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Rx-Thube nay chi ding theo dom thudc

HUONG DAN SU DUNG

I. Tén thuic
Jasugrel
1. Cic din higu hro ¥ va khovén cio khi dimg thube

Thudc miy chi ding theo dom thude cie bde si.
Bge ki hirimg ddn sir dung triede kki ditng. Néu can thém thing tin, xin hai § kién bic 5§
Pé xa rﬁmh}'rriun

3. THANH PHAN CONG THUC THUOC
dasugrel 5 mg
MAi vién nén chim § mg prasugrel (dang Prasugrel hydrochlond 5,49 mg).

Jasugrel 10 mg
MO vién nén chim 10 mg prasugrel (dang Prasugrel hvdrochlond 10,98 mg).
Danh sich iy 6 cic t duwge:

Cellulose vi tinh the

Mannitol (F421)

Matri croscarmellose

Hypromellose (E464 ]

Magnesium stearate i

Phéin ming bao- |

Hin dich bao miu ving pém cé: Lactose monohydrat, Hypromellose :Eiﬁ\_ iighium dioxide (E171),
Triacetin (E1518), St oxid mau ving(E172)

Tale

Phin Ibi vién: _
Cellulose vi linh thé
Mannital (E421)
Matric eroscarmelioge
Hypromellose (E264)
Magnesiom stearal
Phiin mang bao:
Hin dich ban mau be gdm cd: Lactose monohydrat, Hypromellose (E464). Titanium dioxide (E171),
Triacetin (E1518), St oxyd 46 (E172), Skt oxvd viing (E172)
Talc

3. DANG BAOQ CHE
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Jasugrel 5 mg
Vién nén bao phim.
Vién nén min vang. hinh mii o kép. &ip chim “5 MG™ & mt mit vd ~47607 & mdt con lai.

Jasugrel 10hmg
Vién nén bao phim,
Vidn nén mau be, hinh mii tén kép, dip chim “10 MG'” & mdt mat v “4759” & mat con lai.

5, CHI BINH BIEU TR) _
Jasugrel, sit dung phii hop vii acid acetylsalicylic (ASA), dugc chi dinh trong dy phing bin cb huyét khis
trén bénh nhan 1 nguin trudmg thisnh bi hdi chimg mach vinh cap (vi du daw thist ngye kbing dn dinh, nhii
méu co tim khing cd dogn ST chénh [UA/NSTEMI] hofic nhdi mén co tim cé doan ST chénh [STEMI])
¢d chi dinh can thigp mach vinh qua da sém hodc tri holin (PCT).

Bé biét thém thing tin, xin tham khao muc 14.1.

6. LIEU DUNG VA BUONG DUNG

Ell. l-

liuu v lidu dom 60 mg, sau di tifp tue ding lidu 10 mg mt 13n trong ngiy. O nhimg
bénh nhin dau thit ngye khing dn d'inh-nl:-g; may cor tim khing ¢6 doan chénh ST (UANSTEMI) duge

chup 46ng mach vanh trong vong 48 giér san khi nhip vién, khuyén cdo dimg liéu tin céng vio thii diém
can thiép mgch vinh qua da (xem myc &, 12 vi 14.1). Bénh nhin ding Jasugrel ciing nén dimg ASA hang

ngity (75 mg dén 325 mg).

) bénh nhin cé hii chimg mach vinh cip {ACS) duge xir I¥ can thigp di, viée

bdt cif thude ching két thp tidu ciu nbe, bao ghm ch Jasugrel, oo th lm Inl:f!tkh!u,

car tim hofic tir vong do hinh 1¥ cin bénh nhin, Khwhci-:-u‘rdmuh dn!-nlhhinglrﬁkiunﬁ

chi dinh Km sing ngimg ding Jasugrel {xem myc 8 va 14.1)

Bink mhdn = T3 nedi

I}nr:guq.'cn'x Ihqﬁ{ﬂnntﬂhu}-ﬁgﬂ}-mmm}va.hu;uqmcmmuﬁrklmngn.‘rmtgummh:nh
nhin > 75 tuci, khing khuyén cao sir dung Jasugrel cho céc bénh nhén nay. trir tiuémg hop ob nguy oo cao
(bl nbdn déi thio ot boje of ko sir nhbi mén ot tem) trong d5 gl fcb coa thudc vogt trdi hon v&
thistic o6 the dirge xem xét sir dung. Sau khi 48 cin nhike can thin by ich/n y o0 trén timg hénh nhin, néu
thhﬁﬂﬁﬁéﬂﬁ:ﬁnﬂﬁﬂh*?iﬂﬁhﬁeﬁﬁhmﬁk&dﬂnﬂﬂ thn céng 60 mg . sau 46 ding
El!udwﬂp_m:uhgmnsm;.ﬂtﬂhnhm*?jmﬁjﬂhﬁmmm{ﬂcm,mgphumﬂthwhﬂrﬂug
&6 cht chuyén hda cd hogt tinh ciia prasugrel trong fuin hodn cao hom & nhimg bénh nhén nay (xem muc
B, 12 141 va 15).

Bink whdn cdn ndng <40 Ly

Nén ditng Jasugrel vdi lidy dom thn cng ban diu 13 60 mg, sau 36 tiep tuc duy tri liéu 5

ngiy. Khing khuyén cdo dimg lidu duy i 10 mg mit Iinlmn nghy do 1ié nwhnungmgngdﬁcﬁc
chuyén hoa cd hoat tinh cia prasugrel, ting nguy co xudt E.hﬁ:bhildincﬁtlnugﬂgﬂﬁﬂkg!ﬂ'-‘m
bénh nhin cin ndng = 60 kg, Higu qua vi 30 mmnnmiléuﬁmgdim duoe diinh gid tién cing (xem
mue B, 12 v 15),
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Khing cdn hi¢u chinh liéu cho bénh nhin suy thin, bao ghm cé bénh nhin bj bénh thin giai dogn cudi {xem
muye 15). Kinh nghiém sir dung thubc cho bénh nhin suy thin con han ché {xem muc &)

K garn

Khéng cin higu chinh lidu cho bénh nhin suy gan nhe dén trung binh (phén logi ChildPugh A v B) (xem
muc | 5). Kinh nghiém sit dung thode cho bénh nhén rdi logn chite ndng gan nhg vi trung binh cin han ché
{xem myc &), Chong chi dinh ding Jasugrel & bénh nhin suy gan ndng (Child Pugh C),

Mhicm bénd nifin

Syr an todn va hidu qui cia Jasugrel & tré em didi 18 mdi chia dinge xic djnh. D ligu nghidn cir trén tré
em bi thitu mau hing cis hudi litm rat han ché {xem muc 141}

Cich di
Chi ding duirng udng. Jasugrel b thé cling hodic khing cling véi thire &n. Udng lidu tin cong 60 mg
prasugre] e 361 cb the o the dung khdi nhanh nhit (xem muc 15). Khing cin hodc bé vt vién thudc.

7. CHONG CHI DINH

Min cim vai hogt chit hojc bikt cir thanh phin nio cia thude duge liét k& rong muye 1,
ﬂmglnahwtfmh huyét

L tien sir 33t quy hodc com thitu méu ndo thodng qua (fransient ischaemic attack -T1A).
Suy gan nfng (phin logi Child Pugh C).

& CANH BAO VA THAN TRONG KHI DUNG THUOC

Npuy cor xudl iy

Trong thir nghiém 1im sing pha 3 (TRITON)., tifu chudin loai trir chinh bao ghm bénh nhiln e ting nguy
co wust huyet; thidu maw; giam tiéu cin; tén sio bénh 19 ndi sp, Binh nhin cb hii chimg mach vinh cip &5
mﬁ#mﬂd@mﬁﬂmﬂﬂhﬁvﬁilmgﬂlﬁmﬂﬂﬁﬂﬂﬂﬂﬂlkcﬁ ngny ca xudt hign
nghiém trong va xudt huyét khing nghiém trong theo hé thing phin legi tién soi huyét trong nhdi min oo
tim (TIMI). Do di, chi nén vem xét i dung Jasugrel trén bénh huyét khi Ioi ich dy
phivng bién o thitu man hogi tir viegt trdi hom nguy co xut huyét d3c bidt chi ¥ trén
cle bénh nhin:

«=T5 wdi (xem dudi day),

tuémmgxmhwltiviw“hﬁihiﬂﬂnm vira trii qua phliu thast, mai bi xudt huydt tidu hoa
hodic xust hayét tidu héa ti phit hodc loét da ddy tiln trién)

» cin ning <60 kg (xem mye 6 v4 12). Trén nhimg bénh nhdn ndy, lidw duy 1) 10 mg khing duge khuyén
cho. Nén sir dung ligw duy trl 5 mg.

» sif dung dimg thévi vi cac thuoc lam dng nguy xudit buyét bao pdm cie thubde ching dong mdo duémg
uing, clopidogrel, cac thudc khing viém phi steroid (NSATD) vi cie thube lam tidu fibrin.

