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thm.ﬁl:: BAM THED B0
TO HUONG DAN SU DUNG THUOC
ARIAFOL

Aripiprazol 5 mg/10 mg/15 mg
Yién nén

Thuie bin theo don
Pé xa tim tay cia tré em
Poc k§ hirdmg din sir dung trude khi dimg ’

Thing biao ngay cho bic s§ nhimg tic dung khing mong muén khi sir dung thube

PHAN 1. HUONG DAN SIT DUNG THUOC CHO NGU'OTL BENH -

I. Thianh phin, him lugng ciia thude:

Vb vién nén chira:

Hout chdt: Aripiprazol 5 mg/ 10mg/ 15 mg i

Td dwge: Lactose monohydrat, tinh bit ngd, celulose vi tinh thé, vicelulose,

crospovidon, silic dioxyd keo khan, magnesi stearat vira dit mit vién,

2. Mi ta sin phim: Vién nén

3. Quy cich dong gii:

ARIAZOL 5 mg Hdp 4 vi x 7 vién nén

ARIAZOL 10 mg: Hip 4 vi x 7 vién nén >
"'\-\.\_q

ARIAZOL 15 mg: Hop 4 vi x 7 vién nén hiud

4. Thubc dimg cho bénh gi? _ <

ARIAZOL duge chi dinh dé digu tr] tim thin phin liét & nguoi lon v thanh thigu nién tir 15 JAS

twdi trér 1ém, o
'I_J

5, Nén ding thudc niay nhar thé nao va lign hrgng?
Mgy |

Beénh tdm thin phan [igr: Liéu khii ddu khuyén ¢ho 132 10 hode 15 mg/ngdy vid lidu duy t 15
mg/ngiy theo phic d8 1 lin‘ngiy, cb thé uing lic d6i hodc lic no.

ARIAZOL cd higu qua trong khoang ligu 10-30 mg/ngay. Cae lisu cao hon 15 mg/ngay chua
chimg minh lam tang hiu qua diéu trj di tinh trang timg bénh nhin cd thé dwge cai thién & licu
cao hon. Licu t61 da hing ngay khing nén vuyt qud 30 mg.

Bénh tim than phdn g & thanh thidu nién te 15 i tre 1n: Ligu ARIAZOL khuvén cdo 14 10

mgngay theo phic dis mdt lin mét ngiy, co thé diing lic no hofic Me ddi. Viéc didu tri nén khai

1-;%. .
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diu v licu 2 mg (diing dudmg vbng dung dich aripiprazol | mg/ml) trong 2 r{gﬁf, ting liéu dén
5 mg trong 2 ngay nira dé dat dugc lidu khuyén cho bing ngay 1a 10 mg. Khi cin co the téng lieu
tiép theo vori lugmg gia ting 5 mg nhung khéng virot qua lieu toi da 30 me/ngdy.

ARIAZOL cé higu qua trong khoang ligu 10-30 mg/ngdy. Cédc liéu cao hon 10 mg/ngiy chir
chimg minh ting hi¢u qua dicu tri dis tinh trang ting bénh nhin oo the duge cai thidn o lidu cao
hom, Khing khuyén cio ding ARIAZOL cho bénh nhan tim thin phin ligt ddi 15 udi do chua
di dix lidu vé an todn vi hidu qua.

Bénh nhdn suy gan: Khing edn thidt didu chinh lieu & bénh nhin suy gan nhg dén trung hinh.
Chua di dir ligu dé dua ra lidu b:l:luyen céo & bénh nhin suy gan ning. Cln ]nEn'l sodit lidu dung

cin than & nhimg bénh nhén nay. Nhy viy nén thin trong khi ding liéu t6i da 30 mgngly o
bénh nhin suy gan ndng.

Bénh nhén suy than: Khong cén thiét di¢u chinh lidu cho bénh nhin suy thin,

Ngwedi lim tudi: HlEu qua cua arpiprazol trong di diéu trj thm thin phin li¢t & bénh nhan trén 63
tudi chira dirge xac lip. Do mire nhay cam 1ém hem & nhom bénh nhan nay, clin xem xét lidu ban
diu 'rhap hon dyra vao cic jEu t trén 1am SHngE.

Grigri inh: Khong ciin thiét diéu chinh liéu cho bénh nhin nit ciing nhir bénh nhin nam,

Hiit thude: Theo duimg chuyén hoa cla aripiprazol khong ciin thiét didu chinh lidu trén bénh
nhén hit thude.

Bliéu chink li¢u dao twone tde thude

Nén gidm lidu H.npiErd.ml. khi diing ddng thir EI.I‘IPLFH."E.?II-[ viri che thude trc ché manh CYP3A4

hodc CYP2D6. Nén ting ligu aripiprazol sau khi rit chit vic ché CYP3A4 hojc CYP2D6 ra khoi
[1¢u phap phin IIWJ

Khi diing don ppiri thude gly cdm (g CYP3A4 manh, nén tang lidu aripiprazol. Khi rit
chiit cam {mg CYPIA4 ra khoi lidu phip phii hop, nén gidm lidu aripiprazol sau do

6. Khi nao khing nén ding thude nay?
Qué min v aripiprazol hodc bt ky thinh phin ndo cta thubc,

7. The dung l{hung mong muin

Céac phan img o6 hai thuﬁrng dun;r-: béo cdo nhal trong che thir nghiém cb déi chimg gid drge 1
dmng nam ngo khdng :rm vis budn ndn, mdi phan img phy xdy ra trong hon 3% bénh nhan dicu
trj viri aripiprazol diing uong.

Bikiig dioih shoh ek uhii Gog o6 e

Cac phian dmg ¢d hai sau ddy thuimg gdp hom (2 171000 50 vin @a duge, hodc 3 duge xic dinh
la phéan img <o hat co thé lién quan (*).

Céc tin 55 1idt ké dudi diy dwge xdc dinh theo quy wic sau day;
Thudmg gip (=1/100 dén <1/10), it gap (=1/1000 dén <1/100).

Rii foan tim thiin _
Thirmg gdp: Bon chin, mat ngi, lo du
it gip: * Trim cim, chimg mﬁng :lim

Risi fogn g thiin kinh
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diin

_Thn'd‘:rng ﬁp‘. Rﬁimn_ngﬁgi thap, niim ng&iihﬁ_ng?iiu. run, chong mit, huﬂ:ﬁgﬁ. dau |

Réi toan mdt
Thimg gip: Nhin mir
it gip: Chimg song thj (nhin déi)

Rai togn tim
It giip: Nhip tim nhanh*

R logn mach miu

it gip: Ha huyét ap thé dimg*
Rai fogn dg day-ruge

| Thutmg glp: Khé tiéu, nén, hutn nim, tio bon, tng tiét mede bot

—

Riéi logn téng qudt va tdc dfng tai noi ding thude
Thutmg gip: Mét moi

Mt cic phin (g phu dign hinh
Trigu chieng ngoai thap (EPS= Exirapyramidal sympioms)

Tim than phén liér: Trong mit nghién ciru kéo dai i" tudn, bénh nhin dicu m%&mi co
t¥ I¢ tridu chimg ngoai thap thap hon (25,8%) bao gom hiji chimg Parkinson g khing

vén, roi logn trwomg lwe eo va tid loan vin ding so v bénh nhin diéu trj bing haloperidol
(57,3%).

Trong thir nghiém kéo dai 26 tudn ¢o dii chimg g duge, tv 1@ EPS 1& 19% & bénh nhin dién tri
bdng anpiprazol va 13,1% & bénh nhin ding gid duce.

Trong mdt thir nghiém khic 26 tdn ¢6 d6i chimg gia duge, v 16 EPS L3 14,8% & bénh nhin ding
aripiprazol va 15,1% &6i vii bénh nhin ding olanzapin,

Nam ppdi bhing vén fekathisia): Trong cac thur nghiém co dbi chimg gid duge, ty 18 mic
akathisia & bénh nhin tim than phin Lt ty 1& akathisia 13 6,2% vini aripiprazel va 3,.0% Jd6i véi
@ dure.

Loan trirgng fee co: Tae ddng theo pham lﬂqll- Cie tngu :.hl.mg i logn truomg lye co, co thit kéo
dai bét thutmg cic nhom co, o6 thé xiy a & nhimg gL 'nha;.f cim trong vai ngay didu i diu
tién. Tridu chng loan truong lue co bao gdm: co thit céc co & cb, dbi khi tién trén dén dau thit
hong. kho nudt, kho the, vihode lut the ra. Trong khi nhimg méu chimg nay co thé xdy ra & cic
lidu [h:ip, ching xay ra thiimg xuyén hom va vin mure di nghiém trong hom, vin cutmg dg cao va
& cac lidu cao hon dﬁa virl cie thude n:hui'nng logn thin th hi diu tién. Nguy oo logn neong lye oo
cip tinh ting cao & nam gici va nhom tudi tré hom.

Khi so sénh ti 1€ bénh nhin ding anpiprazol va gid duge co nhimg thay ddi ¢ thé dnh huremg
trén 1im sing vé cic gid trj xét nghidm théng thidmg vi cic thong s lipid, khong cho thiy cic
khée bigt niy la quan trong, T ang CPE (creatin phosphokinase), thudmg thodng qua va khing cd
tri¢u chimg o 3.5% bénh nhan di¢u rj voi aripiprazol so v 2.0% bénh nhin dung zia dugce.

Cic the dung khﬁng mong muin khic: Céc phin img ]:rhy da hidt oo lién uan viri Liéu phip
chong loan thian va ciing duge bao cao trong khi diéu tr vin anpiprazol bao gom hi chimg an
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ﬂﬁn kinh &c tinh, roi logn vin ding mudn, co gidt, phan img c6 hai trén mach méu ndo va or
sudt thng 1&n & bénh nhin Lom wdi loan tri, ting duimg huvét va ddi théo dudmg.

Tré em
Tiim thin phdn liét & thanh thidu nién tie 15 tudi tré lén

T mit thir nglm";m lim sang |:g§.r| han, b dbi chimyg gid duge trén 31]‘? thanh thidu nién (13 -
17 tudi) bi tam thin phin liét, tan suat va logi tic dung khéng mong mudn cling tuomyg tyr nhr o
ngiein lom, ngoal tir chc phan rng sau dﬁ}- xdy ra thuimg xuyén hon & thanh thidu nién so vii
ngudn 1om, (va thwomg xuyvén hom so vin gia duge):

Rit thutmg gdp (= 1/10): Budn ngivan thin va rbi loan ngoai thip
Thumg gap (= 1/100, <1/10%: Khd midng, ting sir thém dn, ha huyét dp the dimg,

Tinh an toan trong thu nghiém mo rong, nhan mo, 26 tudin tuong by nhy quan st thiy trong thir
nghi¢m ngin han, c6 dai chimg gia duge.

Tmng nhim phﬂn tich gop vi thanh nién bj tim thin phun ligt (13-17 twdi) phoi nhidm thude dén
2 nfim, tv I¢ mire prolactin hu:.ﬂ:l thanh !hflp o nlr gidi (<3 ng'ml) & 29.5% va nam giti (<2
ngml) ld 48.3%.

Trong nhém vi thanh nién tm thiin phin ligt (13-17 tuéi) phoi nhidm vin anipiprazol tir 5-30 mg
dén 72 thang, ty 1& prolactin huyét thanh thip & nir giéi (<3 ng/ml) 12 25,6% va nam gitn (<2
ng'ml) 1 45.0%.

Ci .
- R loan | ngw.t thép (t¥ 1¢ mc & liéu 10 mg 12 9,1%, ¢ licu 30 mg 14 28 5%. gid dugre 14 1,7%.)
- Nim ngoi'khing vén (ty 18 mbc & Héu 10 mg 1h 12,1%, & liéu 30 mp 13 20,3%, gia duge 13
1.7%0). |

Sau khi % |:|11.n.1 hinh trém thi truimg
Cic p g phu sau diy ¢ dwoc bao cao sau khi thude i hanh, Tan sudt cia cac phan img

niy la khéng rd (khong thé wée lrong tin suit dirge tir cie dir lidgu o sin),

- Rm loan mdu va hé beu.h huyét Giidm bach edu, giam bach ciu trung tinh, giam tiéu cau.

