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M>i vién nén chira Aripiprazol 15mg. Chi dinh, cach dung, chéng chi dinh va cac

thong tin khac: Xem Hudng din sir dung kém theo. Poc k¥
trude khi dung. Bao quan ¢ nhiét d6 dudi 30°C, tranh am. Pé thu A tré em.
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. ARITERO 15 .
& Vién nén Aripiprazol 15 mg

= E"’ Each tablet contains: 15 mg of Mfg. Lic. No.: 50/MN/AP/2009/F/G
= Aripigazoie. Batch No./S6 16 SX:
§ ; Mfg.Date/NSX:
O = Dosage: As directed by the physician. Exp.date/HD
S’_' o) VN Reg.No./SDK:
)
2 ; Store below 30°C and protect from Doanh nghiép nhap khéu:
e moisture. :
= Manufactured by/S&n xuét tai An-d6 b&i:
3 55 Keep out of reach of children. HETERO LABS LIMITED
. = | Unit-V, APIIC Formulation SEZ,
& Refer product insert for more werEne | Polepally Village, Jadcherla Mandal,
% information. | Mahaboobnagar District, India.
w

Carton Size : 120 X 22 X 52 mm

Carton Type : Side Open

Board Spec. : 300 GSM Peral Graphic Board
with Aqueous Varnish coating

No.of colours : 4 Colours CMYK
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ARITERO 10/15/30
(Vién nén Aripiprazol 10/15/30mg)
HUONG DAN SU DUNG
Poc k§ hwéng din sir dung trwée khi dung. Pé xa tAm tay tré em. Thong bao cho bac sy hodc
dwoc sy cic tac dung khong mong mudn gip phai khi sir dung. Thubc ban theo don. Néu cin
thém théng tin, xin héi y kién bac sj.

Thanh phén :

M®i vién nén Aritero 10 chira aripiprazol 10mg

M&i vién nén Aritero 15 chira aripiprazol 15mg

MB&i vién nén Aritero 30 chira aripiprazol 30mg

Ta dwge: Lactose monohydrate, maize starch, microcrystalline cellulose (Avicel PH101), hydroxy
propyl cellulose, ferric oxide (Sicovit Red 30E172), microcrystalline cellulose (Avicel PH112),
magnesium stearate.

Mo ta

Aripiprazole 12 mot thudc hudng than duoc bao ché dudi dang vién nén aripiprazol. Aripiprazol c6
cong thirc cdu tao 1a 7-[4-[4-(2, 3-dichlorophenyl)-1-piperazinyl] butoxy]-3, 4-dihydrocarbostyril.
Cong thire thyc nghiém cua aripiprazole 1a C23H27CI2N302 véi trong lugng phén tir 1a 448.38.
Cong thirc héa hoc dugc biéu dién nhu sau:
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Duwgc luc hoe

Co ché hoat dgng: Aripiprazol duogc cho 1a c6 hiéu qua trong didu tri tdm than phan liét va rdi loan
ludng cuc I duge trung gian boi 1 sy két hop gitra hoat tinh dong vin mot phan trén cac thu thé
dopamin D2 va serotonin SHT1 va tinh dbi khang v&i cac thu thé serotonin 2a. Aripiprazol thé
hién dic tinh d6i khang trén cac md hinh dong vat bing cach lam ting ndng dpdopamin,va thé hién
dac tinh cht van trén cic md hinh dong vat bang cach lam giam ndng d6 dopa i
luc gin két cao in vitro vao cac thu thé dopamin D2 va D3, serotonin SHT1a va/AHT2a va 4i luc
trung binh véi cac thu thé dopamin D4, serotonin SHT2c¢ va SHT7, alpha-1 adrenergic va histamin
H1. Aripiprazol ciing ¢6 ai luc gén két trung binh v&i vi tri tai hdp thu serotonin va khong c6 ai luc
dang k& véi cac thu thé muscarinic. Sy tuong tac véi cac thu thé khac ngoai cac tiéu nhom thu thé
dopamin va serotonin c6 thé giai thich mot s6 tac dung lam sang khac cua aripiprazol.

Dwoc dong hoc

Hdp thu va Phdn bo: Aripiprazol dugc hap thu t6t, véi ndng do dinh trong huyét tuong dat dugc
trong vong tir 3 dén 5 gid sau khi udng. Aripiprazol trai qua qué trinh chuyén héa trudc hé thong &
mirc ti thiéu. Sinh kha dung tuyét dbi khi ding dudng udng cua thuc & dang vién nén 1a 87%.
Khong thdy c6 tac dong tir thirc &n ¢ ham lugng chét béo cao 1én dugc dong hoc cua aripiprazol.
Chuyén héa: Aripiprazol dugc phan bd rong khip co thé voi thé tich phan bd biéu kién 1a 4,9 lkg,
cho thdy su phan bb ngoai mach mét cach rong rdi. O nong do diéu tri, aripiprazol va dehydro-
aripiprazol gén két t&i hon 99% vao protein huyét thanh, chii yéu vao albumin.

ZQETERAN



Thai trie: Thoi gian ban huy thai trir trung binh cua aripiprazol 1a khoang 75 gio & nhitng ngudi cé
kiéu gen chuyén héa CYP2D6 manh va khoang 146 gid & nhitng ngudi c6 kiéu gen chuyén hoa
CYP2D6 kém.

Do thanh thai toan than cua aripiprazol 1a 0,7 ml/phut/kg, chu yéu la & gan.

Sau khi udng mét liéu duy nhat aripiprazol c6 danh ddu 14C, khoang 27% hoat chét phong xa ciia
lidu dung dugc tim thdy trong nudc tiéu va khoang 60% trong phan. Khong dén 1% aripiprazol dugc
thai trir trong nudc tiéu dudi dang khong thay ddi va khoang 18% dugc tim thdy trong phan dudi
dang khong thay ddi.