!ﬁmﬁmnﬂnm“ﬁ xut huyét néu cin dio nguge e dung dwge 1y eia Jasugrel, e thé ruybn tidy

Do ngury cor gy xouht huyét (bao ghm cd xudt huvét giy tir vong) vi hidu qua khing  ring trén bénh nhin
= 75 i, néi chung khing khuyén cdo sir dung Jasuprel cho cic bénh nhan ndy, trir tnrémg hop bénh nhin
et nguy co can (bénh nhin d4i thao duimg hojic c6 tién sir nhdi mau co tim) khi hidu gua dy phing bidn cf
lhiﬁ:uﬂuzurh@dnlhuﬁcwwlhmnmmﬂﬂlhmﬁugﬂwmﬁﬁnﬁnqﬂmﬁccﬁ-ﬂﬂmlﬂ
xem xét vii phii sit dyng thin trong sau khi bic si ditu trj d dinh gid can thin lgi fch/nguy co trén timg
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binh nhin, Trong nghién cins lim sing pha 3 tkﬁnhﬂﬂnm}mrﬂu}'mwhm&tcm !:ﬂngumtn
tuﬁhu;rflgi}'mvmuﬂumimhmhmhnhm{?SM| Tmn;nuﬁnghupk&dmeu:udﬂngmunlim
dn}'mllupﬁmg.klmn; khuryén cdo sir dung minc lidu duy tri 10 mg (xem myc 6 va 1212),

Hién tai it c6 kinh nghiém didu trj prasugre] trén bénh nhdn suy thin (bao gbm ci bénh thin giai dogn cudi)
i trén bénh nhdn suy gan mirc & trung binh. C6 thé c6 ting nguy co xuit hoyét trén céc bénh nhin niy.
Do 46, nén thin trong khi si dung prasugrel cho céc bénh nhin niy.

Théng tin tir v viln 861 tuomg bénh nhin nguid Mhit va Trung Qude of nguy co xult huyét nii s cao hon
50 v r&:qninﬂh&nhmh Hr cic mirde phiong v, Prasugrel khing lim ting nguy co xubt huyvét ndi
sp irén todn b quin thé binh nhin tham gia thir nghigm lim sing (TRITON TIMI-38). Kinh nghi¢m diéu
trj bding prasugrel trén cc bénh nhiin chéin A con han ché. Do 846, nén thiln trong khi sir dyung prasugrel irén
caic be¢nh nhin nay.

Béoh nhdn chn duge tr vin ring qub i clm méu co thé kéo dii hon binh thubng khi su dung prasugrel
(it hep vési acid acetylsalicylic) dbng thivi bénh nhdn nén thing bio vii bae 57 néw xult hidn chay mau bis
thuimg {vi tri holic thér gian) trong qua trinkh ditu tri.

Trong méi thir nghiém lim sing trén bénh nhin nhéi méu oo tim khéng ¢4 dogn chénh ST (nghién cin
ACCOAST), bénh nhin dupe chon ngiu nhign 38 chyp d6ng mach vinh trong vong 248 it sau khi nhip
vién, dunge ding mit [idu tdn Prasugrel trung hinh 4 gidr trade khi chyp déng mach vinh, didu niy lam
ting nguy oo xust huyét chu phdu nghigm trong vi nhe so voi viée ditng mot lidu tin cong Prasugre] i
thiri diém can thiép mach vink qua

da. Do d9, & nhimg bénh nhin dan thit ngoc khing dn dinh/nhdi més co tim khing c6 doan chénh ST
dupe chyp d6ng mach vanh trong vong 48 git saun khi rﬂﬂpwh:ﬂckhu)'éncﬁndﬂqiléuthm vin
thiri diém can thiép mach vinh qua da, (Xem myc 6, 1212 va 14.1).

P thiat .
Bénh nhéin cin dwge tr vin 38 ho th anﬂdhﬁ:an-irﬂuswmhpmdmgugdnuﬁnhh
clr phiu thugt mio vi trnde khi dimg bat cir thisde mdi niw., Néu bénh nhéin pha ign cac phiu thudt
mm:mm:ﬂmmﬁcmmmmmm téu ¢ b \dyng khing mong mudn,
nhmmrﬁwnmmnwnmmmﬁmm xudt xuld, hijydt (ing 1n (3 ldn) vis xudbt
uyét ngng hom cb thé xudt hign trén binh nhdn cd phiu thist bic cho mach viwh frong ving 7 nghy ngimg
dﬂngrrmsugrdtmmt‘lmmmmmnlfllﬂﬁwwmmmlmumm
dﬂn&mnhﬁ:mﬂhfﬁnhﬂmlh:ﬂnphuthuﬂhk:ﬂumhvmhdp

:!u ¥ u

Phén img qub man bao gom phi mach & dirge ghi nhin trén bénh nhan ding el, bao gdm ca bénh
Hhﬁit&tﬂh!ﬁﬂﬁnﬂ.‘ugquﬁhﬂﬂ“ﬁ:hﬁdmLEﬁhMﬂi:&ﬂuHhﬂﬂnﬁ:bﬂmmﬂn
dii cb tién sir dj img v diin chit thienopyndin {xem myc 12),

Bar tinkl Ml gicmr (e oo buyt kel wnhotic Thrombooyiopaenic Purpwra -TTP)
Ban xni gham tiu e ﬂﬁlﬁgﬂdﬁ.&ﬂhﬁnb&ﬁtﬂﬂhﬁmmtﬂi}huﬂtlinﬁ
m@mmmdﬂmdﬂumkipmﬁi

Lactose
Bénh nhin of cic bénh di truyén hitm gip nhir khing dung nap galactose, thidu hyt men Lapp lactase hodc
kém hip thu glucose-galactose khing nén ding lasugrel,

.....
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9, SUDUNG THUOC CHO PHU NI CO THAI VA CHO CON BD
Chars co ¢éc nghién el lam sdng duoc thuc kidn rén phy nir co thal vi cho con bi.

Liag ik 6 thai.

Cic nﬂﬂﬁncﬁummmﬂnﬁmchﬂmmhﬂﬂw_ﬁiﬂcmm trén phy nir b thai, trén sy phat trién
ciia bao thai/ thai nhi, qua trinh sinh sin hodc phit trién sau khi sinh (xem myc 14.2). Do cic nghién cin
wé khd nfing sinh sim trén djng vit khing phai luon phan dnh ding dsp img trén nguiri, chi nén sir dyng
Insugrel cho phy nir b thai khi ke ich cia thufic vt ngui me visge trdi nguy co gy hgi cho thai nhi.

Phu wir cho con i

Eﬂmhiéllﬁmm[nﬁhﬁiﬁéiqnﬂnm;uinnguﬁilu}'ﬂrﬁn;_l:irnﬂihcﬂuu&nmmﬂmﬂnﬁy
prasugrel bii tict qua sita me. Khing khuyen cao sir dung prasugrel trong thivi k¥ cho con b

Sins geih;

Prasugrel khing anh huémg dén khi niing sinh sdn trén ci chodt cong dwe vi cdi & Héu wbng lén dén gip
240 Hn ligu duy iri doge khiryén clo sir dyng trén ngenisi (tinh thee me'm? dién tich co thé),

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

Chara o6 ¢ic nghién et duge thye hién trén kha ning I xe v vin hanh mdy mbc. Prasugrel duge dy kién
la khing o6 anh hidomg hojc anh eong khing ding ki trén kha ning 14 xe va vin hanh may mac.

1. TUONG TAC, TUONG KY CUA THUOC
Twwng tdc virt che thude khdc vi cic dang khdc cia g the

Warfarin: Sir dyng dbng thiri Jasugrel vii cdc dlin chit coumarin ke ngodi warfarid chim duge nghién
ciru. Do Jim tang nguy co xudt huyét, nén thin trong khi phéi hop warfarin ( coumarin
khac} v prasugrel (xem myc B). |~ /

Cde thuiic ching vidm phi steroid (NSAID): sir dyng dbing thini prasugrel va cic thube NSATD thiri gian dai

choa duge nghicn ciu. Do lim ting nguy oo xuil huyet, nén thin trng khi phii hop prasugrel véi cac
thubc NSATD thivi gian & (bao ghm ci che thede tre ché COX-2) (xem myc 8.

Jasugrel co thé sir dung duwgc ddng thiri vii cic thube chuyén héa qua enzym cytochrom P450 (bao ghm
cac statin, hodic cie thude gy cim imy hodc ic ché enzym cytochrom P450. Jasugrel 6 thé duge dim
cimg acid acetylsalicylic, beparin, digoxin vi cdc thudc kim ting pH dich vi, bao gom ca céc thade (e
bom proton va dc cbé thy thé Hy. Mic di chua co nghién cini vé cic twong téc chuyén biét nay, trong
nghién cini lim sang pha 3, Jasugrel 81 Mupe dimg ciing véi heparin trong lugng phin tir thip, bivalinodin
vih edc thudc tre ché GP 1b/Ila (chus cf cie thing tin vé logl thuds ic chié GP 11b/111a dwoe sir dung) va
chirs ghi nhin due che dilu higu vé ftong tie bét 1gi cb 7 nghla lim sing.