- Roi logn hé thong mién djch: Phan img dj img (vi du phan {mg phin v&, phit mach bao gom:

sumg luiyi, p-hu JLrEr: phil mét, ngira, hojc may day)

- Rai loan ngi tiet: TEu:lg duimg huy:l, dai thao duimg, dai thio duimg nhiém toan ceton, him mé

ting dp lue Ihﬁ.m thiu do d4i thio dutmg.

- Roi logn Lhu:.-'t:n hioa va dinh dutmg: Tang' giam cén, chén an, gmm natri huyl:i

- R6i loan tim thin: Kich ddng, lo du. nghién cér bac bénh Iy, gay hin, ¢d glng ur sdt, ¥ dinh ty

tir, tyr sat.

- Réi loan hé thin kinh: R&i loan ngdn nei, héi chimg dc tinh do thude an than (NMS), dong

kinh com lém, hit chimg serotonin. )

- Roi loan tim: Khoang ()T kéo dai, loan nhip that, dit tr khong rd nguvén nhin, ngimg tim,

mﬁn dinh, nhjp tim chém.

- R lﬁem mach mau: hgm Xitl, Ang hu}él ip, hLI."rEl. khdi tinh mach (bao gﬁm thusvén 1 phﬂu

vit hu;.rél khéi tinh mach s}

- Réi loan chire ning ho hap. Ngye v trung thit: Co thit hiu hong, co thit thanh quan, viém
hm sic.

- RAi logn chire nfing tidu hda: YVidm tuy, kho nuﬁ‘r_, khi chju ving bung, riv loan da day, tidu

cha

- rtg{ logn chire nang gan mdt: Suy gan, ving da, viém gan, ting alanin aminotransferase (ALT),

ting aspartal aminotransferase (AST). ting gamma glutamyl transferase (GGT) tng

{:i"' / Trang 4/23
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p-hmphdtﬂse kidm,
- Rnl loan da vi md dudni da: Phat ban, phin ng nhay edm énh sdng, rung tée, ting tidt md hoi.
- Réi loan co xuong va mé lién két: Tiéu co vin, dau co, cimg khdp.
- Réi logn thiin va tiét nigu; Tidu Lh-ung tr chi, bi tidu,
= Thint ky mang thai, sau khi sinh vi chu sinh; Hﬁlchung{,m thude & tré s sinh,
- Réi logn hé sinh san vé gt meg duromg
- Roi lnan chung va phin img tai nm ding thurzc Réi loan thin nhiét (vi dy ha thin nhigt, st
dau ngye, phi ngogi bign.
= Nghién ciru: Tang creatin phosphokinase, ting glucose mau, bien ding glucose mdu, ting
hemoglobin b glveosvl hia.
Thuiic 6 thé gdy ra cdc tde dung khing mong mudn khde, théng bdo che bde sT nhitng tac dung
khdng mong mudn gdp phadi khi sw duirg thutic.

Hirémg dén xir tri: Phai ngimg thude khi ¢6 bidu hién téc dyng khong mong mudn ning. -

£
8. Nén trdnh ding nhimg thude hojic thye phiim gi khi dang sir dung Ihu&-c nay? 3
Hiy thong béo cho bic sT hodic dugc si cia ban néu ban dang dimg, 43 diing gin dﬂ}f hofie oo thé |
sé ditng bét k¥ loai thude nio khac. ¥

Do tic dyng disi khing thy thé alphal-adreneryic, nén anipiprazol cd kha ning lam ting tie dung
clia mit 56 thude chong ting huvét dp. -

Aripiprazol cd tae dung chi }’Eu trén thén kinh trung wromg. can thin trong khi ding aripiprazol
vl o hodic véi céc Thué_u: tac ding 1&n thin kinh trung womg khiae do cd thé xay ra cling 10
cde the dung phy nhir an thén, 4

Cén thin trgng khi diing d:f!mg thii aripiprazol véi cie thude duge bidt giy kéo
ho#c lim mit cin bing dién giai.

Cie thude khae ¢o khi ning anh huimg dén ARIAZOL

Chét ngan tiét axit da dy, famotidin 867 khing thy thé H2, lam gidm ty |¢ hip thy arpiprazol
nhimg ngwin ta cho ring tac dong nay khong lién quan trén [E.'II'[ sang.

Aripiprazol duge chuvén hoa ba:ng. nhiéu duimg qua cic enzym CYPIDH va CYP3A4 nhumg
khéng lidn quan dén enzym CYP1A. Vi viily, khong cin thiét diéu chinh liéa & ngui hit thude.

Chuinidin va cac -::.’mr ic ché CYP2D6: Trong mot thir nghi¢m l&m sang trén cac doi twgmg khoe
manh, chit (re ché manh CYP2D6 quinidin lam tang AUC cua aripiprazol khodng 107%, trong
khi Cous khong thay doi. AUC v Coes ctia chat thLL}-"Ln hod ¢6 hoat tinh dehwdro-anpiprazol
giam khoang 32% va 47%. Vi viv clin gidm nira lidu aripiprazol khi ding déng thin Ariazol vii
quinidin.

Cic chit e ché manh CYP2ZD6 khac, nhu fluoxetin va paroxetin ¢ thé co tac dong twong W vit
do db cling nén giam nira liéu aripiprazol.

Ketoconazoel va cdc chdt tre ché CYPIA4 khde: O cie 3bi tuong khoe manh, chit &re ché manh
CYP3A4 ketoconazol lam ting AUC va Cre cia anpiprazoel lan i].:l"l.',!l‘[ 1 63% v 37%. ALC va
Crnas ctlia dehydro-anpiprazol ting lin ot 77% wi 43%. vlfi cic doi tuomg chuvén hoa CYP2D6
kém, ding dong thii vai chat e che manh CYP3A4 e6 thé lam ting nuﬁmg b aripiprazol trong
hu}\él tromg cao hom 50 vidi ngudd chuven hoa manh CYP2D6, Khi ::h.lng dong thin ketoconazol
hofic céc chit e ché manh CYP3A4 khic vai anp::pra.:'u] nén cin nhic loi ich dat duge so vin
nguy co co the gip phai trén bénh nhin. Nén giam khoang nira lidu aripiprazol khi dimg chung
viri ketoconazel, Cée chit tre ché manh CYP3A4 khic, nhu itraconazol vi cic chat 1rc che HIV
protease of thé co tic dong twomg tyw va cling nén giam nira lidu aripiprazol,

= == — gl —
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Khi ngumg cl}ﬁl ire ché CYP2D6 holic CYP3A4 clin ting lidw Arazol Ién mie lidu trwée khi
phii hyp thube,

Meguoi ta cho ring dimg dong thin voi cdc chit e chié véu CYP3A4 nhw diltiazem hoje
escitalopram hodc CYP2D6, ning 40 aripiprazol co the ting khéng déng ke,

Carbamazepin va cht géy cam g CYP3A44 khde: Sau khi ding dﬂng théri vii carbamazepin,
mat chit giy cim (mg manh CYP3IA4, gid trf mrung binh Coe va du;n tich duai dwdmg cong
AUC caa aripiprazol thip hom lan lugt 13 68% v 73%, so v dom tr lidu anplpraznl (30 mg}.
Tuong ty viy, ndng 4} dinh Cuu va dién tich dudi ducmg cong AUC cia chit chuyén hia
dehydro-aripiprazol thap hon lin lrgt 12 69% v 71%, so vii dom tr lidu biing aripiprazol.

Nén ting ghp d6i lide ARIAZOL khi ding ddng thid véi carbamazepin. Ngwir ta cho réng cde
chit giy cam {mg manh CYP3A4 khac (nhu rifampicin, niahulm, phenytoin, phﬂnﬂhﬂ.rbltﬂl
primidon, efavirenz, nevirapin vi ché Ph'in'l St. John ".?um't} cd the ob tic dong twong ty va cling
nén tng gap doi ligu Anazol. Sau khi ngumg dung cac thude giy cam tmg CYP3IA4 manh, clin
giam ligu ARIAZOL dén ligu 'l:huvén céo.

Falproatr va {ithivm: Khi ding dong thén mt trong ha thudc valproat hofic lithium wvin
anplpraznt n':‘flng d{ anpiprazol Khing thay a6 déing ké trén lam sang. Hdi chimyg serotonin: DA
cf hdo cdo cde tnrdmg hop hdi chimg serotonin & hénh nhdn sir dyng aripiprazol, va oo the ml.ml
hign cde dau hidu va gy thlmg cua tinh trang nay didc bigt & nhimg bénh nhin s dl.LrLL., ding
thoi vl cac thutc serotonergic khic, nhir SSRI/SNRI, hofc v cac thude dirge bigt lam ting
nimg di aripiprazol.

Kha ning ARIAZOL anh hudme dén thude khie: Trong che ng‘mm el lam li¢u aripiprazol
10-30 mgmgiy khing giy anh huomg ding ké dén Cl‘ll.l}"l:ﬂ hda cua chc cor chat CYP2D6 (tv 1é
dextromethorphan3-methoxymorphinan), CYP2CY (wartann), CYP2C19 [unwpra:anljl va CYPIA4
(dexromethorphan). Ngodi ra, unplpra.ml vii dehydro-aripiprazol khong cho thiv kha ning lim
thay ddi chu}ren hoa qua trung gian CYPIAZ trong nghién ciu in vitro. Nhar viy, nnp:pram]
khong co kha n H%-‘E}H:r tuomyg tac thudc quan tryng tren lam sang thong qua cac enzym nay, Khi

ding aripiprazol ddng thid v mit rong cdc thude valproat, lithium hofic lamotrigin, khing ed

thay ddi ding ]\N

9, Cin Lﬁ%hi mét Lin quén khing ding thude?

g diy valproat, lithium hodic lamotrigin trén lam séng.

Néu han quén khing dung 1 liéu, wong liéu tiep theo nhw lich trinh e, Khing nén ding lidu gﬁp
diti d2 bix cho lidu d& quén.

10, Néu ban muon ngimg thude
Tiép tuc st dung thude cho dén khi bic s§ bao ban ngimg. Khing dwoc ty § ngimg thudc. Ludn
lim theo chi din cia bic s§.

Néu ban co thiic mie gi khi s dung thudc nay, hiy lién hé v bac s7 hode duoe 59,

11. Ciin biio guin thubc nay nhir thé nao?

Bio quan & nod kha, nhié¢t 49 khéng qua 30°C, trinh dm.

Khéng virt bat ki loai thudc qua nuoe thai hode chat thai sinh hoat. Hoi Duee sT cta ban lam thé

nio dé virt bo cde logi thude ban khing con sir dyng. Nhitng bién phép ny s& giip bao vé méi

truomg.

12. Nhimg diiu higu vi trigu chimg khi ding thuiic qui liéu

Néu ban vé tinh ding qud liéy, lién hé vii Bic i cia ban ngay ldp tic.

Chie ddu hifu vi triéy chimg; Trong edc thir nghiém lam sing va kinh nghi¢m sau khi thude luu

hinh trén th truomg cho thay qua ligu cip tinh do ¢ ¥ hay vo y ding aripiprazol & nguwin lém
I.J!h i
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wilr Iiéu wére tinh 1én dén 1,260 mg cling khing 6 tir vong. Cac biga hign vé trigu n:h:.mg dién
hinh gom ngi lim, tang hu}:‘f-t ap, budn ngi, nhip ttm nhanh, budn non, nén mira va tiéy chiy.
Ngodi ra, quﬂ liéu nnp:praml v y (lén den 195 mg) ¢ tré em cung khing cd trromg hi;!p tir
vong. Cac diu hidu va tridu chimg dién hinh bao gdm budn ngd, mat ¥ thirc thodng qua vi tidu

chimg ngoai thap.
13, Ciin phai lam gi khi dang thude qui liéu khuyén cio

Ngumyg diing thude va lién lac ngay vai bac s§ hode trung tdm y té pin nhat.

Mang theo vién thube ciing véi bao bi dé bic s¥ biét ban &3 uong thude gi va ¢b bién phdp xir 1§
kip thin.