Pic tinh dwge dgng hoc & cac nhém bénh nhan dic biét

Tré em: Dugc dong hoc cua aripiprazol va dehydro-aripiprazol & tré em tir 13 dén 17 tudi ciing tuong
tw nhu & ngudi 16n sau khi da diéu chinh liéu lugng theo trong lugng co thé.

Nguoi cao tuéi : Khong cb khéc biét vé& duoc dong hoc cua aripiprazole giira nhém ngudi cao tudi va
nhém ngudi tré tudi hon, ciing khong thay c6 bét ky anh huong dua theo do tudi trong mot phan tich
déc tinh dugc dong hoc & bénh nhan tam than phan liét.

Gidi tinh: Khong c6 khac biét vé duge dong hoc cua aripiprazole giira cac ddi twong nam gidi va nit
giéi khoe manh hay bat ky anh hudng dua theo giGi tinh nao trong phan tich dic tinh duge dong hoc
theo giGi tinh & bénh nhéan tdm than phan liét.

Hiit thuéc va chung téc: Két qua danh gia duoc dong hoc theo nhoém cho thay khong c6 su khac biét
dang ké vé& mat 1am sang lién quan dén ching toc hodc cac anh hudng tir viée hit thude ddi véi duoc
dong hoc cua aripiprazol. '

Bénh than: Pac tinh dugc do 0¢ cpa aripiprazol va dehydro-aripiprazol dugc ghi nhan tuong tu
nhau & bénh nhan bi bénh tha v6i & cac dbi tuong tré tudi khoe manh.

Bénh gan: Mot nghién ctru liéu duy nhat & cac bénh nhan xo gan véi nhidu mirc do khac nhau (cac
mirc A, B, va C theo phén loai ciia Child-Pugh) khong cho thdy c6 tac dong dang ké cua suy gan trén
dugc dong hoc cua aripiprazol va dehydro-aripiprazol, nhung trong nghién ctru nay chi c6 3 bénh
nhan xo gan & mic C nén chua du dé rat ra két luan vé kha ning trao ddi chét cia ho.

Chi dinh va cach dung:

Aripiprazol dugc chi dinh dé diéu tri tm than phan liét & ngudi 16n va & thiéu nién tir 15 tudi tra 1én.
Aripiprazol duoc chi dinh dé diéu trj cac con hung cam tir vira dén nang cua bénh rdi loan ludng cuc
I va dé diéu tri du phong cho giai doan hung cam m&i & bénh nhén da trai qua nhiéu con hung cam va
nhitng con hung cam nay dap tng véi diéu trj bang aripiprazol.

Liéu lwong va cach dung:

Liéu lwgng

Nguoi lon:

Bénh nhdn tam than phdn liét: lidu aripiprazol khoi dau khuyén céo 1a 10 hodc 15 mg/ngay vdi lidu
duy tri 15 mg/ngdy ding mdi ngay mot lan va thoi diém dung thude khong lién quan dén bira n.
Aripiprazol dat hiéu qua trong pham vi liéu tir 10 dén 30 mg/ngay.

Viéc tang hiéu qua cua thubc véi cac lidu cao hon lidu 15 mg/ ngay chua dugc chimg minh mic du
mot s6 bénh nhan c6 thé duoc huéng loi tir liéu cao hon. Liéu téi da hang ngay khong nén vugt qua
30 mg.



Cdc con hung cam: Liéu aripiprazol khoi dau khuyén cdo 12 15 mg dung mdi ngdy mét 1an cung hodc
khong cuing bira, nhu liéu phap diéu tri don hodc diéu tri két hgp. Mot sé bénh nhén c6 thé hudng loi
tir liéu cao hon. Liéu t6i da hang ngay khong nén vuot qua 30 mg.

Phong ngira tdi phat con hung cam trong roi loan ludng cuc I Dé phong ngira su tai phat cac con
hung cim & bénh nhan d4 diéu trj véi aripiprazol trong li¢u trinh diéu tri don hodc diéu tri két hop,
nén tiép tuc diéu trj voi ciing mirc liéu lugng. Viéc didu chinh liéu ding hang ngay, bao gdm ca giam
liéu dung can duoc xem xét dua trén co so tinh trang 14m sang ctia bénh nhén.

Tré em:

Tdm than phdn liét ¢ thiéu nién tir 15 tuéi tré Ién: Lidu khuyén cdo cua aripiprazol 1a uéng mdi ngay
mot 1an 10 mg ciing hodc khong cung bita an. Diéu tri nén duoc bét dau véi liéu 2 mg ngay 1 lan
(dung dung dich udng aripiprazol 1 mg/ml) trong 2 ngay dau, sau d6 chuén do 1én 5 mg trong 2 ngay
tiép theo dé dat t6i lidu khuyén cdo 1a 10 mg ngay udng 1 lan. Khi thich hop, cin ting lidu tiép theo
thém 5 mg nhung khong duoc vugt qua liéu tdi da hang ngay 30 mg.

Aripiprazol dat hidu qua trong pham vi lidu tir 10 dén 30 mg/ngay. Viéc ting hiéu qua cua thudc véi
céc lidu cao hon liéu 10 mg/ ngay & ddi twong thiéu nién chua duoc chimg minh mic di méot sé bénh
nhén c6 thé duoc hudng loi tir lidu cao hon.

Khong khuyén céo diéu tri véi aripiprazol & bénh nhan dudi 15 tudi do khéng c6 du dir liéu vé tinh
an toan va hiéu qua ctia thudc & nhirg bénh nhan nay.