I!E . = r | .I'i!u E I [-

=
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Actd acetvlzalicylic: Jasugrel dwge ding Abing thin v acid acetylsalicylic (ASA).
M i c6 the b tromp tée duge lye hoe voi scid acetylsalicylic dan llni:guy oo xudt huyét, cic bing
chimy cho thiy hidu qui vi 80 an todn cia prasugre] trén bénh nhdin dwge didu i dbng thif véi ASA

Heparin:

Truyén tinh mach nhanh li¢w don heparin khang phin doan {lidu 100 Ukg) lam thay déi khong ding ké tc
dung i ché két wp tidu ciu cin prasugrel. Tuomg ty, prasugrel lam thay d6i khing co ¥ nghia tac
chiing Adng cika heparin, Do 48, ¢d thé s dyng dng this prasugrel va heparin. Nguy co xuft huyét co th
ting khi diing Jasugrel ciing vifi heparin,

Statins. Atorvastatin (litu 80 mg/ngay) khing lam thay dii duge dbng hoc cia prasugrel vi the dyung e
ché ching két tiip tifu cliu cia thube. Do do, cac statin, co chit cia CYP3A, khing dnh himg dén duge
ding hoc holic tic dung ching két tip tidu clu cia prasugrel.

Cic thutkc am 1ang pH dich vi: dimg dbng thisi ranitidin {thube e ché thy thé Ha) hoae lansoprazol (thudc
érc ché bem proton) hing ngdy khéng lim thay d5i dign tich dudi dugng cong AUC chilt chuyén hoa cb
hogt tinh cia prasugrel vt Tow nhimg lam gidam C, tuong img 14% vi 29%. Trong nghién ciu lim sing
pha 3, Jasugrel dwge sir dyng ma khéng cin ciin nhilc viéc diing cling voi cic thude e ché bom proton hode
e che thy the Hy. Udng lidu tin cdng 60 mg prasugrel khing cimg vifi che thude ic ché bom proton co thé
kim tic dung kb ddng cia thufc nhanh hom,

Cée thude i ché CYPIA: Ketoconazol (lidu 400 mg hing ngiy ). thude e ché manh va chon loe CYPI A4
vl CYP3IAS, inh hirtmg dén ti dung tre ché ket tip ticu ciu cia prasugrel hoge dign tich dudi duimg
cong AUC ciia chit chuybn hia cb hogt tinh cin prasugrel va Tow, nhumg 1m gidm Cp. tir 34% dén 46%.
Do dd, cic thubc oc ché CYPIA nhu cic thudc khang nim azol, cic thude Go chié HIV protease,
clarithromycin. telithromycin. vempamil, ditiazem, indinavir, ciprofloxacin va mude ép budi ding anh
hurimg khiing o ¥ nghTa dén duoe dong hoe cim chdt chuyén hoa cé hogt tinh cia prasugrel.

Ciic thude gdv cdm timg cytochrom P450° Rifampicin (600 mg/ngiy), thude ghy chm (mg manh CYPIA va
CYPIB6, v gy chm tmg voi CYP2C9, CYP2C19 va CYP2CE khing lim thay i co ¥ nghin duge Sdng
hoe cia prasugrel. Do 8, che thude giy cim img CYP3A 48 duge biét dén nhir rifampicin, carbamaiepin
wil cic thuiic cam dmg cytochrom P450 khic duge dy kién khing cd anh hdng ding kE dén duge ding hoc
cita chitt chuyén héa cé hogt tinh ciia prasugrel.

Anh huring cii Javugred trén cdc thuae khve:
Diganin: Prasugrel khing giy dnh hiuong cé § nghia Tim sing dén duge ding howcifidigoxin,

' - |
Caic thuoe chuyén hoa gua CYP2CY: Prasugrel khing ic ché CYP2C9, do dé kh harémg dén dupe
dng e clha S-warfarin. Do lim ng ngay oo xudt huyét, nén thin trong khi sit dung d3ng théi warfarin
vil Jasugrel (xem myc §)

Cie thide chuydn héa que CYP2RG: Prasugrel ob tic dyng tc ché véu CYP2R6. Trén i tinh nguyén
khée manh, prasugrel Em gidm 23% nong 89 hydroxybupropion sau chuyén héa trong tisin hodn, mit chit
rhahhﬁa:ﬂlhumphni:nmﬁmﬂ?FlBﬁ.T&mﬂynd lién quan trén l&m sing chi khi
prasugrel ding cing cic thude chi chuyén hén qun con duimg CYP2B6 va c6 khodng Siby tr hep (vi du
cyvclophosphumid, efivirenz),

Twong ky: Khing dp dung.
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12. TAC DUNG KHONG MONG MUON CUA THUOC

T it culc i lign vé dij an todn ceia thudc

PN an toin cia thude 1580 binh nhan cd hi chimg mach vinh cip dirpe can thidgp mach viinh qua da 43
dhge ddnh gid trén mit nghibn et o6 88 chitmg sir dung clopidogrel (TRITON) trong d6 6741 bénh nhin
d3 dirge didu rj bdng prasugrel (lifu tin cong 60 mg va lidu duy i 10 mg hing ngay) trong thivi gian trung
binh 14.5 thing (5802 bénh nhan duge digu trj trén 6 thing, 4136 bénh nhin didy tr trén | nam), Ty 1
ngimg diéu tri do cic bign cf bat Ii cia thudc 14 7,2% 8 vai v 6,3% abi vari clopidogrel. Trong
&%, xudt huyét lh phan img phy thuémg ghp nhit phai dimg difu trj cda ca hai thufc (2,5% d8i vdi
prasugrel vii 1,4% d6i v clopidogrel).

Nt iyt

Bidn o it hagydt khawg lidn guan dén ]ﬂuh thudt bic chu mach vanh

Trong nghién cine lim sing TRITON, tin xult bénh nhin khiong phiu thudt kic chu mach vanh hén quan
dén bién co xuit dwpre trink bay trong bang 1. Tin sulit xudt huyér nghidm trong theo lida tidu
&t khéi trong nhoi méu co tim (TTMI) khing lign quan dén philu thudt bic edu mach vinh, bao ghm ci
xudt huyét de dpa tinh mang vi giy tir vong, ciing nhur xuit huydt kKhing nghidm trong do lidu tiku
hu}lélhlﬁ]hnugnlﬁinn'u:nlimﬁnhﬁ:lhdﬂndﬁuhimpmupﬂmm&j“hhth ké 50
viii nhom binh nhin dimg clopidogrel bénh nhin dau ngywe khéng &n djnh/nhéi méu co tim doan ST khing
chinh (UANSTEMI) v tht ca nhdm bénh nhan h{ahﬁi chimg mach vinh cp (ACS). Sy khac biét

¢t ¥ nghla duge ghi nhin trén nham bénh nhin nhéi mau co tim dogn ST chénh (STEMI). Cac vi tri xaat
huyet tr pht thudmg g8p la duimg tiéu hda (15 18 1, 7% vii prasugrel v 1,3% véi clopidogrel); vi il gy
nén xuiit huyét thuimg gip nhit 1 thing ding mach (7 1 1,3% véi prasugre! vii 1,2% vii clopidogrel).

Bang |: Bién ci xuit huyét khing lién quan dén phin thudt bic clo mach vinh. (% bénh nhin)

Bién ci Todn bil bfnh mhin ACS UANSTEMI STEMI
Prasugrel® | Clopidogrel* | Prasugrel® | Clopidogrel | Prasugrel® | Clopldagrel®
+ARA +ARA +ARA +AEA +ARA +ASA
(N=6741) (N=6T16) (N=2001) =400} iN=1T40) (N=1736)
Nudt huyét nghicm 2.2 LT 23 | 15 33 )
do WEa
yd g i
g o tim'
De doya tinh mgng” 13 [ 13 0.8 -y 1
Tir vong 0,3 0,1 0,3 o, LY F i1
Kot huryée 03 [ 0,31 03 07
ndi w cb tridy
chimng (ICH
Cin phai sur dyng 03 0,1 03 0,1 03 02
cic thelc wvin
mych
Cin can thigp 03 0,3 03 03 0.1 02
philu thuj
Cin truyén mdu 0,7 0.5 0,6 03 (R 8
(24 dum vi)




https://trungtamthuoc.com/

Nult huyét nhg do 74 19 23 16 R 35

au sl by i trong
nhii mim cor tim'

i e i o chivde mem xer dhpe dlirk il treo oo (F0 chi cioe i agiede i fu Tor fedt romg mwhr men od fm

b e i e i oo ke diepe o dynge shich b

¢ By o o Pyl miht v e hodie sl ok et gyt S i v s s e e s (fw vidc g liemogiobim 25 gl
of Niasid fropvods e afpsa vindy s i g gruecimy By ool awcd gyt mphudon trgang ado nibn sen iyl aromg whds mdw oo m bao pdm
celv Pl ohart iy, Aid ks vl b vl Forerc vl Aigr o nivda Reimg ke o

¢ JCH =kt hagdt i g

f Xudit hudt badw hodm irén ldw simg b quan din vjc gram bemogloban 23 gl niiemg < § gl

hi mivelie = 79 pueeh
T¥ uﬁﬁﬁuﬁmmmmm tign s@i huydt trong ohdi mia co tim khéng lién quan dén phiu

thudt bic ciu mach vanh nhw sau:
Tudi Prasugrel 10mg Clopidogrel 75my
=75 mudi (N=1785)* 9.0% (1.0% tir vong) 6,9% (0,1% hr vong)
| <75 i (N=11672)* 3,8% (0,2% hr vong) 2,975 (10, 1% ha vong)
< 75 fuii (N=T1B0)** 2,07 (0, 1% uk vong) * 1,3% (0.1% nr vong)
Prasugrel 5§ mg Clopidogre] 75mg
=735 uoi (N=2060)** 2,6% (0.3% tr vong) 3,0M (0.5% hr vong)