Xir tri qud ligu: Xir trf qud liéu nén tap trung vio vide diéu tri hd tro, duy tri ditmg the dﬁy i, oxy
vil thong gid diy &, va theo dbi cic tnfu chimg, Cén xem xdét kha néing anh hmmg cla thuui.. sir
dung ngthtn Theo dai nmmachngnylapmahangﬁm then ddi dién tim & lién e 48 cb thé

phat hi¢n roi logn nhip tim. Khi phét hign h-ai ky tnnomg hop qui ligu ndo v aripiprazol da chiic
chin hay nghi ngd, cin theo di chit ch vi tiép tuc cho &én khi bénh nhin hii phuc,

Than host tinh (50 g), dwge ding sau khi wéng aripiprazol 1 gid, lam giam rn:am_:r, dd Coa
.ml.-npruzul khoang 41% via AUC khoang 51%, cho thdy than hoat tinh ¢6 hiéu qua trong diéu trj
qué liéuw.

%ﬁm_]&l]_mﬁﬂ, Mac di chua od thing tin H. higu qua cua vige thim tich mau trong xir tri qua
lidu wii mlpiprazul, nhung do ﬂnpjpraml g:m két nhigu vei protein huyét tromg do A6 thiam

phiin mau khéng co ich trong vige xir tri qud lidu aripiprazol.

14, Nhimg ﬂlé’ﬂ ciin thin trong khi ding ﬂmﬁn niy

Trong kha dicu trj thude chong loan than, co thé mat vai ngay dén "-HI tudn dé& cai nh trang
bénh nhin trén lim sang. Cidn theo d3i chit chd bénh nhin trong sudt giai doan na

Tur tir; Hanh vi tie tir rat rhwmtggﬁp trong ciac bénh tim thén wil rdi loan cam xue;, mol s trutmg,
hop b i xdy ra sau khi bat ddu didu tri hode doi thude Lhﬁng loan thin bao g,énm aripiprazal,
Theo déi chiit ché cac b¢nh nhin co nguy co cao nén di cing vii ligu phap chong loan than. Keét
qud coa mit nghién el dich t& hoe kh:‘!mg cho thiy anpapmml ldm téng nguy co T W so v
thude ::hnng loan thin khac trong so cic bénh nhin ngwi 1om bj tim than phan liét,

Chura di 86 ligu dé danh i nguy oo nay & hErlh nhiin tré tudi hem (v 18 t‘uﬁ!} nhung cd ‘t':u:‘lnfr
chimyg cho thay nguy co tr ti vﬁyn con sau 4 tudn diu didu trj thude choéng logn thin khing dau.u
hinh bao gdm aripiprazol.

Em_haa,u_m_m!.-_ Nén sir dmag thin trong a.up!]:rmzul & nhimg bénh nhin cb tién sit bgnh tim
mach (tién sir nhoi méu co tim hodc bénh tim thicu mau we b, suy tim, hodc rii loan din
truyén), binh mach miu nio, nhimg tinh trang dé bi ha huvet ap {mat nuroc, giam hru luong
mifu, va d]eu tri thude Lhu:mg ting huvét dp dong thiri) hojic ting huvét dp, bao ghm ting huyét
ap khin cap hav tang huyét ap dc tinh,

P ¢o bao cdo hu:,.net khoi tinh mach (VTE) khi dimg che thube chiing loan Thﬁ.l’l Vi bénh nhin
dlé’l.l- trj v thube l.«].‘HEI‘J‘lj, loan thin thuimg xudt hi¢n cie yéu 16 nguy co huyét I-:h-ﬁi tinh mach
mific phii, nén chn xac dinh tit ca cde véu td nguy co huyet khdi tinh mach tiém an trude va
trong khi diu tr v aripiprazol va thire hign cac bign phap phong ngira,

Réi loan din truvén; Trong céc thir nghigm lam sing vé aripiprazol, t¥ 1& kéo dii khoang QT
tromng tr gid duge, Cling nhor cac thude ching loan thin khic, nén sir dung aripiprazol thin trong
¢ nhimg bénh nhiin cé tidn si gia dinh bi hji chimg QT kéo dai.

I 7YY
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Mﬂﬂgmwﬂ Trong céc thir nghiém lim sing trong thin gmn | ndim hode durdi mt
nim, di oo mot 50 hio Cio vié i loan vin ding trong khi diu trj virl aripiprazol. Néu cd cic
diiu hidu vé tridu chimg ml logn vin ddng mudn & bénh nhﬁﬁ sir dung anl.praml nén xem xct
giam lléu hodc ngung thudc, Nhimg tngu chimg nay co thé xiu hon theo thin gian hojc thim chi
et the xudt hign sau khi ngimg didu tri,

Tﬂiﬁhﬂﬂﬂw Trong céc thir nghigm lim sang trén tré em diéu tri bing a.rjp-:l prazol
d3 quan st thay chimg nam ngdi khing yén va hii chimg Parkinson, Néu xuat hign cac dau hicu
i triéu chimg ngogi thiap khic & bénh nhin ding thudc nay, cin xem xét giam ligu va theo déi
chit ché trén lim sing,

Hoi chimp c tinh do thuuc an thin kink (NMS = Neuroleptic Malignant Syndrome}: Hji chimg
ac tinh do thudc an thnn kinh 1& phire hop cae tricu chimg co kha nang de doa tinh mang ngm;‘n

bénh lién quan dén thube ching loan thin. Trong cac thir nghigm lim sing, hiém cb bdo cdo vé
héi chimg an than kinh dc tinh trong khi diéu trj v anlpm.ml Nhimg biéu hign lam s.ang cila
NMS 14 sit can, cimg cer, trang thai thm than thay ddi, va co bicu hién khong on dinh cua he
thén kinh thire viit (mach hofic huwét a ap khéng déu, nhip tim nhanh, todt mé hii, foan nhip tim).
Nhimg, diu higu khic gém ting creatin phosphokinase, myoglobin nigu (ti€u co vin), va suy
thin cﬂp Tuy nhién, cling da cé biao cio cho théy tang creatin phn»sph-:}kmnse va tidu oo vin
chua han do NMS., Cln ngimg ngay tit ca che logi thube ching logn than, ké ca aripiprazel, khi
bénh nhin cb che htéu hién va triéu chimg ctia NMS, hoje khi cb SO cao khdlng i nguyen nhin
khiong cd thém cic hidw hign ldm simg cia NMS.

Co gg’it: Trong cdc thir nghiﬁm lim sang di c6 bio cdo mot s6 trudmg hop co gidt rong khi diéu
tri v aripiprazol. Vi vy, nén thin trong khi ding anipiprazol & nhimg bénh nhén co tién su
déng kinh ]‘mfﬁ:: ed nhq'.'mg véu th nguy co cia bénh ding kinh.

ﬂ;ﬁl’l. 54 gt 1rf fué
Tang v fé ; Trong ba thir nghigm <o Ao l..hLI.'n!:, v gia duge (n= 938, tudi trung binh:
R2.4: 46 56-90 trén bénh nhin cao tudi bj roi logn tam thin lién guan bénh Alzheimer,

nguy co t vong ting & bénh nhin dicu trj véi arpiprazol so véi gia duoe. Ty 1€ tr vong & bénh
nhin ding aripiprazol 1a 3,5% so '.fm 1,7% & nhom dung g:a dugre, Mac di ngu:ﬂ:n nhin tir vong
khéc nhau nhung héu hét cic ca chét ngwdi ndy hode do tim mach (nhu suy tim. 4§t 1) hodic bj
nhidm khudn (nhue viém ]:IIlD-l}

Phan img ¢o hai l'lj:]lmﬂ;];l.__mﬁg__l]ﬂﬂ Trong cac Ier nghiém tuomg G, 4 ¢d bao LEIH v phan (mg
cd hai trén mach méu niio (nbur dét quy, com thiéu méiu cyc b thoing qua), bao gmn cac nrimg
hop tir w.mg Ifl:um trung binh: 84; di tugi: 78-ER). Tnng I.hé 1,3% hEnh nhén dimg aripipraczal b
phin {mg ¢o hai trén mach miu ndo so véi 0,6% bénh nhin ding gia duge, Su khic bigt nak
khing cb ¥ ngh:m théng ké. Tuy nhuin, mtrt tromng, s cde thir nghiém nay, thir n,c_dﬂém lidu e
dinh, cho thiy moi lién quan dap img-liéu ddi vai cac phan (mg phy trén mach miu ndo & bénh
nhin diéu trj vir aripiprazol. ) ] )

Khong duge chi dinh ARIAZOL 48 dicu tri o1 loan tim thin o lign quan dén sa sit trl twé.

Mhﬂiﬁ va beoh dai thao duimg: Pa cb bao cao veé tang duimg hu:ﬂ:t trong mot 50
trudmg h-l]]:l dfe biét va di kém v nhidm toan ceton hodc hin mé tﬁng dp lye tham thiu hofic tir
vong, ¢ nhimg hEnh nhan difu i vii cac l]'mm: mhm'lh logn thin khing dién hinh, ké ca
anpiprazol. Cac yeu th nguy co nhir béo phi v tién sir gia dinh co bénh dai thio duime co thé
din dén cic bién chimg nghiém trong cho bénh nhin. Trong cic thir nghiém lim sang v
anpjprazni ty 1¢ phéin tmg hit lon lién quan dén tang dudmg huyét (bao gom dai thao diromg)
hodc chi si dudmg huvét bit thiimp khdng khic bigt ding ke so véi gia duge. Bdnh gid chinh
X4C nguy co gdp phat cic phin (ng phu litn quan dén ting dubmg huyét & bénh nhin dicu trj v
&nplpréﬂ;ﬂi vi cde thude chong loan than khong dién hinh khic chua co sin dé co the so sanh
e

— i B )
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Cin theo ddi bénh nhin digu g véd bat ky thudc -..ha:rng. logn 1han nao, ké ca aripiprazol, vE chc
dau hl?]l v trigu chimg tﬂ.ng dirtmg hu‘_':.r-:i inhtr ung nhiéu, tidu 11]11511. an nhiéu v mét mdi) vi
cain kiem tra thuémg xuyén didmg huyét & bénh nhin dai thio dwdmg hofic cd cic yéu td nguy co
bi bénh dai thao duimg.

Qué mén; Ciing nhir v&i cde thude khile, aripiprazol cb thé gy ra clc phin img qui min, dic
trimg bén cde triéu chimg di img.

T4ng can: Ting cén thudng gip o bgnh nhan tim than phén hét do cic binh mie weém, sir dung
cdic I.hun.u. chdng loan thin duge bidr giy tany can, 16i song thiéu kidm sodl vi o thé diin dén
nhimg I::en chimg nghmm trong. Tang cin did dwge ghi nhin sau khi dua thudic ra thi truimg
trong G cic benh nhin sic dung anpiprazol. Tang cin thudmg xdy ra & nhimg ngudi co yéu 16
nguy co cao nhu tién sir bénh dai thio duimg, rdi lum:t tuyén gaap hodc u tuyén yén. Trong cic
thit nghaém lam séng, anpiprazol khing cho thznr giy tAng cin & ngin dm.

Chimg kho nudt: Pidu i bang thube ching loan thin, ké ci anp1pra.m| co me gy ra rdi loan
nhu ding thure guan vi sfe. Nén sit dung thin tr ng unplpm:-'ﬂl vi cdc hoat chit ching loan than
khic & nhimg bénh nhin cd nguy co b viém phdi

Nghién civ bac bénh 1¥: Cic bao céo sau khi thuéu: lura hénh ghi nhin chimg nghi¢n civ bac bénl
v trong 55 céc bénh nhan didu tr hang nnp:prﬂ:rﬂ hit ké nhimg bénh nhin nay cd tién 51

nghi¢n c&r bac hay khong, Bénh nhin co tidn sit nghién cir bac bénh 1y cd nguy co cao va ¢
duroe theo di cin thin,

Lactose: Vién ARIAZOL b chira lactose. Khing ding thudc ndy cho cic bénh g ~!

dung nap galactose do di truyvén hiém gip, thicu hyt enzym Lapp lactase hodc kérh thu }T
glucose hofic galactose. i
i
SUDUNG TRONG THOT KY MANG THAI VA CHO CON BU Al
Thin ki mang thai E"":
=

Chua ¢o cac ng]uen i day di vi duge kidm sodt tve khi :.Iung anp:pm.:ul ¢r phit nir mang thai, Da
od béo cdo céc di tit bam 5|rth tuy nhién, mai lién b nhin qua von aripiprazol vin chua durgre xic
Igp. Nghién cinu trén dong viid khong thé loai trir kha ning gdy dgc tinh trén sy phit trién, Bénh
nhin cin thong bio cho bdc sT biét néu hgn ct thai hode du dinh c6 thai trong khi didu i vin
aﬂplpmml Do chua b diy di thing tin vé tinh an toén & ngwin v moi lo nga qua cac ket qua
nghién cini sinh sin o dr,:n,g vl Hmng nén sir dung thude nay cho phu nit trong thid kv mang thai
trir khi o ich mong dioi hem hiin rili ro 6 kha nang gy ra cho bio thai.