Bénh nhdn suy gan: Khong can diéu chinh lidu & nhitng bénh nhan suy gan nhe dén vira. Chua c6 du
dir liéu khuyén céo dung thudc & bénh nhan suy gan nang. Can than trong khi tinh toan liéu luong &
nhitng bénh nhan nay. Tuy nhién, nén than trong khi diéu chinh liéu t6i da 30mg/ngay & bénh nhan
suy gan nang.

Bénh nhdn suy thdn: Khong can didu chinh liéu & bénh nhan suy than.

Nguoi cao tuéi: Hiéu qua cia aripiprazol trong diéu tri tim than phan liét va réi loan ludng cuc I &
bénh nhan tir 65 tudi trd 1én chua duoc xac dinh. Do su nhay cam véi thudc cao hon & nhém bénh
nhan nay, cdn xem xét lidu khai dau thap hon khi cac yéu t6 1am sang cho phép.

Gidi tinh: Khong can diéu chinh liéu & nit gi6i so véi nam gidi.

Hiit thuée: Dua theo dudng chuyén héa cua aripiprazol, khong can diéu chinh lidn & nhitng ngudi hat
thude.
Diéu chinh liéu do twong tdc thuéc: Can giam lidu aripiprazol khi dung dong thpi thudc wre ché
manh CYP3A4 hodc CYP2D6. Can ting liéu aripiprazol khi ngung didu tri két hop véi cac chat e
ché CYP3A4 hogc CYP2D6.

Cén tang liéu aripiprazol khi ding ddng thoi véi cac chét gdy cam Gmg manh CYP3A4. Cén giam liéu
aripiprazol xubng mirc liéu khuyén céo khi ngung diéu tri két hop véi chét gay cam tmg CYP3A4.
Cach dung:

Vién nén aripiprazol dugc diung bing duong ubng.

Chéng chi dinh:

Qua mn v&i bét ky thanh phan nao cta thude.

Cénh bao than trong khi dung thudce:

Trong qua trinh diéu tri chdng loan than, phal cAn tir vai ngdy dén vai tudn méi cai thién dugc trinh
trang 14m sang cua bénh nhéan. Bénh nhan can dugc theo di chit ché trong subt qua trinh diéu tri.
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Hanh vi tu tr von df réat phé bién & cac bénh nhan méc bénh tdm than va rdi loan tim ly, va da c6 mot
vai trudng hop duge béo céo khi méi bét diu hodc chuyén sang didu tri chdng loan than, bao gdm ca
diéu tri v&i aripiprazol. Can giam sat chat ch& nhimg bénh nhan c¢6 nguy co tu tir cao khi diéu tri rdi
loan tam than. Theo két qua cia mot nghién ctru dich & hoc, didu tri bang aripiprazol cho cac bénh
nhan mic ching tdm than phan liét hay rdi loan ludng cuc s& han ché su gia ting nguy co tu tir so v6i
cac loai thude chéng loan than khéc.

R&i loan tim mach: Can thén trong khi dung aripiprazol & bénh nhén c6 tién sir mic bénh tim mach
(tién str nhdi méu co tim hodc bénh tim thiéu mau cuc bo, suy tim, hodc céac bét thuong dan truyén),
bénh mach méau no, nhitng bénh nhén c6 tinh trang d& din t6i ha huyét 4p (mat nudc, giam luu
luong mau, va bénh nhan dang diéu tri v6i thudc chdng tang huyét ap, hodc bénh nhan méc chimng
cao huyét ap, bao gdm ca cao huyét ap gia tdc hodc cao huyét ap ac tinh.

Céc trudong hop bénh nhan méic ching thuyén tic huyét khdi tinh mach (VTE) da duoc ghi nhan 14 c6
lién quan t&i viéc ding thude chdng loan than. Do nhitng bénh nhan diéu tri bing thudc chdng loan
thn thuong d& c6 nguy co méc thuyén tic huyét khéi tinh mach, cin luu y t&i tét ca cac yéu td nguy
co trude va trong khi diéu tri v6i aripiprazol, dong thoi thuc hién cac bién phap phong ngira.

Céc bét thuong dan truyén: Trong céc thir nghiém lam sang, ti 1& méc chimg QT kéo dai & bénh nhén
str dung thudc aripiprazole tuong duong véi ti 16 ngudi bénh ding gia dugc. Ciing gidng nhu céc loai
thudc chdng loan than khac, can thn trong khi sir dung aripiprazol cho nhitng bénh nhan c6 tién sir
gia dinh mic chimg QT kéo dai.

R&i loan van dong muodn: Trong cac thir nghiém lam sang dugc thuc hién trong thoi gian mdt ndm
hodc it hon di ghi nhin mot vai trudng hop diéu tri rdi loan van déng mudn khi dung thudc
aripiprazol. Néu bénh nhén diéu tri bang aripiprazol c6 cac ddu hiéu va tridu chimg cta rdi loan véan
dong mudn, can giam liéu hodc ngung dung thubc. Nhitng triéu ching nay c6 thé tam thoi tré nén
x4u hon hogic thAm chi c6 thé phét sinh sau khi da ngung didu tri.

Hoi chimg an than kinh 4c tinh S): NMS 1a mdt hdi chimg phirc tap c¢6 kha nang gay tir vong lién
quan dén cac thudc chd han. Trong cac thir nghiém 14m sang & bénh nhan diéu tri véi
aripiprazole ghi nhéan due iDcac truong hgp mic chimg NMS. Biéu hién 1am sang ctia hdi chiing
an than kinh 4c tinh 1 sbt cao, cimg co, thay ddi trang thai tinh thin va xuét hién tinh trang bt on
dinh tu phét (mach khong déu hoic huyét ap khong 4n dinh, tim dap nhanh, toat md héi va rdi loan
nhip tim). Cac d4u hiéu khac bao gdm ting ndng do creatin phosphokinas, tiéu co van va suy than
cép. Tuy nhién, hién tuong ting ndng do creatin phosphokinase va tiéu co van ¢6 thé khong hoan
toan lién quan t6i hoi chimg NMS. Néu bénh nhan c6 dau hiéu va triéu ching cta hoi chimg NMS,
hodc ¢6 hién tugng sbt cao khong rd nguyén nhan nhung khong kém theo céc biéu hién 1am sang cua
hoi chirng NMS thi can phai ngung diéu trj v6i cac thudc chéng loan than ké ca aripiprazol.

