. TEN VA BIA CHI CUA €0 SOFSAN XUAT THUOC
UNISON PHARMACEUTICALS PVT. LTD.

Unit-111, C-7, 8, 9, Steel Town, Opp. Nova Petro, Moraiya, Tal-Sanand, City- Moraiya, Dist.-
Ahmedabad - 382 213, Gujarat State, India (An D).
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