Tré so sinh bi phei nhiém v thude ching Euan thin (bao gom aripiprazol) trong ba thing cufhi
thai k¥ o nguy co gip cdc phan ung phy bao gim triéu chimg ngoai thip va'hode tréu chimg cai
thude v mire 43 nghiém trong vi thin gian dnh hurimg khie nhau sau khi sinh. D3 co bio cio vé
kich d9ng. tdng truong lye, giam truong lye, run, budn ng, suy ho hiip, hode rii logn tiéu hoa, Do
5, cén theo ddi chat chi cde tré so sinh ndy,

Thin k¥ cho con bi: Anpiprazol duge bai tiét gua sita m¢. Khéng nén cho tré ba khi nguén mg
dang dung anpiprazol.

TAC PONG CUA THUOC KHI LAI XE VA VAN HANH MAY MOC

Nhur vini che thude L.hﬁng loan thin khic, nén cinh bio cho bénh nhin céc nguy co khi vin hanh
méy mée, ddng co xe, cho dén khi chic chin ring aripiprazol khing giy anh huémg bat loi.

15, Khi nao cin tham vin héc s%, duge s§.

Cin lién lac ngay véri bac s¥ hodc rung tdm v té gin nhat khi ding thude qué liéu chi dinh.

V.
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Thing thuimg. bao gir |:I"|,'lng phai héi ¥ kién bdc s7 hodc dige 5§ tnrdc Iic ding bat kv thude

nao khi mang thai hnﬁ; cgﬁu con bi.

Théng bio ngay chd.pic st holc duoc s nhimg tde dung khing mong mudn gip phii khi sir
dung thudc.

Néu ciin thém théng tin xin hoi ¥ kién bc s§ hodic duge s,

16.Han diing cia thude: 24 thang ké tir ngay san xuit.

o
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CAN BO Y TE

I. PAC TINH DUQC LUT HOC:
CAC PAC TINH DUQC LY
Cac ddic tinh dwge lwe hoe

Nhom durge tr Tiéu: Thuoe chong logn thin; M3 ATC: NDSAX12

Co ché tic dung

Nyurini ta cho ring hidu qui cia nhpipmz-:ll trong dicu trj tim than phin 1iét 14 nhi thdng qua sy
ket hop gilha téc dung chit vén timg phan tai cac thy thé dopamin D2 vi scrotonin SHT 1a v tic
ding doi khing cac thu theé serotonin ‘iHT'?a Arnpiprazol con cho Th.i}f o tinh chit 45 klt:ing
qua mé hinh thir nghi¢m trén didng vt vé tinh ting ddng lién quan dopamin va tink chit chi Van
qua md hinh thir nghi¢m trén ding vit vE giam dqnng lién quan dopamin, Trong nghién ciru in
vitro mp;pmm] cho thay ai lic g.’in két manh vin cde thy thé dopamin D2 va D3, serotonin
5HT1a va 3HT2a va & hee gan két trung binh v cdc thy thé dap&rmn D4, serotonin SHT2c v:& v S
SHT7, alpha-1 adrenergic va histamin HI. Anmpm.-:ﬂl ciing ¢ 4i lyc gin ket trung 1::‘! % -+ ST
ving tii t!ﬁp thu serotonin va & lye veu vii cde thu the muscarimic. Su twong te vl cac

khic ngoai dopamin va serotonin cb & gitp Iy giai mdt 50 tac dong lam séng khic
aripiprazol, ; : -
Nhir miy chup cit 1p bang bire xa positron (PET) nguii ta thy, & liéu aripiprazol tir 0,5 dén 30
mg ding mit lin moi ngdy trén doi trgng khoe manh tmng 2 tuan, xuidt hign sy suy gam gin -
két ""C-raclopnd, mit phm tir (ligand) gdn thy the D2/D3, vari nhin dudi va nhin béo sim.

Durge lre hoe N,
»
Hidu qud vi an todn lém sang L}:

Tdm thdin phdn lige

[rong ba thar ngh:ém ngin han (4-6 twdn) co dbi chimg voi gid duge gom 1,228 nguin lém bi tam -J/F'
than phan ligt, ¢ cac n¢u chumg duomg tinh hay 4m tinh, aripiprazol cai thién rit ding ki cic Fg
trigu chimg tim thiin so vin gid dure,

Aripiprazol cd hi¢u qua duy tri sur cai thién rén lim sing trong khi didu irj nep tye & ngu 16m
43 of dip dmg voi t ligu ban dau. Tnn:n_ngl miit thir nghiém e doi chimg v halopenidol, ty 1§
bénh nhan duy tri dap dmg véd thude & tudn 52 twong tr nhaw & ¢d hai nhom thude (aripiprazol
T7% va haloperidol 73%).

T¥ 1& hodn thinh chung cao hom ding k& & bénh nhin diéu tri bing aripiprazol (43%) so vai
I:Lalcrp-mdul {30%). Dié¢m so thye té trong thang diém phin logi dwge sir dyung nhu tiéu chi thir
hai, bao gﬁlm thang phin loai PANSS va Montgomery-Asherg Depression Rating Scale cho thdy
mit sir cai thién dang ké so v halopendol.

Trong mit nghién ciru 26 tudn, ¢6 dbi chimg v gid duoe & ngui Iém bi thm thin phin liét man
tinh dd on diph, aripiprazol lam gidm nhiéu hom déng ké tf 18 t4i phat, 34% trong nhdém anpiprazol
vit 37% & nhom gia due.,
Tiang cdn: Trong cic thir nghigm 1im sing aripiprazol khing che thiv giy ting cin.Trong
1én ciru 26 tuan, mo doi, da quoe gia, eo dii chung_ vin ni:l.rL:':lpln trén 314 nguwdsi 1ém bi tim
phin lige, khi dnh gid diém két e chinh v ting cin, ¢f it nhit 7% bénh nhin ting cén
l-:hl:mg ding ké so vivi Toe bat dhu didn trf (e 13 mie Lﬂng it nhat 5.6 kg trén thé trong co thé
trung binh khoang 50,5 kg) x'u_:ﬂ aripiprazol (n = 18, hodc 13% 58 bénh nhin dinh gid), so0 vin
olanzapin (n = 45, hodc 33% 30 bénh nhin ddnh gia).

Cic r.ﬁuug 50 lipid; Trong mt phin tich gp cic gm tri lipid tir céc thir m_.,hn,m lam sang co dibi
chirng vin gia duqrc & nguin lém khong thay thay doi cholesterol toan phin, triglycerid, HDL va

LDL trén lam sang. \h'

Trang 11/23



hitps:/ftrungtamthuoc.com/

Cholesteral toan phan: Ty 18 thay déi tir binh mufmg {<3,18 mmol/1) dén cao (= 6,22 mmol/l) la
2.5% cho anplpmzul va 2.8% ddi vai gia drge va mitc thay dai trung binh so v mire co ban la -
0,15 mmoll (93% CI; -0,182, -0,115) cho anpiprazol va -0,11 mmeol] (Cl 95%: -0,148, -0,066)
dbi vi gia dugre,

Triglycerid lac doi; Ty 1¢ thay dbi tir binh thiémg (<1,69 mmol1) dén cao (22.26 mmol/l) li 7,4%
cho aripiprazol va 7.0%% dbi voi gid duge vi mire thay ddi trung binh so véi mite eor ban 1 - 0,11
mmol/l (C1 95%: 0,182, -0,046) cho anpiprazol va -0,07 mmol/ (C1 95%: -0,148, 0.007) doi vai
gia dusgre.

HDL: T¥ 1§ thay m}. tir hinh I:!'lutmg = .04 mmol/1) den thap (<1,04 mma]"l} 12 11,4% dbi v
aripiprazol va 12,5% ddi vii gia dwge vé mite thay 4 trung binh so v&i mire co bin 14 -0,03
mmaoll (95% CL —'I]l}-‘l-ﬁ- 0,017) cho aripiprazol va -0.04 mmol/l (CI 95%: 0,056, -0,022) &6i
vin ga duge,

LDL Ic déi: Ty I§ thay ddi tir binh thu'urn.g (<2,59 mmol1) dén cao (= 4,14 mmol/l) 14 0,6% cho
aripiprazol vi 0,7% d86i véi gia duoc va mire thay ddi trung binh so v mie co bin 1a -0,09
mmol] {93% Cl; -0,13%, -0,047) cho anpiprazol va -0.06 mmol1 (C1 95%: 0,116, -0,012}) doi vir
gia dure,

Tidm thin phéin liét & tré em. Trong thir nghi¢m 6 tudn, co Kiém chimg v gid dugc trén 302 bénh
nhén tam than phan ]u:t vi thamh nién (13-17 i), eo cic triéu chimg duemg tinh hay dm tinh,
aripiprazol cai thién rat ding ké cic trifu chimg logn tam thin so véi gid duge. Trong mét phin
tich phy trén bénh nhin vj thinh nién tr 15 dén 17 tudi, chiém 74% bénh nhin, hidu e duy ti
trong thir nghiém md ring, nhin mo.

Bang 1: Gia tri cai thién trung binh so véi dwimg nén theo thang didm YMRS trong loan
bénh Iy khic kéim theo

" Bénh ly mic kém - : ' : )
Ly Tuin thi 4 Tugn thit ADHD Tuan thir | Tuin
logn tim thin 12 4 thir 12
| Aripiprazol 10mg Aripiprazal 10mg
| (n =48) B 14,9 15,1 (n =44) _153 15.5_
Gid dungre Gid duge
gD
7.0 8.2 n=47 £.3 7.0
{n=323 Gl '
Khdng c6 bénh Ij mic . .| Tudnthy | KhOngbiADHD 4o o | pudn thit
kém logn tim than Tudn thir 4 12 4 12
Aripiprazol 10mg Aripiprazol 10mg
n=27) 12,8 15,9 in=37} | 12,7 15,7
Gia duoc Gia durgre
(n=18) 94 9,7 (a=25) 9.9 10

"= 51 i tudn thir 4, °n = 46 & wuén thir 4
Trong 50 bénh nhiin ding liéu 30 mg cic tic dung phuy thuimg gip nhit cin digu trj 1a roi logn
ngogi thap (28.3%), budn ngil (27,3%), dau dau (23,2%), va budn ndn (14,1%). Mirc tang cin
trung binh trong khoang 30 tuan didu trj 11 2,9 kg so véi 0,98 kg & bénh nhin ding gia duge.