*Nighid <itw TRITUN frén bérsh APl i chniimg, mmach vaandt oo dpre coan LG moch vl gt dix
=N ehvdm ol TRILOGEY-ACY btk alsdn vbag can thidp mock vhal gue o tree 1410
*{itmg praswgrel: Smyg prosugrel afy odn ndeg © Aty

< 5
T:irlﬁmlllg huryét nghiém trong hodc nhe do tigu sei huyét trong nhdi miu co tim khong 1ién quan &n phiu
thudt bic ciu mach vinh nhir sau:

Ciin ning Prasugre| 10 mg Clopadagred 75 mp
| <6l ky (N=664)" 10, 1% {{Fs 1 vong) £, 5% (11, 3% tir vong)
=60 kg (N=12672)* 4.2% (0,3% 1 vong) 3, % (0, 1% t vong)
=60 kg (N=TR45)4* 2.2% (0,3% tir vong] " L.6%% (0.2% ti pong)
Prasugre| 5 mg Clopadogrel 75 s
<hlikg (N=139]1** B A% (D, [ % i I 2% (1.2 I

*Nghuim cirw TRITEAN trdm bind el bl civimng mck winh odp dise cow tiflp mpch
**Nghuin cir TRILCXGY-ACS trén bénh whin kidmg can tudp moach vinh gua d trem 14,0}
* g pragugrel; Smg prasigrel miv = 73 bl

Biinh it 260 kg v fudi_<75

Trén bénh nhin =60 kg vi mdi <75, 1 18 xuit huyét nghiém trang hoje nhe do tiéu sgi huyét trong nhdi
miéu cor 1im khéng lién quan dén phiu thudt bic chu mach vanh 18 3,6% abi voi prasugrel vi 2,8% ddi vai
clopidogrel: 1y 12 xuiit huyét giy 1ir vong 14 0,2% vdi prasugrel vl 0,1% vdi clopidogre]

il TELART EFE Sl P ERLARET T (s 7]

rong nghién cins lim sing pha 3, 437 bénh nhin 48 trai qua phiu thudt bic chu mach vanh trong qua trinh
nghién ciru. Trong 56 cdc binh nhiin ndy, 1 I xudt nghiém trong hodc nhg do tidu soi huyet trong
nhéi mdu co tim fién quan dén CABG 14 14,1% d6i vdi nhom ding vi 4,5% @b ver nhdm dimg
clopidogrel. Bién cb xult huvdt cé nguy co cao hon trén cic bénh nhan didu tri hing prasugrel kéo did dén
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7 gy ke tir liéu gan diy nhat con thude nghién cin, Boi vai bénh nhdn ding din chit thienopyridin trong
ving 3 ngiy trude CARG, ty 1§ xuiit huyét nghiém trong vi nhe do tigu sgi huyét trong nhéi mau cor tim 1
26.7% (12 trong 54 44 bénh nhin) trong nhom ding pras :nrﬁ&.m:&mﬁmiﬂlmﬂ]m
nhdm ding clopidogrel. DA w1 bénh nhin ding Iy cudi thienopyridin trong vong 4 7 ngiy tre

CABG, ry ¢ gidm xubng 11,3% (9 trong s 80 biénh nhdin) irong nhém ding prasugre] va 3,4% (3 trong 6
%9 bénh nhan) trong nham dimg clopidogrel. Trén 7 ngay sau khi ngimg ding thuse. 17 1& xudt hyét lién
quan #én CABG duge ghi nhin wrong ty gii cic nhom ditu tr (xem muc §),

Trong m{t nghién ciru kim sing thye hign trén bénh nhin nhéi mau co tim khing cé dogn chénh ST
(nghién ciry ACCOAST), bénh nhiin drec chon nglu nhign dé chyp d8ng mach vinh trong vang 2-48 gid
saw nhdp vién, bénh nhdn duge ding mit lidu tin chng 30 myg treng binh 4 gii trude khi chup dong mach
viinh, sau &6 dimg mét licu tin cong 30 mg tai thin diém can thiép mach vinh qua da, didu ndy lim ting
nguy co xult huvét chu phiu & béah nhén khing phii thujt bc cdu mach vinh va kiving cd Igi ich nao
vt irdi 50 vori bénh nhiin dimg mdt libu tdn cdng 60 mg tai thin didm can thigp mach vinh qua da (xem
phiin 6 vt §). Ty 1€ xuit huyét d tigu sgi huyét trong nhéi méu co tim & bénh nhin khing phiu thudt bic
chu mgch vanh trong 7 ngay nhir san:

Ty 1§ dunyg Prasugre] truoc khi Ty K ding Prasugrel ips
chup ng mach vink® ihin didm PCT
(N=2037) ((T= 103
Tie digng khiing mong muda
% %
Nudt huwet nghiém trong® do tiéu sm vt mong 13 0.5
nhéi miu co tim (TTMI)
B dpa tink mang® 05 62
Tdr vory 0, ‘\1&\ ‘f:'ll (1 X))
Xt uyer wi si 0,0 LY i 0.0
¥ éu ot tim 03 0,2 ==
éu cdu phia thafr can thidp. 0,4 0,1
¥ i tryen man = 4 don v 03 0.1
Xulit buyét nhe” theo hidu phap tiéu sqi buyét L7 0,6
trong nhdi miu co tim (TIMI)

“Cebe: Jigne phctp dicin vl khate dorge sar g gt carch dhich hop. D6 camrng aghidn e km sdng duoe cung edp cho
il cdb e bdmh nhidee g caspirin veh meit diéw preesugre! duy bri hing ngiy




https://trungtamthuoc.com/

10

*Nincht hcydt mdl 5p hade helr i xudr by ndo redn I sdmg (8 guan din vide gldm khemoglobin 25 gl
 Xudt Fuyér de doa tieh mang 1 mit g e o xudt lat mgiiém tromg thea lign phdp niéw 5o e trong
nhdi miu cortim v bao gim cdc wic dung thing mong i B e, AT Bl by o che udt Rider o nividn

Mo fohae mivry
P =xudr fundt nd so.
“Xuadt huvdr irén idm sdrng Nén quian 8 rang 101 vide gkim hemoglobin 23 pdl nharg <3 gdl

Bimg ting hp cde phan img bt Igi cia thube

Biog 2 tim til cic phan img bat e Bén quan dén xudt huyét vii khimg xuil huyer trong thir nghiém 1am
sing TRITON hodie tir che biio cio tir phit duge phiin logi theo tin sudt v bé co quan. Tan sudt xuit hign
durge dink nghia nhir sau: phé bidn (> 1710); thutmg gip (> 17100 88n < 1/10); it gip (> 1/1000 dén < 1/100);
hidm ghp (= 1/10.000 3 <1/1.000); rit hidm gap (< 1/10,000); chira biét (khéng thé wire tinh dirge tir che
dir liéu hign ed).

Hing 2: Cée phin émg bt i lidn quan 3én xudi byt vi kbing xudt buyér

:_“":"“""" Thirimg gip it gap Hiém giip Chyra biét
Cac v o T s | T v ey oy g 5 ey
vél hach it tifu cho haydt khii
e e T B P B e e i Y .-ITP. -Mhhal
Ceie: vl Fogm b mad Qud min bao gbm
| dich ph mych
Céie rdi doan shi gide Kude huyde mid
“Cado rid loan trén
_mgch T
Cde mbi foan trén b | Chiy mdu cam Huo ra maw
i iy, fmg meguec v
| trag: thalt ’
Cac riu loge rin he | NUat hayef 160 bow | Sull buyet sau phise
niéu i mape, Ximt iyt tuc
sring.
Xult hign mdu trong
phan
{ Hacmatochezia)
Chily mdu naiu
Ceie i Jogw frén o | Phit ban tg médu
vilt md v ddea
Cde rai {ogn frin | Tiéy ra miy
Cde ral togn chung | Ty mau 1 v il vo
v fmi v i dwe mr:h.)ﬁlhu-*ﬁfi I\Q}V
| thude vj tri v0 mgch
Chidn g, Byng dip Xust huyet saumi | Ty mio duoi da
e v ode B {C ontusson)
cinmg Liw iheo

Trén bénh nhin o hofic khing cé tién sir con thifu man nSo thodng qua (TIA) hodc 86t quy, bién co &t
quy trong nghién ¢l Lim sing pha 3 dugc rinh bay dudi diy (xem mupe 8):
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Tién sir TIA T,
Prasugre] Clopidogrel
haodc dit quy i o
i (N=514) 6.5% (23% ICH") 1.2% (0% ICH™)
Khing (N=13080) 9% ( 0.2% ICH*) 1.0% (0.3% ICH*)
* I H=xudt huvdt ndi 50
o pldn i igri

‘ﬁlh:Mn:hﬂﬂnﬁmhﬂt_hiuﬂﬁilﬁmwmﬁtl&rﬁtmmﬁiﬁépmﬂmdﬁimmbfmggjm
Igi fch va nguy co cia thube. Cac cin bi ¥ 12 cdn béo cao bit k¥ phan img co hgi no théng qua hi théng
héo ciéo Bk

Thing bde che bdc st nhitmg tic dung khimg mong mubn gip phii khi sic dgng thudc

13 QUA LIEU VA CACH XU TRI

Cudi liéu Jasugrel o6 the din dén kéo dai thi gian chay miu vi kéo theo cic bien chimg xudt huyét, Hig
chira 6 cic dif ligu vé sur dio ngwos the dung duge 1Y cia upﬂ:hwnhﬂmn!udnﬂmh:h&m&ir;
chinh thiri gian chay miu kéo di, cd thé xem xét truydn tidu cdu vivhodic cie ché phiim méau khic.