Dong kinh: Cac thir nghiém 1am sang da ghi nhén mot vai trudng hgp dong kinh khong phd bién
trong qué trinh diéu tri véi aripiprazol. Do d6, can than trong khi dung aripiprazol & nhitng bénh nhén
c6 tién sir rdi loan tdm than dong kinh hodc c6 kha nang bi dong kinh.

Bénh nhén cao tudi mic chimg mat tri do rdi loan tdm thin:

Ti 1§ tir vong gia ting: Trong ba thir nghiém dbi chimg véi gia duge (n= 938; & do tudi: 56-99 tudi,
tudi trung binh: 82,4 tudi) & bénh nhan cao tudi mic chimg réi loan tim than lién quan t&i bénh
Alzheimer, nhém bénh nhén dugc diéu tri bing aripiprazol ¢6 nguy co tir vong cao hon so véi nhom
duoc diéu tri bang gia duge. Ty 18 tir vong & nhitng bénh nhan diéu tri véi aripiprazol 1a 3,5% so véi




nhém diéu trj véi gia duoc 1a 1,7%. Mic dii nguyén nhén gay tir vong thudng khac nhau nhung hau
hét cac trudng hop tir vong 1a do bénh Iy tim mach (nhu suy tim, dot tir) hodc do bénh truyén nhiém
tu nhién (nhu viém phéi).

Tai bién mach méu ndo: Ciing trong céc thir nghiém nay, nhitng truong hop tai bién mach mau néo
(nhu dot quy, con thiéu mau cuc b thoang qua), bao gdm ca cac trudng hop tir vong, da dugc bao
c4o & nhitng bénh nhén cao tudi (tudi trung binh: 84; d¢ tudi: 78-88 tudi). Nhin chung, 1,3% sé bénh
nhan duoc didu tri véi aripiprazol c6 ghi nhén céc con tai bién mach mau néo, so véi ti 18 0,6% sb
bénh nhén ding gia dugc. Sy khic biét ndy khong cé y nghia thdng ké. Tuy nhién, & mot trong cac
thir nghiém nay, mot thir nghiém lidu ¢ dinh, da ghi nhan mdi lién hé dang ké giira dép tng lidu voi
céc con tai bién mach méu néo & nhitng bénh nhan dugc diéu trj voi aripiprazol.

Aripiprazol khong dugc chi dinh diéu trj rdi loan tdm than lién quan dén chimg mét tri.

Ting duong huyét va bénh dai thao dudng: Tang dudng huyét, trong mét s trudng hop dién bién x4u
va din téi nhiém ceton acid hogc hén mé hay tir vong do hdi ching ting duong huyét bénh dai théo
duong dd dugc ghi nhan & nhitng bénh nhan diéu tri v6i cac loai thudc chong an than khong dién
hinh, ké c aripiprazol. C4c yéu t6 nguy co c6 thé khién bénh nhan gip cac bién ching nghiém trong
bao gdm bénh béo phi va tién sir gia dinh c6 ngudi méc bénh dai thdo dudng. Céc thir nghiém 1am
sang & bénh nhan str dung thudc aripiprazol cho thdy ty 1é tac dung khong mong muén c6 lién quan
dén ting duong huyét (bao gdbm bénh dai thdo dudng) hoic két qua xét nghiém dudng huyét bét
thuong khong chénh léch dang ké so v6i nhém bénh nhan str dung gia duoc. Khong c6 két qua so
sanh udc tinh nguy co chinh xé4c cua tac dung khong mong mudn lién quan dén ting duong huyét &
nhimg bénh nhén duoc diéu tri véi aripiprazol va véi cac loai thudc chdng loan than khong dién hinh
khac. Bénh nhan duoc diéu tri véi bat ky loai thubc chng loan than nao, K& ca aripiprazol, can duoc
theo d3i cac ddu hiéu va triéu chimg ctia chimg ting dudng huyét (nhu jac doi, thém an, di tiéu
nhiéu va cam thdy mét moi) va bénh nhan bi ddi thao duong hodc c6 g méc bénh déi thao
dudng ciing can dugc theo ddi thuong xuyén dé kiém soat lugng glucose trong mau.

Qué min: Ciing gidng nhu véi cac loai duge phidm khéc, phan ng qué man, dic trung bdi céc triéu
chimg di tmg, c6 thé xay ra véi aripiprazol.

Tang can: Téng can thuong thdy & nhitng bénh nhan tdm than phan liét va hung cam ludng cuc, do
khi mic cac bénh nay, ngudi sir dung thudc chdng loan than s& ¢ hién tuong ting can, kém tinh tdo,
va c6 thé din dén nhimg bién ching nghiém trong. Sau khi aripiprazol duge dua vao sir dung trén thi
truong, d ¢ ghi nhén hién tugng ting can & nhitng bénh nhén dugc chi dinh dung thudc. Tang cén
thuong xay ra & nhitng bénh nhén cé yéu t6 nguy co nhu ¢6 tién sir mic bénh dai thdo duong, rbi loan
tuyén giap hogic adenoma tuyén yén. Trong c4c thir nghiém l&m sang, aripiprazol dugc chimg minh la
khong gay tang can lién quan vé mit 14m sang.