Chime can kink lién quan dén bink tir kv i tré em
ﬁn]:upmml durge nghién el trong 2 thir nghiém 8 fuin, o6 doi n::hfmg Vol gid durgre & benh nhin tir
6-17 tudi [mat thir nghi¢m ding liéa link hoat {2-15 mgmgiy) vi mot ding liéu b dinh (5, 10, hoac
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|3 mg/ngay)] va mit thir nghiém trong 32 tufin, nhin mé. Lidu bt diu trong cac thir nghifm nay 14
2 m,g.-'!!lgﬁ}'. sau mit tuin ting lén dén 5 mg/ngay, va ting khoang 5 mg//ngay tong lupng ting hang
tudn cho dén I:Eumg: tiéw. Trén 75% bénh nhin dirdn 13 fudi,

Anpjpmznl cho thiy co higu qua ot hom gia duge theo thang diém phy Aberrant Behaviour
Checklist ve tinh ciu kinh. Tuy nhién, méi lién quan trén 1am sing cia phit hidn niy chira dioge
xac dinh. Dir ligu vé an todn gom ting cin va thay dai mfnng d¢ prolactin. Thin gian nghién cu'u
dii hgn vé an toan dugc gidi han dén 32 tudn, Trong cic thir nghiém gip, tv 18 prolactin hu;re

thanh thap & phu ni (<3 ng/ml) v& nam gidi (<2 ng'ml) trong nht‘rng bénh nhin diéu tri bang
anmpra.mi lin lugt 14 27/46 (58,7%) va 258/298 (86,6%). Trong céc thir nghiém co doi chimg
v gia durge, gla duoe lam ting cdn trung kinh 0.4 kg va aripiprazol lam tang 1.6 kg

Anpiprazol cling dul.;m nghién ein: trong mdt thir nghiém duy tr dai han, co d6i chimg vl gla
dugc. Sau 13-26 tudn dn dinh vdi liéu aripiprazol 2-15 mg-’ngﬂy, bénh nhdn c:’: dip (mg &n dinh
hofc dige duy tri ding arpiprazol hofic thay the bing gia duge trong 16 tin thém nita. Ty 1§
tii phit Kaplan-Meier & tudn 16 12 35% 46 vir aripiprazol vi 52% v gia dugc; t sb nguy oo
tdi pha.t rong vong 16 tuin (aripiprazol/gid dwoc) 13 0,57 (khac bigt khing od ¥ nghm thc-ng ké).

Téng can trung binh guea pha on dinh (lén dén 26 tum] khi ding ﬂnplpru.r.r.ﬂ la 3,2 kg, va tang
thém trung binh 2,2 kg & nhdom ding aripiprazol so vid (L6 kg & nhém g:la dirgre trong pha hai
(16 tudn}. Triéu chimg ngogi thip xudt hign chi yéu trong pha on dinh & 1 7% bénh nhdn, véi
run chidm 6,5%.

Chirrg mey oo (Tics) lién quan vai bl chime Tourette o binh nhi

99, gid duge: n = 44) trong mdt nghién ciu nﬁu nthién, mi dii, 461 chimg gia duge, 8

cd dinh dua theo the trong trong khodng lidu tir 5 mg/ngdy dén 20 mgmnghy Vil lidu

mg. Bénh nhin tir 7-17 tudi vi b tong diém Tics trung binh 30 theo thiang dl::m dianh gid =
trdm trong vé Tics (TTS-YGTSS = ‘r’ale Global Tic Seventy Scale) lac hét iy nghtén cir. KEI |‘f
qud cho thiy aripiprazol ¢ sir o thidn vé thay d&i TTS-YGTSS tir hic h-ﬁl diu dén tuan thir 8 la
13,35 & nhom dung liéu thip (5 mg hodc 10 mg) v 16,94 & nhim ding lidu cao (10 mg hoac 20
mg) 5o v mirc cai thign 7,09 & nham dang gia durge.

Hiéu gua cua anpiprazol 48 duge danh g.l-u o bénh nhi by :,hung 1o lt::F,tn Tourelle (anpiprazol: T/ +

Hi¢u qua cia aripiprazol trong cic nghién ciu trén bénh nhi bi hii chimg Tourette (anpiprazol: n
=33, gul liLr:,:rc n= 29} cling dm;n. dénh gid qua mdt ngi'nEn Eu'u Iv:hnang héu hnh hu.',l-I B

duge & Han Quibe. Bénll nhin tir 6-18 tudi va diém TTS-Y CT‘“- trung binh 29 vio lac bit dhu,

K.ét qui cho thiy aripiprazol c& i thign khi thay déi didm s6 TTS-YGTSS tir lic bit diu dén tusn
1014 14,97 so vin gifh tri cai thién 9.62 & nhom ding ga dupe.

Trong ca hai thir nghiém ngin han may, moi lién quan trén lam sng cda phat hign chim duge xéc
dinh khi xem xét mic &g hi¢u qua diéu tri so vai cdc thc dijng cila gia duge va e dong khong o
réang w.: tim 1§ A hoi. Chira ob siin dir ligu dii han vé hidu qua vi tinh an toan cla aripiprazol
trong rii loan hién dong nay

2. DAC TINH DUQC BONG HOC;
Cic dtde tinh dege ding hye

Hip thu: Aripiprazol durgre hép thu tét, néng dy dinh rong hu:.-%l tuomg xudt hidn trong khodng
3-5 gt sau khi ding thuﬂu: Anplprazul chuyen hoa tién hé thﬁng & mirc toi thieu. Sinh kha
dyng tuygt déi dudmg ubng ciia dang vién la 87%. Bira in co nhi¢u chat béo khéng dnh hudmg

dén duge ding hye cia aripiprazol.

Phiin bi: Aripiprazol phin b ring khip co thé vin thé tich phin b biéu kién 4.9 litkg, cho
thiy phén b ngod mach miu réng. {J nong dq: d:éu tri, hon 99% aripiprazol va dehvdro-
aripiprazol gén két vii protein huyét thanh, chi yéu gan vio albumin,
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Bién dii sinh hpe: Aripiprazol duge chuyén hoa chii yéu b gan qua ba duimg bicn din sinh
hoe: khir hydro, hydroxyl hda vk khir N-alkyl. Dl,ra trén cic nghién ¢iru in vitro, cic enzym
CYP3A4 va CYP2D6 chiu trach nhiém khir hydro va hydroxyl hia aripiprazol, va khu N-alkyl
dugre xibe tic bii CYP3A4. Nira phéin thube chiém wu thé trong hé tusin hoan 1i aripiprazol. O
trang thai on dinh, chidit ::huj.rén héa cé hoat tinh dehydro-anpiprazol chidm khoang 40% duimg
cong AUC ciia aripiprazol trong huyét tuong,

Thai trir: Thei gian ban thai trumg binh ciig aripiprazol & ngudi chuyén hod CYP2D6 manh khodang
75 gierva o ngueci chuvén hia kém CYP2DE xdp xi 146 gic.

B4 thanh tha todn phén cua aripiprazol 14 0.7 mbphitvke, chu yeéu & gan. Sau khi cho ulng mét
lidu aripiprazol cé danh ddu [C], ghi nhin khoang 27% liéu co dinh diu phéng xa dugc tim
thiy trong nuce ticu va khoang 60% trong t:h..'in D 1% aripiprazol khing doi duge bai 1:&1
rrgng nurde tidu va khodng 18% lidu duge bai tidt qua phin dué dang hoat chit khing bj bién
doi.

Dirgre diing hpe & mit s6 nhom bénh nhin

Tré em: Duge déng hoc cua anpiprazol va dehydro- EII'IP'LPEEL-'I'IJ[ & bénh nhi tir 10 dén 17 tubi
ciing tuong ty niiu.r & nguini Wm sau khi didu chink sir khac bigt vé the trong.

Newdri lein tudi: IK_hnng ¢0 syt khdc blf.i vi duge dq'ng hoc cua anpl]:rrnml g:ﬁ‘a drl:rl hrgmg ngud
lém tuti khoe manh va ngudi lém, cling khing c6 bat ki dnh ‘hurimg nio ve tudi tdc dugc phat
hién trong phin tich duge ddng hoc & nhimg bénh nhin tam thén phin ligt.

Criend tink 3 sy khac bigt vé dupe dong hoe cla aripiprazol gifa nam va nit khoe manh,
ciing khiin ky anh hutmg nio vé gidi tinh ducre phit hién trong phén tich dige dong hoc &
nhimg bé tam thin phin lijt.

H;g.{j&gﬁg___'uhﬂﬂg_tfﬂk Dinh gid duge diéng hoe trén quén thé khing cho thiy co bing chimg
ve sif khac biét o ¥ ngh:{a trén lam sang lién quan ching tHe hofec tac dong tir vige hat thude 14
dén dupe djng hoe cla aripiprazol.

Suy then: Céc dic tinh dugoe ddng hoc cha anpiprazol va dehydro-anipiprazol di duge tim thay
l& nhu nhau o nhimg nguwin bénh thin ndng so vin ngu tré tuol khoe manh.

Suy gan: Trong nghién ciu mdt lidu duy nhit, & cde d6i trpng cb mire 43 xo gan khic nhau
(theo phin logi Child-Pugh: A, B, va C) khong thiy danh huong déng ké cia bénh suy gan l¢én
duge ddng hge cun anp1pr:1..r_ul va dehydro-aripiprazol, nhLm;i nghién ciru nay chi bao gom 3
bénh nhin xo gan logi C, dicu 46 khéng di dé mit ra két luin vé kha ning chuvén héa.

An toan tién lim sang

Dir ligu tién lm sing khéng cho ﬂiaﬁ- moi nguy co ddc biét nio cho con ngurdi dira trén cic nghién
eir dirge 1% quy wée vé tinh an todn, dc tinh lidu 13p g, déc tinh gen, kha ning iy ung thir, djc
tinh trén sy sinh san vi phat trién. Céc lacdu;ung gay d-u;n da.n,glf.é chi guian st I:ha} & lidu Iu:m;:.
hodc mirc phoi nhiém wﬂt qué liéu dimg i da & nguin, cho 'I:h::;- nhimg tac dong nay bj m&i han
hﬂac khing lién quan dén sir di,mg trén lim s-fmg Cic tac dong niy gom: dfc tinh trém vo thugmg

phu thuge hiéu (tich w sac hpufusmn v mét & hao nhu mé) & chudt cong =au 104
tuan & lien n: 20 dén 60 mg'kg/ngay {ga‘p 3 dén 10 lin dién tich duéi dwimg cong ALUC trung bink
¢ trang thai én dinh & lidu ti da khuyén cdo trén ngm’rl} vi ﬂng ung thir biéu md vo I:hu:;rng thin
it vo tuydn ﬂimmg. thin két hl;lp u bidu mé & chudt cong cai o licu 60 mg'kgngiy (gdp 10 lin
AUC & trang th::-u on dmh a lidu 4 wi da khu}én cao trén nguid), Phod nhidm cao nhit khang gay
khii u & chudt cong cii gip 7 1in lidu kKhuyén cdo & ngui,

Mijt phit hién khic 18 s6i mét do kr:t tia cic chat :;huycﬂ hoa hydroxy-aripiprazol lién hop vin
sulfat trong mét khi sau khi ubng lidu Bip lai tir 25 dén 125 mg-"]-:g-"'ngu} (gap 1-3 lan AUC trung
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hinh & trang thai on dinh & lidu 16i da khuyén cdo trén lém sing hodc 16-81 1in lidu i da
khuyen céo & ngur, tinh theo mg/m?). Tuy nhién, néng 46 cia cic chit lién hop ndy trong mit
ngtroi & lidu dé nghi cao nhat, 30 mg mdi ngay, duge tim thiy khing hon 6% nong d§ mét & khi
trong nghién ciu 39 tudn va dudi ( 6%) giti han tinh tan trong nghién i in vitro.

Trong cic nghién ciru lidu lip lai & chudt con va ch con, dbe tinh cia aripiprazol twong duong
& dijng viit tromg thanh, vi khing ¢ bing chimg déc tinh trén thin kinh hodc 14¢ dong bdt lpd
trén sir phit trién,

Dira vito ¢de ket qua todn b cde thir nghiém chudn vé dic tinh gen, aripiprazol duoc xem la
khong gdy djc gen. Aripiprazol khéng lam suy giam kha ning sinh san trong cdc nghién et
die tinh trén sir sinh san. Ve d§c tinh trén sy phat trién, gom chim tao xwomg & thai nhi phy
thude lidu va khi nang gy qudi thai 43 quan sit thiy trén chudt cing & lidu din dén phoi nhiém
dhrdi mire tr lidu (dya trén AUC) va trén tho o lidu din dén phai nhidm gip 3 va || in dién tich
durdi dudmg cong AUC & trang thii on dinh & liélu toi da khuyen céo sir dyng trén 1dm sang. Bje
tinh trén chire niing lam me xudt hign & nhimg i€y toomg tr nhw liéu gay doc trén sy phat triem.