14.1 PAC TINH DUQC LUC HOC
14.1 Durge Iye hge

Whém dirge B digu tri - Ching kit tip tidu cin khdng phai heparin
M ATC (BOIAC22

PruuwtlEmﬂ:c%hﬂhﬁaﬁﬂttﬁ:ﬁ!udum“quuuﬁ hbi phyc chiit chuyén héa cb
hoat tinh ciia thude vai nhim P2Y s cua receptor ADP trén tiéu chu. Do tiéu ciu tham gia vio qus trinh
khivi dng vi/hodc tien trién cia cac bin chimg huyét khii trong xo vire ddng mach, e ché chire ning cita
lidu ciu oo the lam giam cac bién od tim mach nher tir vong, nhdi man co tim hodc 36t quy.

'Siu.ll:hidnglﬁulhnﬁnnggmuprLﬁ:dm&ccﬂk&ﬂpﬁéuﬂnﬂﬁngmm' ADP xuit
Hénsmlﬁﬂrﬁt\rﬂiﬁpHADFviiﬂphﬁltéilﬂpHADF.Tﬁcdwgﬂtclékﬂitﬁ:liéunﬁﬁi:hﬂﬂng
qua cam img ADP cia prasugrel 1a 83% voi 5 M ADP va 79% voi 20 pM ADP, ca hai truimg hop
B9 ngwiri khoe mgnh vi bénh nhin xo vira ddng mach oo dinh dat dugc 'Jtmh&tﬂpﬁéuduh
nhat 50% trong | gidr. Tac dung tre ché cia prasugre] thing qua trung gian ket tip titn cau the hidén sy thay
di thip gitra cdic dii nmg (9%4) v rong timg dii tugmg (12%) & cb ndng 36 5 uM vi 20 ADP. Tac

dyng i ché két t@p tiéu cin trung binh & trang thii dn dinh twong dmg 1a 74% o & phng 3 5 uM vh
mmmp,mammzdnjn@gmpu:sdlihmymmm;uép liih thn cdng 60 mg.
Hom 9%% nguin diing thude dat dirpe the dung e ché két tip tén cln >20% gian ding lidu duy

tri.

Quad trinh két thp tin cu din tro vé gid trj ban diu trude diéu trj sou 7 dén 9 ngly ngimg ding prasugrel
lida vin cong 60 mig vi sau § ngay sau khi ngimg dimg Héuduyuiﬁhmglﬂihﬁnh.

Dir lifu chuvén d8i: Sau khi ding lidu 75 mg clopidogrel mdt ln trong ngdy trong 10 ngdy, 40 ngwir
khoe manh duoc chavén sang dimg prasugrel 1ﬂmgm@l1£nmmiycﬁh¢:kﬂnudﬁngliﬁnthnﬁﬂi
60 mg. Tic dyng (e ché két dp tidu cdu trong nr hode cao hon di duge ghi nhin vii prasugrel. Chuyén

Ee
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ngay sang lidu tan cong prasugrel 60 mg che phép khii dong nhanh nhét tac dyng (o ché tiée ciu can
hern. Sau khi démg liéu tin céng 900 mg clopidogrel (két hop acid scetylsalicylic), 56 bénh nhén cé hdi
chimg mach vinh cip duge didu tr trong 14 ngay vii prasugrel 10 mg mft lan'ngdy hoje clopidogrel 150
mg mit lanngay, sau dé chuyén sang ding clopidogrel 150 mg hojic prasugre] 10 mg trong 14 ngiy Iiép
theo. Tac dyng irc ché két tip tidu chu cac hon &8 duge ghi nhin trén nhdm bénh nhin chuyén sang ding
prasugrel 10 mg so win ding clopidogrel 130 mg. Trong mdt nghién edu tge hign trén 276 biah nhdn b
chimg mach vinh cap dwge didy trj can thidgp mach vanh qua du. chuyven tir mét litu tAn cong ban diu 600
mg clopidogre] hoje gid duge ding trude khi chyp ddng mach vinh sang mét litu thn cong 60 my
Prasugrel ding tai thivi diém can thigp mach vinh qua da, dan dén ting sy i ché két vdp tidu cdu mong
vismg T2 gid nghién cine.

:

:;Fhiz-ncr:rulimsingﬂmimmﬂ d =0 sanh Jusugrel (prasugrel) vai clopidogrel, ca 2 thudc déu ding
t hyp voi acid acetylsalicylic vi ligu phip didu tr chulin khic. Nghién cin TRITON 1 mét nghién cim
i qu ghnﬂuﬂmnﬂdﬁLnﬁn&ﬁrnm;sthngﬁm 13608 bénh nhin. Bénh nhin cd hdi chimg
mach vinh cip vdi mw:udluﬂ:.itnmh: khing &n dinh (UA), nhdi méu co tim khing c6 dogn ST chénh
(NSTEMI) hojie nhéi mdu co tim co dogn ST chisnh (STEMI) tir trung binh dén cao vi 38 duge kidm sodt
béng can thiép mach vinh qua da.

Bénh nhén cé UAMNSTEMI trong véng 72 gid b tridéu chimg hodc STEMI tir 12 git dén 14 ngiv oo trign
chimg duge phin nhém ngdu nhién sau khi of két qua giai phdu mach vinh. Bénh nhin STEMI trong vong
12 ghir co tridgu chimg v di duoe 1én lich can thigp mych vimh qua da sém o6 the dupe philn nhém ngin
nhién ma khéng cin két qué gidi phiu mach vanh. Tt ca cic bénh nhiin c6 the ding ligu tin cong bét cir
lisc ndo trong qud trinh phin nhém va | giir sau khi bénh nhin rii ki phong can thigp mach.

Biénh nhin duge phin nhém dimg prasugrel (liéu tin chag 60 mg. tiep theo ding ke 10 mg mét lan/ngin)
holic clopidogrel (litu tan cong 300 mg, tiép theo dimg lidw 75 mg mét ln/ngiy ) duge didy tri trong thin
gian trung binh 14,5 théng (16i da |5 thang vi it nhéy 6 thing theo doi sau §). Bénh nhin ciing drge ving
acid acetylsaticylic (75 mg dén 325 mg mat lin'ngay). Bénh nhin o6 sir dung bit cir din chdt thicnopyridin
ndio trang visng § ngay trirde khi tham gia d&u bi loai khai nghién cine. Céc thude didu tri khic, nbar heparin

".'il:i'lh‘llfl:Ii‘::hl!'GPIThh'TIIIMtd‘:ﬁgﬂtunldﬂhﬂinﬁnh&:ﬁ.mmhg%h&lﬁﬂﬁn{m i
nham didu tri) dupe dimg cée thude i GPUbla 42 hd trg cho phiu thudt can thidp da
{hidn char cé thang tin v logi thube e ché GPIIRIIa d3 s dyng). Khoang 98% bénh g mibi
nham digu tri) dimg thude chang déng (heparin, heparin trong lugng phin o thap, bivali chc

thudc khic) e tidp 32 b trp phiu thulit can thidp moch vinh dudi da.