Chimg khé nudt: Piéu trj véi thudc chéng loan than, ké ca aripiprazol, c6 thé gy ra rdi loan van
dong thuc quan va kho hit vao. Can than trong khi sir dung aripiprazol va cac hoat chét chong loan
than khac & nhitng bénh nhan c6 nguy co bi viém phdi hit sic.

Chimg nghién c& bac bénh ly: céc béo céo hau luu hanh vé'cht’{ng nghién co bac bénh ly d?} duoc ghi
nhén & nhitng bénh nhan dugc chi dinh ding aripiprazol, bat ké nhing bénh nhan nay ¢6 tién sur choi
cd bac hay khong. Nhitng bénh nhén c6 tién str nghién c& bac bénh ly c6 thé c6 nguy co cao hon va
can dugc theo doi chat ché.
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Khong dung nap: Vién nén aripiprazol c6 chira lactose. Bénh nhan c6 vén dé vé di truyén hiém gap la
khong dung nap duoc galactose, thiéu men lactase hodc khé hap thu glucose-galactose khong nén
dung vién nén aripiprazol.

Tac dung khong mong mudn

Céc tac dung khong mong mudn thudng gip nhit dugc ghi nhan trong cac thir nghiém déi ching véi
gia duoc 1a ching ngdi khong yén va budn nén véi mdi tac dung xdy ra & hon 3% bénh nhéan dugc
diéu tri véi aripiprazol dung duong udng.

Céc tac dung mong mudn cua thude duoc liét ké dusi day xay ra thudng xuyén hon (> 1/100) so véi
gia dugc, hodc da dugc xéac dinh 1a tac dung khong mong mudn c6 kha ning lién quan dén thude (*):
Tan suét xay ra clia cac tac dung khong mong mudn (ADR) dugc sip xép theo quy dinh sau: thudng
gap (1/100< ADR< 1/10) va it gap (1/1.000 <ADR < 1/100).

Rdi logn tdm than: thudng gap: bdn chdn, mét ngy, lo 4u; it gap: trdm cam.

R6i logn hé than kinh: thuong gap: roi loan ngoai thap, chimg ngdi nim khong yén, run, chéng mit,
ngai ngl, budn ngu, dau dau.

R6i logn mdt: thuong gap: md mat; it gip: chimg song thi.

Réi logn tim mach: it gap: tim dap nhanh.

RGi loan mach mdu: thudng gip: ha huyét ap tu thé dung.

Réi loan tiéu héa: thudng gip: ching kho tiéu, ndn mira, budn ndn, tio bon, tang tiét nudc bot.

R6i logn chung va toan than: thudng gip: mét méi

Triéu chung ngoai thap (EPS): C) bénh nhan tdm than phan liét: trong mot thir nghiém c6 kiém soat
kéo dai 52 tuan, nhitng bénh nhén da duoc didu tri v6i aripiprazol c6 ti 1& méc céc triéu chimg ngoai
thap bao gdbm ca chimg Parkinson) chimng ngdi nim khong yén, rdi loan truong luc co, va rdi loan vén
dong thap hon (25,8%) so véi nhimg bénh nhan dugc diéu tri véi haloperidol (57,3%). Trong mdt thir
nghiém dbi ching véi gia duge kdo dai 26 tuan, ti 16 mic phai céc triéu ching ngoai thdp & bénh
nhan dugc diéu trj voi aripip 19% va & bénh nhan duoc diéu tri véi gia dugc la 13,1%. Trong
mdt thir nghiém c6 kiém ai 26 tudn khéc, ti 1é gap phai cac triéu chimg ngoai thap & bénh
nhan dugc diéu tri véi aripiprazol 1a 14,8% va & bénh nhéan dugc diéu tri véi olanzapin 1a 15,1%. o]
bénh nhén ¢6 cdc con hung cam cua bénh rdi loan ludng cuc I, trong mot thir nghiém c6 kiém soat
kéo dai 12 tudn, ti 1& gip phai cac triéu chimg ngoai thap 13 23,5% & nhitng bénh nhan duoc diéu tri
v6i aripiprazol va 53,3% & nhitng bénh nhan dugc diéu tri v6i haloperidol. Trong mét thir nghiém
kéo dai 12 tudn khéc, ti 1¢ gip phai cac triéu chimg ngoai thap 1a 26,6% & bénh nhan diéu trj voi
aripiprazol va 17,6% & nhitng bénh nhan dugc diéu trj véi lithi. Trong mot thir nghiém déi ching véi
gia dugc & giai doan duy tri kéo dai 26 tuan, ti 1& gip phai cac triéu ching ngoai thap 1a 18,2% &
nhém bénh nhan diéu trj v6i aripiprazol va 15,7% & nhém bénh nhan didu tri véi gia duoc.

Trong céc thir nghiém d6i ching véi gia duogc, ti 16 gip phai chimg nim-ngdi khéng yén & bénh nhan
bi r6i loan ludng cuc la 12,1% & bénh nhan dung aripiprazol va 3,2% & bénh nhan dung gia duge. O
bénh nhan bj tim than phan liét, ti 1& gdp phai chirng ném-ngéi khong yén 1a 6,2% & bénh nhén ding
aripiprazol va 3,0% & bénh nhan dung gia dugc.

R6i logn trwong luc co: tac dung phan nhém: c4c triéu chimng cta rdi loan truong luc co nhu co thit
bat thuong kéo dai cua cac nhém co c6 kha ning xdy ra & nhitng c4 thé nhay cam trong vai ngay dau
diéu trj. Triéu chimg cua rdi loan truong luc co bao gdm: sy co thit cia céc co & b, doi khi tién tridn
dén mirc do co thit cubng hong, khé nudt, khé thd, vahodc hién tugng cung ludi (ludi the ra qua




mirc). Nhitng triéu ching nay c6 thé gip phai khi ding thubc chéng loan than lidu thp, va xay ra
thuong xuyén hon véi mirc dd nghiém trong hon khi dung liéu cao céc thudc chéng loan than thé hé
d4u. Nam gi¢i va nhém bénh nhan tré tudi c6 nguy co méc ching rdi loan truong luc co cao hon céac
nhom khac.