3. CHi DINH:
ARIAZOL duge chi dinh d2 didu tri tim thin phin 1igt & nguii 1ém va thanh thidu 15
tudi trér 1én,

4. LIEU DUNG - CACH DUNG:

N 1om
Binh tdm thin phdn lide: Lidu khid diu khuyén clo 12 10 hodc 15 mg/ngay virl lidy duy tr 15
mg‘ngdy theo phic 46 | lin'ngdy, b thé wing lie déi hofic lic no,

ARIAZOL ¢6 higu qua trong khoang licu 10-30 mg/ngay. Céc licu eao hon 15 mp/npay chua
chimg minh lam ting hiu qua dicéu trj di tinh trang timg bénh nhin ¢ the duoe cai thién o lidu
cao hon, Liéu tdi da hang ngay khing nén vugt qua 30 mg.

Tré em : ; }

Bénh tdm than phan (ié o thanh thidu nién e 15 al tro lén: Litu ARIAZOL khuyén cio la 10
mgngay theo phéc d6 mét lin mdt ngay, cb thé dung loc no hodic lic doi. Viée dicu trj nén khai
diu véi lieu 2 mg (ding duimg uing dung djch aripiprazol 1 mg/ml) trong 2 ngay, ting licu dén
5 mg trong 2 ngdy nita dé dat duoc liéu khuvén cio hiang ngay 1a 10 me. Khi cin ¢ thé ting licu
tigp theo vii luomg gia ting 3 mg nhimg khing virot qua lidu tdi da 30 mg/ngiy.

ARIAZOL c6 hidu qua trong khoang lidu 10-30 mg/npay. Céc liéu cao hom 10 mg/ngiy chua
chimg minh ting higu qua didu tri di tinh trang timg bénh nhin ¢ thé duge cai thign o liéu cao
hom.

Khing khuyen céo dimg ARIAZOL cho bénh nhidn tim thin phin liét dudi 15 i do chira di
dir lidu vé an todn vi hidu qua.

Bénh nhdn suy gan: Khing gﬁn rhjég diéu chinh lidqu & bénh nhin suy gan nhe d&n rung binh.
Chua da dir liéu d¢ dua ra lifu khuyén cdo & bénh nhin suy gan ning. Can kiém sodt lidu ding
cin thin & nhitng bénh nhin nay. Nh viy nén thin trong khi ding lidu t6i da 30 mg/ngiy &
bénh nhiin suy gan ning.

Bénh nhdn suy thin; Khong cin thiét didu chinh lidu che bénh nhin suy thin,
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Negiegri Jém tudi: Hidu qué cia aripiprazol trong dicu tei tim than phén liét & bénh nhin trén 65
tudi chua duge xée lp. Do mu':: rﬂm:,. cam 1ém hom & nhom bénh nhin ndy, cin xem xét lidu ban
déu thap hon dira vao cic yéu th trén ldm sing.

Gidri tink- Khing cén thiét diéu chinh lidu cho bénh nhin nif cling nhu bénh nhin nam.

Hiit thude; Theo duimg chuyén héa coa aripiprazol khong cin thiét diéu chinh li¢u trén bénh
nhiin hit thuoe,

Diéu chink liéu do neony tic thude

Nén giam liu aripiprazol I-.Iu ding dong thin anplpram] viri chc thube tic ché manh CYP3A4
hodc CYP2D6. Nén tang lidu aripiprazol sau khi rit chit ac ché CYP3A4 hode CYP2D$ ra khoi

lidu phip phéi hop,

Khi dimg dong thiri voi thube giy cam irng CYP3A4 manh, nén ting liéu aripiprazol. Khi nit
chat cam fmg CYP3A4 ra khoi ligu phip phoi hop, nén gidm lidu aripiprazol sau dé.

5. CHONG CHI DPINH: .
Qud mén v aripiprazol hode bit ki thinh phin nao ciia thude.

6. THAN TRONG VA CANH BAO:

Trong khi didu tri thube -.hnﬂn&, logn thin, b the mat vii ngdy dén vai tuin 42 cdi thién tinh trang
hénh nhiin m'n l&m sang. Cin theo d&i chat che bénh nhén trong suit mal doan nay,

Tur tir: Hanh vi W tir rit thutmg gip trong cic bénh tim thin vA roi loan edm xtc; mét sb trrdmg
hop tyr tir xdy ra'saw khi bdt ddu diéu tr hofic doi thude n:hﬂng loan thén bao gum anplpmml
Theo dai chit ché ‘tae bgnh nhdn co nguy cor cao nén di cling vii ligu phip chéng loan than. Két
qua cua mt o ciru dich té hge khing cho thay aripiprazol lam tlng nguy co Iy so v
thude chin thiln khic trong sd cdc bénh nhin nguir 16m bj tim thin phin ligt

Chura du s ligu dé danh gid nguy co nay & bgnh nhiin tre tubdi hom (duwdi 13 tudi), nhing cd hiing
chimg cho thiy nguy co e U vin con sau 4 tudn diu didu 1 thude ching logn hin khing dién
hinh bao gdm aripiprazol.

Rii loan tim ma::ﬂ'n Mén sir dun_g thén trong anpnpra..:ul & nhimg b{nh nhén ¢b tién su.r bénh tim
mach {mn sir nhoi mau co tim hosic bénh tim thidu miu cuc b, suy tim, hodc roi loan din
lluyén] bénh mach méiu ndo, nhimg tinh trang dé bi ha hu:,'n:'t ap (mat murde, giam leu hoomg
mdu, va dmu trj thude ::h::rﬂg ting huvét dp dong thii) hodic ting huvét dp, bao gbm ting huydt
ép khin clip hay tang huyét &p ée tinh.

B o béo cdo hu:.ret ]{hn.*h tinh mach (VTE) khi ding cie thu:!n., -.,h&ng loan thin. Vi bénh nhin
d:Eu tri v thude :hung loan lham thuom xuﬂi hign cac ]r‘:l.l 1 nguy co huyét khoi tinh mgch

phﬂ nén cin xac dinh tit ca cic yé!u t nguy co huyét khii tinh mach tidm dn tnnde vy
trong khi digu tr} v aripiprazol v thyre hién cac bign phap phong ngira.

Réi loan din truvén: Trong cic thic nghiém lam sang vé aripiprazol, tv 1é kéo dai khoang QT
turomg tr gia duere. C‘lmg nhu céc thudc chong loan than khac, nén sir dung anpiprazol thin trong
& nhimg bénh nhin c& tién sir gia dinh bj hoi chimg QT kéo dii.

Réi loan vin dé Trung che thir nghu,m lam sang trong thod gian 1 ndm hodc ddi mot
nﬁ.m... dii oo mjl so hm c-am vé roi loan vén dong trong khi diéu trj v aripiprazol. Néu e efie
dau hi¢u v trigu chimg roi loan van dﬂng mudn & bénh rhin sir dung anp;pm.m[ nén xem X6
giim liéu hofic ngumg thude. Nhimg tridu chimg néy ¢6 thé xdu hon theo thod gian hodc thim chi
ed thé xuft hién sau khi ngimg didu trj.

e
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chi ai thip khic: Trong céc thir nghi¢m lam sang trén tré em :!’Eu tr hing aripiprazol
43 quan sat tha.\r chimg nim ngdi khing yén vi hii chimg Parkinson. Neu xuat hign cac dau hiéu
viy tidu L-!"ILI:I:'tE ngnai thip khéc & bénh nhin ding thudc nay, cin xem xé giam lidu v theo dai
chiit ch? trén ldm sang.

Hai chimg fc I:in.h do thudc an thin kinh (NMS = Neuroleptic Malignant Syndrome): Héi l:hung
ac tinh do thudc an Ihan kinh la phirc hgp cac tngu chimg ¢o kha ning de doa tinh mang ngum
bénh lién quan dén thube nhﬁng lpan thin. Trong cde thir nghiém lim sing, higm cé hiio céo vé
héi chimg an thin kinh e tinh trong khi du:u trj v aripiprazol. Nhimg bidu hign lim sm':g, clia
NMS 14 sdt cao, eimg o, trang thii thm than thay d6i, va cb bidu hién khomg &n dinh coa hé
thin kinh thyre vt (mach hodc huwét ip khdng déu, nhip tim nhanh, todt md hoi, loan nhip tim).
’thﬂ‘ng diu hidu khac gﬁm tﬂng creatin phosphokinase, myoglobin nig¢u (tiéu co vin). va suy
than :ap Tuy nhién, clng dd cb bao cdo cho thiy ting creatin phosphokinase va tifu co vin
chua hin do NMS. Cin ngimg ngay tit ca céc logi thude chéng ]m thin, ke ca anplpr.i.r:r,:l khi
bénh nhin ¢o cic bI':LL hign va T.n&u thl'l:ng, ctia NMS, hodic khi cd sbt cao khing 18 nguyén nhin
khong co thém cdc biéu hién lim sing ciaa NMS,

Co gidt: Trong cdc thir nghiém lam sing di ¢6 bao cio mot 50 tredmg hep co gift trong khi didu
tri vin anpiprazol. Vi viy, nén thin trong, khi ding aripiprazol & nhimg bénh nhin co tién sir
déng kinh hodc cd nhih:lg yéu 16 nguy co cia b¢nh ddng kinh.

Bénh nhin cao tudi bi roi loan tim thin lién cuan 380 sa sit tri e

Tang o I8 "E vorg: Trong ba thir nghiém o6 doi -a:hu'ng v gid dum. (n= 938, tudi trung binh:
82.4; df moi: 56-99 trén bénh nhin cao twdi b roi loan tim thin liégn quan bénh #lzheim
nguy cor tir vong ting & bénh nhin diéu tri vii aripiprazol so véi gid dge, TV 18 tir ; rd]
nhin dang an;mpra.cﬁl ia. 3,5% s0 w.n 1,7% o nhom dung g@a duge. Mic di nguyén nha ong
khic nhau nhumg hau hét cdc ca chét nguin nay hofic do tim mach (nhar suy tim, dit tir) hodic bj
nhiém khudn (nhur viém phéi).

Phin tmg co hai trén mach mau ndo: Trong cée thir nghiém tuomg tr, 83 cb bio cdo Vi phﬂ.u l.mg,
o0 hai trén mach miu ndo (nhr dot quy, com thi¢u miu cyc b thodng qua), bao :.,E:lm cde trudmyg

hep L vong (tudi trung binh: 84; 4§ tudi: T8-88). Tung thé, 1,3% bénh nhin dung anipiprazol bj
phan ng co hai trén mach mdu ndo so vidi 0,6% bénh nhin ding gid duge. Sy khic bigt nay
khing co ¥ nghia l]wng ke. Tuy nhién, m{t trong 50 ede thir nghifém nay, thir nghiém lidu oo
dinh, cho thidy méi lién quan dip tmg-lidu d6i vii cae phan img phu trén mach méu ndo & hénh
nhén di¢u tr] vin anpiprazol. o ) ) )

Khing duge chi dinh ARIAZOL dé diéu tr roi loan tdm thin cd lién quan dén sa st tri tug,
Tang duémg huver vi bénh ddi thio duome: BYF cd bae cio vé tﬁ.ﬂg dm:mg hU}-'EI trong mit 3
ruimg h::lp dac biét va di kém vdi nhiém toan celon hode hon mé tang @p lye tham thiaw hode tu
vang, o nhimg I:r:;n.h nhin diéu i voi cdc thude l.hnﬁng logn thin khing dién hinh, ké ca
an plpm.rnl: Cae wéu td nguy eo nhur béo phi va tién sir gia dinh cd bénh dai thao I.Im‘m;, co thé
din dén cic bién chimg nghiém trong cho b¢nh nhin. Trong cac thir nghug:m lam sang v
ﬂnplpmmi tv 1§ phan ng hilt 1gi liédn quan dén ting dudmg huyét [h-lm pom d4i thio dirfmg)
hode chi 0 duimg huyet bt thutrng khing khac 'I:m:r. ding ké so vin gia duoe. Banh gia chinh
xac nguy co ghp phai cic phan img phy lién quan dl:n ting duomg huyet & bénh nhén dicu tr v
aripiprazol vi céc thude chﬁing logn thin khong dién hinh khdc chira cé sin dé o6 thé so sdnh

Ty tiep.