Ciac tiéu chi dénh gid chinh trong thir nghiém 14m sang K thisi gian xuat hign lin din mét trong cdc bién cb
sau- tir vong do ede bénh tim mach (CV), nhdi méu cor tim khing gy 1 vong (MT) hode 85t quy khéng giy
tir vong. Phin tich cac chi tiéu then chiét trén 1t ca céc bénh nhin cd hii chimg mach vinh cip (két hop ca
shém UANSTEMI va STEMI) dya trén cic sb ligu thing ké d3 cho théy higu qué viret trdi ciia prasugrel
s0 v clopidogrel trén nhém bénh nhin UANSTEMI (p<0,05).

i th i ioig gl vimh cdp: Jasugrel cho thiy cb hidu qua vuet indi hom clopidogre!
trong vie lhm giam dinly gid bicn cb chinh cling nhar cic chi tiéu dénh gis bién cf phy, beo
gom ch huvét khdi trong stent (xem bang 3), Higu qua cia prasugrel thé hién 1o trong 3 ngay diu vi duge
liu:l'lﬂﬂEnkhikéithﬁcmhi&ntlhl.Iﬁhaimuuﬂhﬂ-ihun:ﬂlﬂmﬁ:diﬁmrﬁiﬂlu“i“}'ﬂﬂmﬂlhuyh
nghiém trong (xem myc B vi 12). Trong s0 bénh nhin tham gia 92% |3 ngwiri da irdng, 26% 14 phy nir vi
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9% =65 tudi. Hidu qui cim prasugrel thé hién ddc 1ip vdi vide sir dung cie thube didu i tim mach clp vi
lin dai khac, bao ghm heparinheparin trong lomg phin tir thip, bivaliruding cic thube @c ché
EPlIhﬂlnmbn]IInIJ.muheﬁ:ﬂrﬂﬁchlmdnﬂgﬂklhuﬂcchmttﬂﬂcﬁﬂmﬁcmdﬂmchwh
angiotensin. Higu qua cta prasugrel dic 1dp véi ligu acid acetylsalicylic sir dung (75 mg dén 325 mg mdt
by ). Trong thir nghiém TRITON, khing duwge phép sir dung cie thude ching ding miu dwimg wing,
lllit-l.'l‘l.i.’lng H.@mmmmwmua cle NSAID diing dii ngay. Trén ﬁldnhbﬁﬂi
nhin cis hi nhm:gmhvmhup prasugrel co 1y ¢ bénh nhin tir vong do cac bénh fim mach, nhoi mén
co tim khing giy tir vong hoje djt quy khéng iy tir vong thip hon so véi clopidogrel, khing phy thuje
vitor tudd, gidi tinh, cin niing, vimg dja Iy, sir dung ciic thubc e chié GPIhITa va logi stent. Hidu qui chinh
mnlhuﬂnnhlféudn!mpmcﬁfmt}'ﬁnl'.ﬁumuumumkhﬁrgglfmumg{umhmgl}.mn
hénh nhiin d4i thio disimg 43 ghi nhin duge gidm o6 ¥ nghia 1t ca cdc chi tiéu dinh gid chinh va phy.

1¢uqui:uhmﬁe] trén bénh nhin > 75 i di dwge ghi nhin kém hom trén bénh nhiin <75 toi. Trén
bénh nhin = 75 r@ncuxﬂhuyhmhugﬂmcﬂlﬂmm{!mmﬁ % vd 12). Led ich con
prasugrel trén bénh nhan = 75 fudi 1 ring hon trén cic bénh nhin o6 mic kém 84i théo dnmg. nhai méiu
o tim eb dogn 5T chénh (STEMI), nguy co khii stent cao hofe ob diu higu 1di phat.

Nham bénh nhan ¢d tien sir com thifu mau nio thodng qua hodc co tién sir it quy thifu miu cye bi hon 3
thing trnde khi diing prasugrel khing o6 sy gidm chi tiéu dinh gi chinh gdp ndi trén.

Bang 3: Bénh nhiin véi cie chi tifu dinh gis trong phin tich ban dda cis nghién cim TRITON

Frasagrel + | Clopldogre]l | Hezgard ratie {HE) | GR6 e p
ASA +ASA (khodmg  tin iy
Chi tidu dink #5%)
Tit ci binh nhin cb b chémg mach vinh | (N=6813) % | (N=6795) =&
Tidu chi gip danh gia chinh 9.4 I
S dj'g" P m‘?&- B opi-adi s S lomzenzomn | <000
cir im khing giy 00 vong hode 39t quy khdng
_ﬂ.\' HF o
Ciie bién ci chi tidw dinh gid chinh don le
To vong do cic binh tim mach 2,0 24 QARG (L T00; 1008 | 0T
Whoi mie o tim khiing @iy b vong 7.1 9.1 0,757 ((LAT2: 451 | <0,00]
Bt quy khing gl tir vong 04 0.4 1,016 {0,712; 1,451) | 0,930
Titw chi gip dinh gii chinh & nhim bfuh | (N=5044) | (N=S030) %%
nhin UANSTEMI %
Tir vong do cie benh tim mageh (C V), nhil mau
err tim khdag giy i vong holc 8t quy khéng 9,1 1.2 0.820(0.726; 0.02T) | 0002
| gy 1 vong il
Tir vong do cic bénh tim mach 13 1.5 0,979 (1),732; 1, [EE
Whidi milu co tim khilng giy or veng 7.1 3 | 0,761 (0,663 a,l‘i‘;@ll/fu,w
EXjt quy khing i tirvong 0,8 0,4 0,979 (0,633,1,513) Y 0,922
Tiéw chi gip dimh ghé chinh & nhdm bfah = (%= 176%) | (N=1765) %
nhin STEMI "
T'ie vong do cac hénh Hm mach (CV), nhdi méu
oo tim khdmg gy 1 vong hode dit guy khing 0,8 12.2 0,793 (0,649 0.968) | 0,019
| gy T vong
Tir vong do che binh tim mach 24 i1 0 7IR (0497, 1094y | 0,029
Nhii miu co tim khing gly 1 vong b7 (X 0,746 (0,588, 0,948) | 0016
Bt quy khing giy tir vong 1.2 1,1 1,097 (0,590; 20400 | 0,770
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Trén tit ca cic bénh nhin of hii chimg mach vanh cip, phin tich timg chi tiéu ddnh gid phy cho thiy higu
qiaik Vit trgi hom cila prasugrel so v clopidogrel. Cace chi tién ndy bao gom hoyét khoi trong stent 43 duge
xac dinh 1pi thin diém ket thiic nghign o (0,9% so vdi 1,5%; HR= 0,498; khodng tin ciy 0,364; 0683);
tir vong do cic bénh ¥ tim mach, nhdi méu co tim khing giy tr vong hodc thi tao mach cap trong ving 30
ngdy (5.9% so voi 7,4%; HR= 0,784; khodng tin cfy 0,68%; 0,894); tht ci cie nguvén nhin giy 1 vong,
nhii méu co tim khing giy tir vong holic 46t quy khang ghy tir vong dén khi kit thic nghidn cina (10,2%
g0 v 12,1%; HRE= 0.831; khodag tin ciy 0,751; 0.91%9); ti vong do cée 1% tim mpch.nlﬁimiugu
tim khémg gy tir vong, 461 quy khang giy v vong hodc tai nhap vién do bien cé thitu mau co tim cho dén
Khi kit thise nghién cin {11,7% so v 13,8%; HR= 0,838; khoang tin ciy 0,762; 0,921). Phin tich tit ca
ckngujiﬂﬂﬂﬂﬂmﬂgkhhlg:hblhﬁfﬁuﬂd:biilc&fngh{agi[i‘upmngltlv?lcln-pi:hp'ullr&nﬁi:&
bind nhin cb bisi chimg nhdi mdu oo tim cip (2,76% so voi 2,9%), trong nham bénh nhan dau thit ngye
khiing bn dinh/nhdi méu oo tim khdng c6 dogn ST chénh (UANSTEMI) (2,58% so v 2,41%) vi trong
nhdm bénh nhdn nhdi mdu co tim cb Jogn 5T chénh (STEMI) (3,268% so vai 4,3 1%L

Prasugrel lim giam 5004 huyét khii trong stent trong giai doan |5 thang sau $idu i, Tie dyng gitm huyvér
khii trong stent ciaa Jasugrel duwge ghi nhin ca & giai doan som va ngedi 30 ngdy A8 vii c4 stent kim gl
wh stent gitd phéng thudc.

rwn_-mmthmmunhnunﬂnm;&ngmmmha&uﬂhmmg,wmgmﬂn
stgit Xult hidn cic bidn b ddnh gid chinh (7.8% dbi véd prasugrel so vdi 11.9% déi vii clopidogrel).

Mae div ty W xudt huyét iing lén 36§ vérd prasugrel, phan tich tidu chi dénh gia gop bao gbm 1 1¢ 1 von
do bt cir nguyén nhéin ndo, nhéi min oo tim khong gly tir vong, 43t },'I:Mugg:ﬂynfrmugﬂ:uﬂ‘lmyg
nghiém trong do huyét khéi trong nhoi méu co tim khing lién quan dén phiiu thudt bic chu mach vinh cho
thity Igi thé nghiéng vé Jasugrel khi so sdnh vii clopidogrel (HR=0.87: khoing tin ey 95%, 0,79 10 0,95
p-0.004). Trong nghién ciu TRITON, cir 1000 bénh nhan duwe diéu tri biing Jasugre], s gidm dupe nhdi
madu co tim 22 bénh nhdn, va thém § bénh nhin c6 xuit huyét nghiém trong theo thang TIMI khing phiu
thedt B cdu mach vinh so vii nhim bénh nhin duoc didy tr bing clopidogrel.

Kl quib cus mit nghién el duge e hie v duoe 19 di truySn én 720 bénh nhin chdu A co hii chimg
mach vanh cdp duge thyre hidn can thidp mach vinh qua da chimg minh ring s e ché tiéu cliu dat dupe
viri Prasugrel can hom so v Clopidogrel, v ligu trinh sir dyng lidu tin cdng Prasugrel 60 mg san 84 diing
lidu duy trl 10 mg I mdt ché d6 litu thich hop ddi véi nhimg bénh nhin Chiu A o6 cin ngng 1i thiéu 60
kg vik it hen 75 tudi (xem mpe 6).