So sanh nhimng thay ddi dac trung vé mat 14m sang c6 thé xay ra trong thir nghiém thong thuong va
céc thong s6 lipid & nhitng bénh nhan ding thuéc chdng loan than aripiprazol va bénh nhan diéu tri
bang gia dugc cho thdy khong c6 su khac biét dang ké vé& mat y hoc. Hién tugng ting chi s CPK
(creatin phosphokinase), thuong la thoang qua va khong c6 triéu chirg, ghi nhan dugc & 3,5% bénh
nhan diéu trj bing aripiprazol so v&i 2,0% & bénh nhan ding gia dugc.

Cdc phat hié¢n khac:

Céc tac dung khong mong mudn duoc biét c6 lién quan t6i liéu phap diéu tri chdng loan thin va cac
tac dung ghi nhan duoc khi diéu tri véi aripiprazol bao gdm hoi chimg an than kinh 4c tinh, rdi loan
van dong mudn, dong kinh, tai bién mach méu ndo, ti 18 tur vong gia ting & nhitng bénh nhan cao tudi
méc chimg mat tri nhé, tang dudng huyét va bénh dai thdo dudng.

Tré em:

Trong mdt thir nghi€ém lam sang ngén han d6i chirmg véi gia duge duge thuc hién ¢ 302 bénh nhan &
tudi thanh thiéu nién (13-17 tudi) méc chimg tdm than phan liét cho thiy tin sudt va tac dung khong
mong mudn ghi nhan dugc twong duong nhu & ngudi 16n, ngoai trir céc trudng hop sau day da duge
ghi nhan thuong gip hon & thanh thiéu nién diéu tri véi aripiprazol so véi & ngudi 16n khi didu tri véi
aripiprazol (va thuong gip hon so véi gia dugc): céc triéu chimg budn nga va rdi loan ngoai thap
dugc ghi nhan xay ra rit phd bién (ADR> 1/10), hién tugng khd miéng, ting cam giac thém an, va tut
huyét ap tu thé ding ciing dugc ghi nhan 1a thuong gip.

Mitre d6 an toan cua thude trong thir nghiém 1am sang mé rong nhin mé véi thof\gian 26 tudn cho két
qué tuong tu nhu trong thir nghiém ngén han va thir nghiém ddi ching véi gi
Téac dung cua thudc dbi véi nhém bénh nhan méc ching tam than phén liét &\tu
17 tudi) c6 thoi gian mang bénh 1én dén 2 nam cho thiy ty 16 mirc prolactin huyét thanh thap dugc
ghi nhan & phu nir (<3ng/ml) va nam gidi (<2ng/ml) 1an luot 13 29,5% va 48,3%.

Hau lvu hanh:

Cac tac dung khdng mong mudn sau dy da duogc ghi nhan trong qua trinh thude dugc chinh thire luu
hanh trén thi trudng. Tan suét cua cac tac dung khong mong mubn nay chua dugc biét rd (khong thé
ude lugng dugce tir cac dir liéu hién co).

RGi loan méu va hé bach huyét: giam bach cau, giam bach cau trung tinh, giam tiéu cau.

Réi loan hé mién dich: phan (mg di Gng (nhu phéan (mg phan vé, phit mach bao gdm ca sung ludi, ph
ludi, phu mat, ngira, hodc ndi mé day).

RGi loan néi tiét: tang dudng huyét, dai thdo duong, bénh dai thao dudng nhiém acid ceton, hon mé
do dai thao dudng gay ra.

R6i loan dinh dwdng va chuyén héa: ting can, giam can, chan an, giam natri huyét.

R&i loan tam thdn: kich dong, cang thing, chimg nghién c& bac bénh ly; toan ty tir, y dinh tyr tir, va tu
tir thanh cong.

Réi loan hé thdn kinh: réi loan 10i néi, hoi chimg an than kinh 4c tinh (NMS), co giét con 16n.

Réi loan tim mach: kéo dai khoang QT, r6i loan nhip that, chét dot ngdt khong rd nguyén nhan,
ngung tim, xodn dinh, nhip tim cham.
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R6i logn mach mdu: ngt, ting huyét p, thuyén tic huyét khoi tinh mach (bao gdm ca thuyén tic
phdi va huyét khéi tinh mach sau).

R6i logn hé hdp, ngue va trung that: co thit hau hong, co thit thanh quan, viém phdi hit.

R6i loan tiéu héa: viém tuy, chimg kho nubt, dau bung, dau da day, tiéu chay.

R6i logn gan mdt: suy gan, ching vang da, viém gan, ting alanin aminotransferase (ALT), ting
aspartate aminotransferase (AST), ting gamma glutamyl transferase (GGT), tang alkalin phosphatase.
R6i loan da va mé duwdi da: phét ban, phan (mg nhay cam véi anh sang, rung toc, ting tiét mo hoi.

R6i logn co xwong khép va mé lién két: tiéu co van, dau co, cing khop.

Tinh trang khi mang thai, lic sinh d@é va sau sinh: hoi ching cai thudc & tré so sinh.

Réi loan thdn va hé tiét niéu: tiéu khong tu chu, bi tiéu.

R6i logn vii va hé sinh san: cuong duong.

R6i loan chung va toan théan: r6i loan diéu chinh nhiét do (nhu ha than nhiét, sot), dau nguc, phu
ngoai vi.

Mot vai théng sé nghién ciwu: ting creatin phosphokinase, ting dudng huyét, duong huyét thay doi
that thuong, ting ndng do glycosylated haemoglobin.