Eﬁ.n theo dai bénh nhin didu trj voi bat k3 thudc l:hung ]u:gm than nao, ké ca anplpraml vé chc
dﬁu higu vi trigu chimg ting duimg hu:.-'él (nhur uong nhiéw, titu nhiéu, in nhiéu v mét mdi) v

citn kigm tra thurimg xuyeén dudmg huyet & bénh nhan dai thao diimg hodo oo cac yéu td NELy oo
bi bénh dai thao duimg.

Qua min: Cing nhir v cde thude khie, aripiprazol cb thé gly ra cic phin (mg qué min, dc
trumg bai cdc trigu chimg dj img.

-M_d. -
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Téng cin: Ting cén thu:mg giip & bénh nhin tim thin phin liét do cdc bénh mic kém, sir dung
cic thuoe chong loan thin duoc bidt gdy thng cin, 15 sdng thiu kidm soat va co thé din dén
nhimg b1En chimg nghiém trong. Tang cén 43 dwoc ghi nhin sau khi dua thube ra l]‘|| lrufmg
trong 50 ¢ic bénh nhin sir dung aripiprazol. Tllng cdn thiimg xay ra & nhimg ngudi o6 yeu to
nguy co cao nhir tién sir bénh dai thio dudmg, 101 loan tuyén gidp hofic u tuvén vén, Trong chc
thir nghi¢m lim shng, aripiprazol khing cho thiy gay tang cin & nguid 16m,

Chimg kho nuot: Biéu tri bing thudc chéng loan thin, ké ci zl.np:praznl ch t]u’.- gy ra i loan
nbi &i}ng thure quan v sdc. Nén sir ding thin trong a.nptpram] v cac hoat chit chéng loan thdn
khic ¢ nhimg bénh nhin ¢ nguy co bi viém phii sic.

Nghién ed bac bénh 1¥: Cac bio cio sau khi thudc hwu hénh ghi nhén chimg nghi¢n oir bac b&nh
Iy trong 50 céc bénh nhin didu tr bang aripiprazol, bdt ké nhimg bénh nhin niy o tien so
nghig¢n oo bac hay khong, Bénh nhin cd tién sir nghig¢n c& bac b¢nh Iy c6 nguy co cao va cin
durze theo doi ¢in thin.

Lactose: Vién ARIAZOL cb chira lactose. Khing ding thuoc nay cho cic bénh nhin khﬁnb
dung nap galactose do di truven hiém gip, thidu hut enzym Lapp lactase hodc kém hap thu
glucose hodc galactose.

SUDUNG TRONG THOT KY MANG THAI VA CHO CON BU
Thévi kv mang thai

Chum cb cic ughhén ciru ddy da va dirgre kiém soat tot khi ding mppruzﬂl o pl:u.l nit mang thai. B3
o6 bido cao cic dj til bim sinh: tuy nhién, moi lién hé nhin quﬂ viri aripiprazol vin chira durgre xdc
lip. “Ighnén eiru r'én ddng vit khﬂn,g Ii:é logi trir kha ndng gdv doc tinh trén sy phat trien, Bénh
nhin cdn thong bap cho bac sT biét néu ho b thai hodc dir dinh ¢ 1|'un trong khi diéu I:n virl
unplpm:ml r.'lﬂ Lh cd dity di thong tin vé tinh an W0dn O g va mii o ngai qua cic két qua
¥ dgng vit, khéng nén sir dyng thude néy cho phy nit trong thin kv mang thai
trir kha len i deri hom hiin rli ro b kha ning pay m cho bdo thai.

Tré 50 sinh b phoi nhim véi thude chong logn than (bao gdm aripiprazol) trong ba thing cudi

lhﬂl kv ¢0 nguy co gip cac phan (mg phu bao gbm trigu chimg ngoai thap vivhodc tridu :ern,g citl

thude viri mire 6 nghiém trong va thid gian anh huomg khéac nhau sau khi sinh. D3 ¢ bao cio ve

Iu.:h ding, ting tnrmg e, gidm truomg e, run, budn ngl, suy b hip, hoac rdi loan tidu héa. Do
da, cin theo dbi chiit ch? efc tné so sinh nay,

Thin kv ¢ho con bu; Aripiprazol duge bai tiét qua sita me. Khing nén cho tré ba khi nguwii me
dang ding aripiprazol.

TAC BONG CUA THUOC KHI LAI XE VA VAN HANH MAY MOC

Nhur véi cfic thude ching loan thin khic, nén cinh bio cho bénh nhin cdc nguy co khi vin hanh
may maéc, dong ¢or xe, ¢ho dén khi chiic chiin tng aripiprazol khong gav anh hwomg bt e,

7. TUONG TAC CUA THUOC VOT CAC THUOC KHAC VA CAC LOAI TUONG TAC
KHAC:

IIi}r thing bao cho bic si hodc duwge sT ciia ban néu ban dang ding, da cll.mg gan diy hodic cb thé
sé ding bt k:r loai thudc nao khac, Do tac -l:lung doi l-chan_g. thy the alpha]-adrmclgll:. nen
aripiprazol ¢o kha ning lam ting tac dyng cia mot s6 thude chong 1ang huydt & ap.

Aripiprazol ¢o tie dung chii yéu trén thin kinh trung wvong, cin thin trong khi ding aripiprazol
vinl rirgt hode visi cde thude tic déng 1én thin kinh trung womg khdc do co thé xdy ra cing lic
céc the dyng phuy nhir an thén.

H
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Cin thin trpng khi dimg domng théri aripiprazol véi cde thude duge biét giy kéo dai khoang QT
hogc lam mat cin bing dign gidi,

Cée thude khde b kha ning anh huimg dén ARIAZOL

Chét ngan tiét axit da day, famotidin doi khang thy thé H2, lam gidm tv 1¢ hap thu aripiprazol
nhimg nguii ta cho ring téc ddng niy khéng lién quan trén [im sing.

Anpiprazol duge n:hu}ren héa bing nhigu duimg s cac enzym CYP2D6 va CYPIA4 nhu‘ng
khéng lign quan dén enzym CYP1A. Viviy, khing cin thigt digu chinh lidu & ngudi hit thude.,

Chinidin vé cde chdt tre ché CYP2DE: Trong mit thir nghidm lim séng twén cic ddi teomg khoe
manh, chét fc ché manh CYP2D6 quinidin lam ﬁnp: ALE‘ cua EI-]'lpi]:I-I’EEDl khoang 107%, trong
khi Crnay kKhong tha:f di. AUC va i chat n::hu:..re:n hoa co hoat tinh deh}rdm—anpmmzn]
giam khoang 32% va 47%. Vi vy cin gidm nira lidu aripiprazol khi diing dong thivi Ariazol véi

quinidin.

Cae chit @c ché manh CYP2D6 khic, nhir fluoxetin va paroxetin oo the ¢é tac ding tuong ty va
do dé ciing nén giam nira lidu aripiprazol.

Ketoconazol va cdc chat e ché CYP3A4 khac: O cac dbi fuong khoe manh, chdt ire ché manh
CYP3A4 ketoconazol lim ting AUE vt Cmae ¢l anipiprazol Vin lugt Ta 63% vt 37%. AUC va
Cinas clid dehydro-aripiprazol ting Jan hrgt 77% wé 43%. O cdc dii turomg chuyvén hda CYPID6
kém, diing ddng thir vai chilt dre ché manh CYP3A4 ¢d thé lam ting nong dij aripigrazol trong
hl.lj-'ﬂl twong cao hom 50 Vil ngu chuven hoa manh CYP2D6. Khi diing ;Iﬁngi ril
hofic cic chit ire ché manh CYP3A4 khic vii aripiprazol nén cin nhic loa ich dat vir
npuy co co the eip phai trén bénh nhin. Nén piam khoang nia lidu aripiprazol I:;h: dung chung
vii ketoconazol. Cic chit trc ché manh CYP3A4 khac, nhu itraconazol vi cic chat itc che HIV
protease cd the cb e ddng wong 1 va eling nén gham nira lidu anpiprazel.

Khi ngumg chit Ge ché CYP2D6 hode CYP3A4 cin ting lieu Ariazol lén mic lidu truge khi
phit hep thude.

Nguii ta cho riing dimg déng thii vid cde chit iro ché véu CYP3A4 nhu diltiazem hode
escitalopram hodc CYP2D6, nong d aripiprazol ¢o the ting khing ding ke.

i:'n'r-!}ama:epiﬂ v chat gdy cam wng CYPIA4 khac: Sau kha ding dong thin vin carbamuzepin,
mit chit gy cim (mg manh CYP3A4, gid tr] trung binh Cox va di¢n tich dudi dutmg cong
AUC coa anpl]:rmzui lhﬁp hom Tén hn;r't la 68% va 73%, s0 v dom ) ligu anplpm:r::-i (30 mg).
Tuong tr viy, ning d) dinh Coas vi dign tich dudi duimg cong AUC cia chit chuyén hoa
dehydro-aripiprazol | thip hon 1An lugt 12 69% vi 71%, 5o i dom 1 lidu bang &ﬂpipwnl
Mén tang bﬁp d6i litu ARIAZOL khi ding déng ﬂlm vl carbamazepin. Newdi ta cho ring cc
chit giy cam img manh CYP3A4 khac (nhu rifampicin, rifabutin, phenytoin, Flhlt:l'.IUh-:thIldl
primidon, ¢ﬁ]~.f|renz nevirapin vi ché phim St. John Wort) =1 thé cé tic dong twong ty va ciing
nén ting gap dai léu Ariazol. Sau khi ngung ding cic thube gy cam img CYP3IA4 manh, cin
giam lidu ARIAZOL dén liga !v:huyﬁn cho.
Falproat va lithium: Khi ding dong théi mét trong hai thude valproat hode lithium v
aripiprazol, nung dd aripiprazol khing thay ddi ding ke trén lam sang. Hgi chimg serotanin: D
co bio cfo cde truimg hop héi chimg serotonin & bénh nhin sit dyng aripiprazol, va co thé xuat
hién cae diu higu va tri¢u n:hung cua tinh trang nay dic bigt & nhﬂ‘ng hﬁnh nhin sir dung dﬁng
thid v cac thudc serotonergic khic, nhue SSRI/SNRI, hodic v cic thudc duoe biét lam ting
ning dd aripiprazol,
Kha ping ARIAZOL fnh hidme dén thude khie: Trong cic nghién ciru lim sing, ligu aripiprazol
10-30 mg'ngay khing gay anh huimg déng ké dén cllu}-'érl hta clia cde cor chat CYP2D6 (tv 18
dextromethorphan/3-methoxymorphinan), CYP2C9 (warfarin), CYP2C19 (omeprazol), vi CYP3IA4
(dextromethorphan). Ngodi ra, anpiprazol va deh}'dm -aripiprazol khong cho thiay kha ning lam
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thay d&i chuyén hoa qua trung gian CYP1A2 trong nghién ciu in viero. Nhu vily, anp:praznl
khong cb kha nng giy tuong tic thude quan trong trén lim séng thing qua cic enzym nay. Khi
ding anplpmwl dong thid vii mdt trong céc thude valproat, lithiom hofic lamotrigin, khéng co
thay d6i ding ke nong 43 valproat, lithium hofic lamotrigin trén 1dm sing.

8. TAC DUNG KHONG MONG MUON

Céc phin img co bai thutmg duge bdo cho nhét trong cic thir nghiém co doi chimg gia duoc T4
r:hng nim ngdi khéng vén vi budn ndn, mdi phan (mg phy xéy ra trong hom 3% bénh nhin diéu
tn win anpiprizol ding uérng..