Trong mijt nghién cira 30 thing (Trilogy-ACS) &bi vdi 9326 binh nhin c6 hdi chimg mach vinh cip b
dau thit ngyre khong 6n dinh hodc nhéi miu co tim khing ST chinh (UANSTEMI) duge it Iy néi khoa
don thudn (khimg ¢4 1 tudi mau mach vanh). Prasugrel khiing lam giam déng ki thn sudt cic bidn cb

thude tidu chi dénh gid chinh bao gém vr vong do nguyén nhin tim mach, nhdi miu co b hodic dit
quy so v vige dimg Clopidogrel. Ty 18 suda buyit nghiém tngng theo lifu phdp tidu soi'hiygt monhg nhoi
m&uc:rlimﬂkl!':ﬁﬂ:dmﬂlﬂiumg,gﬁyu]mngﬁnﬂl hu}-&tni}i so) khi ding Prasu ong b

nhar khi diing Clopidogrel, Bénh nhéin =75 tubi hodc nhimg ngwivi dudi 60 kg (N = 3022) duwgc chon gl
nhién & ding litu 5 mg Prasugrel, Bdi vii bénh nhin <75 twbi vi bénh nhin =60 kg duge sic dong lids
10 my Prasugrel, khang cd s khic biét gitt 5 mg Prasugrel vi 75 mg clopidogrel ddi v&i tiéu chi tim
mach. T¥ 18 xubt huyét nghiém trong & nhing bénh nhin ding $ mg Prasugrel ciing twong iy nba & nhimg
bénh nhin dimg 75 mg Clopidogrel. Prasugrel § mg dem by hidu qud ditu trj khing tiéu ciu lén hon so
vifi clopidogrel 75 mg. Prasugrel nén duoc sir dung ihie trong & bénh nhén > 75 tudi va & bénh nhin cd
cin ngng <60 ke (xem myc 6, B va 12}
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M nghién ¢du trong vong 30 ngly (ACCOAST), 4033 bénh nhiin nhdt méu o tim khing ST chénh véi
troponin cao 48 degc chon ngku nhidn 8 chpp mach vinh sau can thidp mach vinh qua da trong vbng 2-
4% gitr, bénh nhin dioe dimg Prasugrel Higu 30 my trung binh 4 giér trede khi chyp diing mach vinh, sau
dé dieng mdt ligu 30 myg tgi thin diém can thigp mach vinh qua da (n = 2037) 48 lm tng nguy oo xudt
huyét chu phia & bénh nhin khing phis thei bée cdu mach vanh vi khiing oo loi ich néo vign i so
v nhitng bénh nhén ding mét ligu 60 mg tai thid diém can thigp mach vinh qua da (n = 1996), Cy thé,
Prasugrel khong 1am giam ding ké tin sudt cac bién cf thuc tidu chi dinh grd chinh bao gbm ti vong do
nguryén niin tim mach, nhii miu co tm (MI), 3t quy, vii i miu khin cap (UR), holic irc ché
glycoprosein (GP) 1b/11Ha trong vong 7 ngly ké tir khi chon nglu nhién cac bénh nhin ding Prasugrel
trundic khi chyup dng mach vanh so vii ce bénh nhin ding lidu in cong Prasugre] tai thisi &idm can thidp
mach vanh qua da, va t§ 1§ cic tidu chi an toan chinh trong xudit hurét nghidm trong theo lidu phip tidu
sgi huyét trong nhdi méu co tim TIMI (c6 phu thudt bile ciio mach vanh hodc khéng phiu thudt bic ciu
mgch vinh) trong vong 7 ngdy ki chon nglu nhién nhitng bénh nhéin ding Prasugrel trude khi chigp dong
mach vinh cao hon ddng k& & so vi bénh nhin ding lidu tn cong Prasugrel 131 thin diém can thigp mach
viinh qua da. Do d9. & nhimg bénh nhin dau thi ngye khing én dinh’ nhdi méu co tim khing o6 doan
chénh 5T, viée chyp 8dng mach vinh dwoc thyc hidn irong vong 48 gitr sau khi nhip vién, khuyén cio
dimng lidu tin céng tgi thivi didm con thidp mach vanh qua da. (Xem mypc 6, §, va 12)

Trong nghién ciu TRITON-TIMI 38, prasugrel lam giam bién cd thit mau cye b (chi ybu 1 nhdi miy
ca tim khdng giy tir vong) vii lim ting bién oo xuit huygt [12 The dung bit bi cita thude] so vii clopidogrel,
Kt qué niy phit hop vai xu hudmg tde dung irc chié ching két tip tiéu ciu manh hon cia prasugrel & mire
Jihmmmr@mcﬁnTwuhimmmmh:iiiuuehuﬂclh:ﬁmmmlﬂclupidwdltm
tien thude cin dupe chuyen hoa dé thinh chat o6 hogt tinh. Trong khi duwe ding hoc cin chét cluyén hia
6 hogt tinh cia prasugrel chra duge bidt 16 cd bj dnh himg bai sy thay doi di truyeén cin CYP2B6,
CYP2C9, CYP2C19 hodc CYP3AS, dupc ddng hoc chii :ﬁ;ﬁn hiéa et hoat tinh cua clopidogrel bi anh
budmg bii kidu gen cia CYP2C19 v o khoing 30% ngudi da triing thuic nhom chuyén hoa kém qua
enzym nay. Hom ndta, mét si thube tre ché bom peoton, duge sit dung ring rli cho bénh nhin co hoi chimg
mach vanh cip vi duge s dung trong thir nghiém TRITON-TIMI 38, ¢ ché CYPIC 19, do 35 lim giam
s ta0 thanh chit chuyén héa ca hoat tinh ciia clopidogrel. Do A6, nguii bi gidm kha nang chuyén hoa va
sir dung céc thude (o ché bom proton c6 the 1am gidm hogt tinh ciia clopidogre! tén mdt nhom biénh nhin,
Dicu niy gop phin gidi thich higu qua digu tr cao hon va 17 1§ xudt huvét cao hom cla prasugre] trong thir
nghigm TRITON-TIMI 38 Tuy nhién, mirc 43 anh huimg cin céc véu 1 ndy chua duge biét rd,

Nhdm bink mhdn nhi; Nghién oy TADO da kidm tra viéc dimg prasugrel (n=171) va gia =170} &
bénhmm-.mzda&nmumbrmﬁumnh&ngnhlwiﬁémafhﬁmmmmh igh cim
pha T, Nghidn cins khéng dp img duege bt kS 1iéu chi chinh hodc pho ndo. Nhin chung, kh két qua
mii nao ¥E an todn dinpe xic 1ip cho vide don trj liéy vdi prasugrel trong nhom bénh nhdn nhi.

14.2 Dt ligu an todn tidn lim sing

[} ligu tién lim sang cho thiy khang thay mbi nguy hai ddc bigt nio trén ngudi dya trén cic nghién cin
thing thuimg v& an todn dwpe hoc, ddc tinh liéu Wp lai, 8¢ tinh trén gen, khi niing giy ung thir hodéc déc
tinh trén sinh san. Cﬁ:nghiﬂu!n‘:mliéﬂﬁMEh;dﬂ;ﬂ:mw hitn & ndng 46 thude trong tun hoan viogt qua
ning 6 1hi da trén nguin do 46 it cd ¥ nghia trong vide ngoal suy trén lm sing,

Ciic nghién cina vé Shc tinh trén sy phit trién cda bio thai-thai nhi trén chudt va tho khing cho thiy bing
chimg gy dj tit cia prasugrel. O mire liéu rit cao (=240 lin Béu duy tri hing ngiy trén nguii tinh theo
mg/mz) cé thé giy dnh hwimg dén trong ligmg co thé me vivholic mire tidy thy thire an. cb sy gidm nhe
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trong hegmg cia con sau khi sinh (20 vdi k5 chimg). Trong céc nghién el tnrke vi sau sinh trén chuft, vidc
diéu trj cho mg khéng cd anh hudng dén hanh vi hoge phit trién sinh san trén con & ik gip 240 Lin lidu
dury tri e khuyen cio trén nguwi (tinh theo mg/m:).

K.héng xudt hidn cic khéi u lién quan dén thode véng 2 ndm nghién ciro trén chudt cbng véi nbng 46
prasugre] trong tuan hodn Iém hen 75 lin nong 3§ dieu tr duge khuyén céo trén nguti (dya trén nong 4o
chﬁtchrhh&ﬁﬁﬁhﬁﬂﬁnhmmhhnh} Co ty 1¢ gia thng cie khii u n&ﬂmyhtémm]um;hum
mmphmn}uémmﬁcmzmmnmmp-?ﬁuuﬁqﬂuﬂq hodn trén g} nhumg ké
ql.unu}rﬂuwx-:muh::l-:dpn;ﬂmni hunmmdmkhln!ngnmuqm:}mﬂmprmml Cac khdi u
-_'-mhhmmhuﬂﬂn:wmﬂﬁwmwmmmmmmmmghmummg
v viin. Viée gin thng cac khéi u @ gan khi dimg prasugre] trén chudt nhdt tring khéng duoe coi 1 of nguy
o0 thén ngL,

15. DAC TINH DUGC BONG HOC

Prasugrel b mdt tidn thube duge chuydn hon nhanh trong co thé tao chédt chuyvén hia cb hoat tinh va khng
c6 hogt tinh. Sy bidn thién vé ndng 83 chét chuyvén héa co hogt tinh trong nukn hodn gitt cdc ¢4 thé va trong
ciing cé thé & mirc 89 thp trung binh (tuong img 27% v 19%4). Dugc djng hoe ciia prasugrel twong ty
nhai & nhém ngwdi tinh nguyén khoe manh, bénh nhin cé %o virs $ing mach dn dinh va binh nhdn trai
e can Uhigp mach vinh dqua da.