Twong tac thude:

Do c6 tinh chét d6i khang véi thu thé al-adrenergic, aripiprazol c¢6 kha ning ting cudng tac dung ciia
mdt sb thube ha huyét ap.

Do cac tac dung chinh cua aripiprazol ¢6 tac dong toi hé than kinh trung uong, can than trong khi
dung arlplprazol két hop vé6i\do udng c6 con hodc cac thube diéu tri than kinh trung wong khac nhu
thudc giam dau dé tranh céc tac dung khong mong mudn chong chéo. )

Can than trong khi dung aripiprazol ddng thoi véi cac thude gay ra chimg QT kéo dai hodc mat can
bing dién giai da dugc biét dén)
Cac dugc pham khéc c6 kita ning tuong tac véi aripiprazol: )
Thudc ngén chén su ti€ g da day, cac chat doi khang H2 famotidin s€ lam gidm ty 1€ hap thu
clia aripiprazol nhung tac dong nay dugc coi 1a khong c6 lién quan vé mat 14m sang.

Aripiprazol dugc chuyén héa biang nhiéu con duong bao gdm cac enzym CYP2D6 va CYP3A4
nhung khong bao gdm enzym CYPI1A. Vi véy, khong can diéu chinh liéu cho nhitng ngudi c6 théi
quen hit thude.

Trong mdt thir nghiém I1adm sang & ngudi khde manh, mot chit e ché manh ciia CYP2D6 (quinidin)
lam tang dién tich dudi dudong cong ndng d9 - thoi gian (AUC) cua aripiprazol 1én 107%, nhung
khéng lam tiang ndng do dinh cua thubc trong huyét twong (Cmax). AUC va Cmax cia dehydro-
aripiprazol, chat hoat hoa cua aripiprazol, 1an luot giam 32% va 47%. Can giam liéu dung aripiprazol
xuéng khoang mot nira so véi liéu chi dinh khi diéu tri két hop aripiprazol v6i quinidin. Cht tc ché
manh khac cia CYP2D6, nhu fluoxetin va paroxetin, ¢ thé c6 hiéu ung tuong tu va vi vay can ap
dung gidm liéu tuong tu.

Trong moét thir nghiém 14m sang & ngudi khée manh, mot chit (c ché manh cua CYP3A4
(ketoconazol) 1am ting AUC va Cmax clia aripiprazol lén lugt 1€n 63% va 37%. AUC va Cmax cia
dehydro-aripiprazol 1an luot ting 77% va 43%. O nhitng ngudi c6 kiéu gen chuyén héa kém
CYP2D6, khi str dung ddng thoi aripiprazol véi cac chit e ché manh ctia CYP3A4 c6 thé din dén
ndng do aripiprazol cao hon trong huyét twong so vdi nhitng ngudi c¢6 kiéu gen chuyén héa binh
thudng CYP2D6. Khi thyc hién diéu tri két hop ketoconazol hodc cac chat irc ché CYP3A4 manh
khéc véi aripiprazol, chi 4p dung liéu phap két hop néu xét thiy hiéu qua tiém nang 1 16n hon nhing




nguy co tiém an cho bénh nhan. Khi ding dong thoi ketoconazol véi aripiprazol, can giam liéu
aripiprazol xudng khoang mét nira so véi liéu chi dinh. Céc chit (rc ché manh khac cua CYP3A4,
ching han nhu itraconazol va c4c chét rc ché men protease ding trong diéu tri HIV, c6 thé gy tac
dong twong tu, vi vy can ap dung giam lidu.

Sau khi ngung sir dung chat ¢ ché CYP2D6 hosic CYP3A4, can ting liéu luong cua aripiprazol 1én
bing mirc trudc khi bit dau diédu tri két hop.

Khi cac chét e ché yéu cia CYP3A4 (vi du, diltiazem hodc escitalopram) hoac cia CYP2D6 dugc
str dung ddng thoi véi aripiprazol, c6 thé dan t6i kha ning ting nhe ndng do aripiprazol.

Sau khi dung ddng thoi v&i carbamazepin, mdt chit cam (ng manh cia CYP3A4, chi sb trung binh
nhan cia Cmax va AUC clia aripiprazol lan lugt xdp xi bing 68% va 73% thép hon so véi khi chi
diéu trj bing aripiprazol (30 mg). Tuong tu nhu vdy, sb trung binh nhin cia Cmax va AUC cia
dehydro-aripiprazol sau khi két hgp dung dong thdi véi carbamazepin 1an luot xdp xi bang 69% va
71% thap hon so véi khi chi diéu tri bing aripiprazol.

Can tang lidu aripiprazol 1én gép d6i khi ding ddng thoi aripiprazol véi carbamazepin. Céc thudc gy
cam ng manh khéc cua CYP3A4 (nhu rifampin, rifabutin, phenytoin, phenobarbital, primidon,
efavirenz, nevirapin va St. John Wort) c6 thé c6 hiéu tng tuong tuy do d6 nén ap dung ting lidu
aripiprazol. Sau khi ngung ding thudc gdy cam (ng CYP3A4 manh, nén giam lidu luong cua
aripiprazol téi muc lidu khuyén céo.

Khi ding ddng thoi valproat hodc lithi véi aripiprazol, ndng 9 aripiprazol khong c6 thay dbi dang ké
vé mit 14m sang.

Kha ndng aripiprazol géy tdc dong lén cdc dwoc phdam khdc:

Trong céc nghién ciru 1am sang, cac lidu aripiprazol tir 10-30 mg/ngay dung 1 1in khong c6 tac dong
dang k& dén qua trinh chuyén héa ciia cic chét nén cia CYP2D, (ti 1¢ dextromethorphan/3-
methoxymorphinan), 2C9 (warfarin), 2C19 (omeprazol), va 3A4\ (
aripiprazol va dehydro-aripiprazol khong thé hién tiém ning lam {h y ’ :
trung gian CYP1A2 in vitro. Do d6, khong c6 kha nang gay ra céc tfong fag’thuoc nghiém trong ve
mat 1dm sang dugc trung gian bdi céc enzym nay.