Bang danh sich céc phén img co hai

Cae phin (mg ¢ hai san didy thuimg gip hon (= 1/100) so vl gia duge, hode di duge xac dinh
l4 phan img <o hai co the lién quan (*),

Cac tAn sd Tliét k& dudi diy duoe xde dinh theo quy wée sau day:
Thurdmg pip (217100 dén <1/10), it gap (=1/1000 dén <1/100),

Rii logn tim thin
Ihwomg gép: Bon chon, mat ngu, lo fiu
it gip: * Trim cim, chilng cudng dim

Rii logn JrE thin kinh
'Ehlrirng gillllp* Réi loan ngoal thap, nim ngdi khing vén, run, chéng mit, budn nga, dau
iu
Riji logn m&i’\
Thurémg 1 midr
- it glips song thj (nhin dai}
Réi logn tHm

It gap: Nhjp tim nhanh®

Rii fogn mach mdu
it ghp: Ha lm}fé*t ap thié dirng*

Roi loan da day-rugt
Theémg gip: Kho tiéu, ndn, budn ndn, tdo bdn, ting tiét nude bot

Risi logn tong quit va tic ding tai ol ding thade
Thudmg gap: Mét mai
M& 14 cdc phin (ng phu dién hinh

wramidal sympioms)

Téim thdn phéin figt: Trong mit nghién ciu kéo dai 52 twin, bénh nhin didy tr v anipiprazol ¢6
ty 1§ tri¢u chimg ngoai thap thﬁp hom (25, E%] bao gom hii chimg Parkinson, nﬁm ngoi khong
vién, téi loan trvomg lye cor va 161 loan vin ddng so vai bénh nhin didu tn bﬁnb haloperidol
{57.3%).
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Trong thir nghigm kéo dai 26 tuin ¢o ddi chimg gia duge, ty 1 EPS 13 19% & bénh nhin didu
béng anpiprazol va 11,1% & b¢nh nhin ding ma duge.

Trong mit thir nghiém khde 26 tuin c6 doi chimg gia duge, v 1§ EPS 13 14.8% & bénh nhin ding
aripiprazol va 15,1% &0i véi bénh nhin ding olanzapin.

Niim ﬂﬁﬂz' khdng vén fakathisia): Trong cic thir nghidm cé dbi chimg gia duoc, tv 1§ mic
akathisia & bénh nhin tim thin phin Ligt tv 1€ akathisia la 6,2% voi arpiprazol va 3,0% doi v
gid dwugre.

Logn trpoay fweg cor; Tac ding theo phin logi- Cac tri¢u chimg cia logn truong ]1,:1: e, co thit kéo
dmhatﬂm&mgc&c nhom co, cﬁ!hexayraanhﬂng ngn:hnh&yc&m trong vai ngay didu ti diu
tién. Trigu chimg logn tnromg lye co bao gom; co thit cic co o b, doi khi tién tricn dén dau thir
hong, Iché- nudt, kho thiy, vivhode et the ra Trong khi nhimg triéu chimg niy ¢6 thé xiy ra & cdc
ligu I.‘ru].p ching xay ra thudmg xuyén hom va vii mure 46 nghiém trong hon, vioi cudmg & cao va
n- ede lidu cao hom déi voi cie thube ::hﬁn,g loan thiin thé hé déu tién. Mguy co logn rromg lge co
cip tinh ting cao & nam gidi va nhom tudi tré hom.

Khi so sanh ti 1¢ bénh nhin ding anpiprezol va ga duge co nhimg thay déi o6 the anh huang
rén ldm sang vé cac gia tri xét nghiém thing thudmg va cie théng s0 lipid, khéng cho thiy cic
khic bigt nay Ia quan trong, Tang CPK  (creatin phosphokinase]), thiimg thodng gqua vi khing
e triéu chimg & 3,5% b@nh nhin didu trj vai aripiprazol so vai 2,0% bénh nhin dung gia dugre,

chong logn thin va cling duge béo cio trong khi didu te v aripiprazol bao gom hii
thn&n kinh dc tinh, rdi loan vin dong mudn, co gidt, phin (mg ¢6 hai trén mgch méau n
sudt ting 1&n & bénh nhin 1om tudi logn tr, ting duimg huyét va ddi thio dudmg,

Céc tac dung khéng mong m uén khac: Cic phan umg phu di bidt 6 lign quan Vin IIE phip /
1§

Tre em

Tiim thin phdn liét & thanh thiéu nién tic 15 i trir Ién

Trong mdt thir nghigm lam sang ngﬂn harL, eb dii chimg gia dugc trén 302 thanh thiéu nién (13-
17 1Lu*n.‘;| b tiim thin phan liét, tin sudt va leal tic dung khong mong muon cling twomg tyr nhur o
ngudi 1om, ngoai trir cde phan img sau diy xay ra thudmg xuvén hom ¢ thanh thiéu nién so vir
gl 1dm, (v thuitmg xuyvén hom so voi gia duge):

Rit thuomg gap (= 1/10): Buén ngivan than va roi loan ngoai thap
Thurimg gip (= 1/100, <1/10): Khié migng, ting st thém dn, ha huyét ip thé dimg.

Tinh an todn trong thir nghtém md ring, nhin mo, 26 tudn tuong ty nhu quan sat thav trong thir
nghiém ngfn han, co doi chimg gia duoe.

Trong nhom phén tich gop vi thinh nién bi tim thin phn liét (13-17 tudi) phoi nhiém thube dén
2 ndm, tv 1& mire prolactin huyét thanh thap & nir gidi (<3 ng'ml) 14 29,5% va nam gdi (<2
ng'ml) la 48,3%.

Tn:m.;; nhém vi thanh nién tim thin phan liét (13-17 tudi) phoi nhidm v mpupr.u.mi tir 5-30 mg
dén 72 thing, ty 1& prolactin huyét thanh thip & nir gidd (<3 ng'ml) 1a 25,6% vA nam gid (<2
ng/ml) la 45,0%,

E“ni:-, 1hc dune khdng mong muun saul day o m,i;l-' _lidu ding:
- H.ﬂl loan ngc:-m thap (t¥ 18 mic & lidu 10 mg 14 9,1%, & lidu 30 mg Li 28,8%, glﬂdll'l;fﬂ la 1,7%,)
- Nim nghi khong vén (ty 1& mic & lidu 10 mg 1a 12,1%, & lidu 30 mg 1a 20.3%, gia duge 1
1,7%),

Sau khi thude i hanh trén thi tneimg
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Cic phan img p]m sau diy di duge bio cao sau khi thude lua hinh. Tén sudt cia cic phan img
niy 1a khong ré (khing thés e lieerng thin st duge tir cic dir ligu 6 sin).

- Ii.',$| loan mau vi hé ha-:h huyét: Giam bach cén, gidm bach cdu trung tinh, giam tiéu ciu,

- Réi loan hé théng mién dich: Phan (mg dl g (vi du phin (mg phan v§, phi mach bao gom:

sumg Jui, phu lLtﬂl‘I. phi mit, ngia, hofc may day)

- R loan ndi m:t Tang duémg huyét, dai thao dwdmg, dai thao dirtmg nhiém toan ceton, hon mé

ting &p lyc IJ'.La.m thiu do d4i thio dirimg.

- Rdi loan chuyén hoa va dinh dudmg: Tang/' gidm cin, chin fin, gtam natri huyéi

- R&i loan tim thiln: Kich ding, lo du. nghién cd bac bénh Iy, giy hén, c6 gang nr sat, v dinh tir

L, Tur st

- Réi logn hé thin kinh: R6i loan ngén ngit, hdi chimg éc tinh do thuoc an thén (NMS), ding

kinh com lém, hii chimg serotonin.

- Rm loan tim: lih::lﬂlng QT kéo dii, loan nhip thit, 46t tir khéng 8 nguyén nhin, ngimg tim,

xodn dink, nhip tim chim.

- Roi logn mgch mau; Ngét xiu, ting huyét dp, huyét khéi tinh mach (bao gom thuyén tac phoi

vit huyet khoi tinh mach sau)

- Roi loan chite ning hé hilp, ngue va trung thit: Co thit hiu hong, co thit thanh quan, viém
hisi S3C.

?Rm loan chitc nang tiéu hda: Viém tuy, khé nuot. khi chiu vung bung, roi logn da day, tiéu

cha

- Rgi loan chire ndng gan mat: Suy gan, vang da, vidm gan, ting alanin aminotransferase (ALT),

ting aspartat aminotransferase (AST), ting gamma glutamyl transferase (GOT), thng

phosphatase ki o

- F.u’;'ni logn da va md dudi da: Phét ban, phan img nhay ¢im anh sang, ryng (e, wng tiée md hii,

- Rt logn eor x v md lién két: Tidu co vin, dau co, cimg Khop.

- Rcrl ln.:u@n thin va fiet nidu: Tidu khong ta chi, bi tiéu.

\ -E.H].lkhr‘il_nh'l.ﬁll;.husl.rli‘]]Iplthmguﬂimﬁﬂ'ﬂﬁﬁuﬂl

sin vii ngue: Cuomg duong v.

7 vii phan img ta nol ddng lhw.u. Réi loan thin nhidt (vi du ha thin nhiét, siit),

dau ngre, phi ngoai bién.

- Nghién eing: Tang ereatin phosphokinase, tang glucose mau, bién dong glucose miu, ting

hemoglobin bi glycosvl hia.

Thude cf thé gdy ra ede tde dung khdng mang mudn khéc, thong bdo cho bac st nhitng tdc dyng
khing mong mudn gdp phei khi sie dung thude,

9. QUA LIEU VA XU TRI:

Nhirng diu higu v triéu chimg khi ding thude qua lidu
Néu ban v tinh dong qua licu, lién hé vii Bac s7 cda ban ngay ldp tire.

Céc déu hidu vi tridy chimg: Trong cde thir nghiém 1dm sing vi kinh nghiém sau khi thube luu
hanh trén thy trdmg cho thay qua Liéu cﬁp tinh do o ¥ hay vo ¥ 1:I|'J11g aripiprazol & ngueai lon
vir lidu wie tinh lén dén 1.260 mg cling khéng ¢o tir vong. Cac bieu hién va triéu chimg dién
hinh gdm ngu lim, tAng huyét np budn ngil, nhip tim nhanh, budn nén, nén mira v tiéo chay.
Ngod rma, ql.m liéu H.npl.praml v ¥ (lén dén 195 mg} U tré em umg khiong ¢o truimg lwp tir

vong. Cic ddu hiéu va triéu chimg ‘dién hinh bao gom budn ngi, mit ¥ thire thodng qua va triéu
chitng ngoai thap.

Xir tri qud ligu: Xir tri quit lidu nén tip trung vio vide didu tr hi tro, duy tA duimg thir diy dil, oxy

lhnnF. gid dﬂ]r du, va theo di cac tngu chimg. Can xem xét kha néng dnh hiimg cia tl‘:unn: sir
dung dong thii. Theo dii tim mach ngay 1§p tic, bao gﬂm theo dii ﬂ11¢n tam a0 lien we &é ¢o the
phét hién rbi logn nhip tim. Khi phét hién bit ky' tnsmg hop qua lidu ndn v aripiprazel dis chile
chiin hay nghi ngd, cin theo dai chiit ch va tiép tuc cho dén khi bénh nhin hoi phyc.
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Than hoat tinh (50 g), duge ding sau khi udng arpiprazol | gidr, lim gigm nﬁng 40 Cos
aripiprazol khodng 41% va AUC khoang 51%, cho thiy than hogt tinh cd higu qua trong diéu tr
qui licu,

Thim thch mdu: Mac dit chua cd thing tin vé hidu qua eiia uél: thiim tach mau trong xir tr qua
lidu v aripiprazol, nhung do anpiprazol E.Em két nhi¢u voi protein hu}u.t tuong do do tham
phin méu khing c6 fch trong vide xir trf qua liu aripiprazol.

10. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO:
Khéng dimg thude qua licu chi dinh. Pge k§ hudmg din sit dung trude khi ding. Bé xa tam tay
e em.

Piéu kign bao quan: O noi kha, nhift 46 khng qui 30°C, trinh m.

Han dimg cia thube: 24 thang k& tir ngay san xuit.

1. TEN, BIA CHI VA BIEU TUQONG CUA CO SO SAN XUAT

Sén xult tai: Laboratorios Lesvi 8.1

Avda. De Barcelona 69 08970 Sant Joan Despi (Barcelona) Espania’ Spain (Ta )

i2. HI:;AT XEM XET SUA POL, CAP NHAT LAI NOI DUNG HUCGNG DAN SUDUNG \
THUOC: \

.

TUQ.CUC TRUONG
PTRI.U""'LI PHONG

Pham Chi Vin Hank

— _J“..,_..-" :
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