Hip thy

Pruul.rel duge hilp thu vi chuyén héa nhanh, vii ndng 49 dinh trong hiyet trong (Cres) ctia chilt chuyén
héa c6 hat tinh dgt S trong khodng 30 phit, Ning 89 chdt chuyén hda 6 boat tinh (dién tich diéi

dimg cong AUC) trong tulin hodn ting v 18 véi mirc lidu didu trj. Trong mit nghi#n cina trén ngeei tinh

nguyén khoe manh, AUC ciia chit chuyén haa c6 hogt tinh khdng bj dnh hutmg béi thire &n c6 hegng chdi

béo cao, ning lugng cao, nhimg Crs ghim 40% vil thir gian 88 dat Qe Coe (Tow) ting tir 0,5 3 1,5 gitr,

Tasugrel duge dimg cong hodc khéng cing thic &n thir nghiém TRITON. Do 44, Jasugrel cb thé ding

ciing hofic khéng cimg thirc &n; tuy nhién, udng litu tan cong prasugrel lic déi s2 o6 khoi phat thc dung
nhanh nhdt (xem muye 6),

Phdin bii : )

98% chilt chayén héa ¢b hogt tinh trong huyét twong ghn voi albumin huyét thanh ngurtn (4% dung dich
dém.

Chuyin hicha

Khéng phét hi¢n duge prasugrel trong haryét rromg sau khi ubng thude. Thude bi thiy phin nhanh ching
u]mﬂl.mnﬂmlhﬂuulmmmudﬂrdmdm}@nhmﬂim:ﬁuﬁhﬂtlirﬁqmmﬂl tai
cytochrom P450, thude duge chuyén hoa chi véu bii CYPIA4 v CYP2BE vi mit phin tvén
hda bai CYP2CS v CYP2C19. Chilt chuyén héa cd hoat tinh lai tiép tye dirge chuyvén . i chér

khing cb hogt tinh bing cich S-methyl hoa hofic lign hop véi cystein,

Trin aguin tinh nguyén khoe manh, bénh nhin xo vita d9ng mach n dinh vi bénh nhin c hii chimg mach
L diing Jasugrel, khing c6 mdi lién quan gith sy thay dbi ve kifu gen cia CYP3AS, CYP2B6,
mwcahna-:c"rrzclavﬁ-.dwcmh:hnyﬁ:dungmlékamﬁhiunhmmm]_

Thal tric
Khoang 68% litu ciia prasugrel duge bdi tidt qua nude tidu v 27% qua phin dudi deng chit chuyén hon
khing cé hoat tinh. Theri gian bin thai cika chit chuyén hoa c6 hoat tinh khodng 74 gitr (trong khodng tir 2
dén 15 gid).
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Bigng hoc & cd 1 E..-!. it

Nigundi cap tudi Trong mét nghién cin trén nguii khoe manh i tir 20 dén 80, woi dnh hutmg khing e
v nghfa dén duge dang hoc hodc tic dyng irc ché ket tip tidu ciu cia prasugrel, Trong nghién cir lm sing
pha 3 quy mb ln, ning d§ trung binh ciia chit chuyen hda cb hogt tinh dupe wée tink cao hom 19% trén
bénh nhin cao tudi (=75 tubi) so véi cihc bénh nhiin <75 wdi. Nén thin trong khi sir dyng prasugrel cho
bénh nhin > 75 i do nguy co xult huyét cao trén shom bénh nhin niy (xem myc 6 va 8). Trong mit
nghién clru & nhimg ngui b xo vira ding mach on dinh, AUC trung binh ciia céc chat chuyén hoa co
tinh & bénh nhin =75 méi ding 5 mg Prasugrel bing khoang mit nifa so v & nhilng bénh nhin <65 o
ﬂngIﬂlngqugml,vtm:m,ngnh&ngﬁéumthi:i’mgli&ujmhigiimrﬂruﬂgkhﬁmhémhmmvﬁ
g 10 mg,

Suy gayr; Khang can higu chinh liéu trén bénh nhin suy gan nhe dén trung binh (phdn logi Child Pugh A va
B). Dugre hoc cit prasugrel v tie dung te ché kés tip tidu cdo cia thude 1 nromg dweong wén ngui
suy gan nhg trung binh o wii ngwid khide manh. Duge ding hoe vi duge Iye hoe cia prasugrel trén
bénh nhin suy gan nfing cha dipe nghién cinu. Khong duge str dyng prasugrel cho bénh nhan suy gan
ning (xem mye 7)

ﬁ'ﬁm Khéng cin hidu chinh lifu cho bénh nhin suy thin, bao gém cé bénh nhn bj bénh than gisi dogn
i. Durgre ding hige cia | vl the dung tre ché tidu ciu cia thude romg diromg trén bénh nhin suy
I]qnlnm;gbmhqlmmlg: gn 30-<30ml/phit' 1. 73m) v ngudri khoe manh, Thae dyng i prasugrel qua
trung gian trc che két (ip tidu ciu ciing twong e trén bénh nhéin bénh thin giai dogs cudi cin thim tich méy
50 v ngwrin khoe manh, mie di Co. vt AUC cila chdit chuyén hda ob hoat tinh gidm trong (mg 51% v
42% trén bénh nhiin bénh thin giai dogn cubi.

Trang liwemg cor thé: Nbng 46 trung binh cin chét chuyén hia cb hogt tinh trong tufin hoan cao hon khoing
0% d&n 40%% trén ngwdi khoe manh vi bénh nhin cin ning <60 kg so vdi bénh nhin cin ning =60 kg.
Mén thin trong khi sit dyng prasugrel cho bénh nhin cé ciin ning <60 kg do ting nguy co xuit mﬁ.m
nhém bénh nhan nay (xem mye 8} Trong mit nghién ciru trén nhimg ngudi bj xo vita dgng mych on dinh,
AUEmhirﬂmﬁacﬁr:hitchuﬁn hﬁl:ﬁhwjthhﬁﬁnhnhiﬂtﬁﬂtgdhqﬁmgﬁmiﬂphﬂn
38% so v & nhimg bénh nhin =60 kg ding 10 mg Prasugrel, vii the dung chdng fiéu cu khi ding lidu 5
mg ciing twomg i nhir Béu 10 mg.

Chyrg 1 Trong cée nghién el duge 1y 13m sing, sau khi 3 hidu chinh theo trong huomg co thié, AUC
ciia chidt chuyén héa cé hogt tinh cao hom khodng 19% trén binh nhin Trung Quoe, Whit Ban va Han Quoe
s vi¥i binh nhén da tring, chi véu lidn quan dén ndng 4§ chit chuyén hia cf hoat tinh trong tuin hodn cao

hern trén bénh nhdn clidu A <60 kg, Khing o6 su khic bilt v& nong 89 chit chuyén hia cd hgat tinh trong
tudn hodn gitra céc bénh nhan Trung Quoc, Nhit Ban vi Han Quilc. Nong 83 chat chuyén Bodeg hogt tinh
trong tudn hodn gism xudng trén cic bénh nhin chiu Phi vi ngwi ghe Ty Ban Nha twong g
:hﬁng.Hhﬁngninﬂﬂélhh&ndﬂrﬁ]ihnéunﬂdmhin:hﬁnglﬁcﬁmlhﬁm

g Trén ngudi khae manh vi bénh nhin, duge ding hoc oba prasugrel trén ch nam vi nilr 1i irong Jueong
hai

Nt berh rho sk~ Durgie 8ding hoc vi duge lye hoe el prasugrel chir uge danh gia trén qusin thé niy
{xem mpc &),

16, QUY CACH BONG GOI

Hip carion cé 2 vi nhilm, mdi vi nhiim ¢4 14 vién thude,

17, PIEU KIEN BAO QUAN, HAN DUNG VA TIEU CHUAN CHAT LUQNG CUA THUOC
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Bio quan:
Bao quin mﬁcmﬁmum khi v 8 &m. Khing béo quin thudc & nhiét d6 trén 30°C,
Han 24 thang ke tir ngay sin

ﬂi:ﬂl hegug: Tiéu chudin cor sa.

18. TEN, BJA CHI CO S0 SAN XUAT THUOGC, OO SO BANG KY THUOC,

Cor sir sin xuit dgng bio ché: Eli Lilly and Company
Lilly Techaology Center, Indianapolis, Indiana 46285, M§

Cor sir chiju trich nhifm xodt xorimg 16 tyi EU, kiém tra chiit leong, d6ng gély vil thir cdip ¢ Lilly,
S.A

Avda. de la Industnia 30, 28108 Alcobendas, Madnd, Tay Ban Nha.
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