Khi ding dong thoi aripiprazol véi valproat, lithi hodc lamotrigin, khong thdy c6 thay doi dang ké vé
mdt 14m sang trong ndng d¢ valproat, lithi hogic lamotrigin.

Nhém ddi twong dic biét:

Kha ndng sinh san, thoi ki mang thai, va thoi ki cho con bu

Chua ¢ cac thir nghiém déy du va duge kidm soat chit ché vé tac dung cua thude chéng loan than
aripiprazol ddi véi phu nit dang mang thai. Hién twong dot bién gen da duoc ghi nhan, tuy nhién, vn
chua c6 két luan chinh thirc 12 do tac dung cua aripiprazol. Cac nghién ciru trén dong vat khong thé
loai trir hét kha nang phat trién doc t6 cua thudc & con ngudi. Bénh nhan can thong béo cho bac si
néu dang mang thai hodc c6 ké hoach sinh con trong thoi gian diéu tri. Do chua c6 céc thong tin day
dt vé mirc do an toan cua thude ddi véi co thé nguoi va nhimng lo ngai thong qua cac két qua nghién
ctru dugce thue hién déi voithé sinh san cua dong vét, loai thudc nay khong dugc dung cho phu nir
mang thai trir khi xem xét mirc do cén thiét cho bénh nhan cao hon nhing nguy co rui ro tiém tang

ddi voi thai nhi. | ¥R ,

Thai nhi phoi nhiém vé6i céc loai thube chdng loan than (bao gdm ca aripiprazol) trong ba thang cudi

cta thai ky s& c6 nguy co xut hién céc tdc dung khong mong muon bao gom hoi chimg ngoai thap
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va/hoic tridu chimg nghién thudc va mirc do anh hudng s& nghiém trong hon va kéo dai sau khi sinh.
Di c6 bao c4o ghi nhan vé triéu chimg tdm 1y bdn chdn, ting truong luc, giam truong lyuc, run, budn
ngu, suy ho hép, hoic rdi loan trong 4n u6ng. Do do, can theo dbi chat ché cac triéu chimg bénh & tré
so sinh.

Aripiprazol dugc bai tiét trong sita cua chudt me dang cho con bu sau khi dung thudc. Aripiprazol ¢6
duoc bai tiét qua sita me & ngudi hay khong chua duge xac dinh. Bénh nhan nén dugc canh bio
khong nén cho con bu néu dang diéu tri bing aripiprazol.

Qui liéu:

Trong c4c thir nghiém 1am sang va kinh nghiém hau luu hanh, aripiprazol qua liéu cap tinh do vo tinh
hay ¢6 y & ngudi 16n véi lidu lugng 16n t&i 1.260 mg, khong c¢6 truong hop tir vong. Céc dau hiéu va
céc triéu ching c6 thé quan sat dugc bao gdm hon mé, tang huyét ap, mat ng, tim dap nhanh, budn
ndn, ndn mira va tiéu chay. Ngoai ra, bdo céo vé cac trudng hop dung aripiprazol qua lidu (Ién dén
195 mg) & tré em ciing duoc ghi nhan, khong c6 trudng hop tir vong. Cac déu hi¢u nhan biét vé mat y
té va céc triéu chimg ghi nhan duoc bao gdm: budn ngu, mét y thirc thoang qua va cac triéu chimg
ngoai thap.

Pé xir Iy céc trudong hop ding thudc qua liéu can tap trung vao bién phap diéu tri hd trg, hd trg hd
hip, cdp oxy va dam bao khong gian thong thoang dong thoi két hop xir ly cac triéu chimg xdy ra.
Can xem xét ky khi két hop dung thudc chdng loan than vdi cac loai thude khéc. Lap tic theo ddi
tinh trang tim mach ctia bénh nhan va can theo ddi dién tdm dd lién tuc dé phat hién hién tuong rdi
loan nhip. D4i véi cac truong hp ding aripiprazol qué liéu hogc nghi ngd qua liéu can giam sat chat
ché va theo dbi lién tuc cho dén khi bénh nhan hoi phuc.

Than hoat tinh (50 g), dun i sau khi diéu tri bing aripiprazol s& lam giam Cmax trong huyét
twong cla aripiprazol xudng con khoang 41% va AUC con khoang 51%, diéu nay cho thdy than hoat
tinh c6 thé mang lai hiéu qua trong diéu tri qua liéu aripiprazol.

Mic du chua c6 ghi nhén vé hiéu qua cua bién phap chay than nhén tao trong didu tri qua lidu vai
aripiprazol, nhung kha ning sir dung liéu phép nay 1a khong kha thi do aripiprazol gin két manh voi
protein huyét tuong.

Anh hwéng dén kha niang lai xe va van hanh may moc:

Bénh nhén can than trong khi l4i xe hodc van hanh may méc vi thude c6 thé gdy chéng mat, budn
ngu, nhirc dau, mét moi, mét mo.

Bio quan: bao quan & nhiét 6 duéi 30°C, tranh 4m.

Han ding: 24 thang ké tir ngay san xuit. Khong ding thudc da hét han dung trén bao bi.

Trinh bay: Hop 3 vi, mdi vi 10 vién.

Tiéu chuin: Tiéu chuin co s& sin xuit.

Nha sén xuit: Hetero Labs Limited. Unit V, APIIC Formulation SEZ, Polepally Village, Jadcherla
Mandal Mahaboobnagar, District, An .
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