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THUGE BAN THED DON
.I{x
TO HUONG DAN SU DUNG THUOC

ARIAFZOL
Anpiprazol 5 mg'10 mg'l5 mg
Vién nén

Thuie béin theo don
Pé xa tam tay cia tré em
Poc k¥ hirdmg din sir dung trirde khi diing

Thong bao ngay cho bic s¥ nhimg tic dyng khiing mong muén khi sir dung thude

PHAN 1. HUONG DAN SU DIUNG THUOC CHO NGUOI BENH

I. Thanh phin, him liryng ciia thude:
Mi vién nén chira;
Hogr chét; Aripiprazol 5 mg’ 10 mg' 15 mg

Td dwpe: Lactose monohydrat, tinh bét ngd, celulose vi tinh thé, vlcelulose,
crospovidon, silic dioxyd keo khan, magnesi stearat vim di mit vién,

2. M6 ti sin phim: Vién nén

3. Quy cich ding goi:

ARIAZOL 5 mg Hop 4 vi x 7 vién nén
ARIAZOL 10 mg: Hop 4 vi x 7 vién nén
ARIAZOL 15 mg: Hip 4 vi x 7 vién nén

4. Thube ding cho bénh gi?
ARIAZOL duge chi dinh dé dicu trj t&m thén phiin li{t & ngwdi 6m v thanh thiéu nién tir 15
tudi tecr lén.

5. Nén ding thuic nay nhir thé nao va lieu lrgng?
Murin lém

Bénh tdm thén phdn li¢g: Lidu khéd ddu kKhuyén cdo 13 10 hodic 15 meg/ngay véi lidu duy tr 15
mg/ngéy theo phie 33 | lin/ngay. cb thé udng e doi hode lie no.

ARIAZOL b hiéu qua trong khoang liéu 10-30 mg/ngay. Cic lieu cao hon 13 mg/ngay chua
chimg minh ldm ting hiu qua diéu trj di tinh trang timg bénh nhan co thé duge cai thién & lidu
cao hon. Licw toi da hang ngay khiéng nén vugt qua 30 mg,

Tré em .
Biénh tdm than phan liér o thank thiéu nién g 15 tedi trd 1én; Ligu ARIAZOL khuyeén cao la 11
mg/nigay theo phac &b mit lin mdt ngay, cd the ding le no hodc lée doi. Vige didu tr nén khio

f

A/
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déiu v lidn 2 mg (ding dimg udng dung dich aripiprazol 1 mg/ml) trong 2 ngdy, tang liéu dén
5 mg trong 2 ngay nita dé dat duge lidu khuyén cdo hang ngay 14 10 mg, Khi ciin cb the ting lidu
tiép theo v legmg gia ting 5 mg nhumg khang vuot qua lidu 161 da 30 mg/ngay.

ARIAZOL c6 higu gua trong khoang liéu 10-30 mg/ngay. Cée liéu cao hon 10 m""ngil:f chura
chimg minh ting hi¢u qua dicu trj di tinh trang timg bénh nhin b thé dupe céi thién & lidu cao
hem. Khéng Lhu}'én cao ding ARIAZOL cho bénh nhin tim thin phin ligt dud 15 i do chira
i dir l1éu vE an toén va hi¢u gua.

Binh nhdn suy gan: Khing cn thiét didu chinh liéu & bénh nhin suy gan nhg dén trung binh.
Chra du dit ligu dé dwa ra licu khuycn cio & bénh nhin suy gan ning. Cin ln-Em soit lidu dung
can than & nhimg bénh nhin nay, Nhu viy néa thin trong khi ding lidu toi da 30 mgingiy &
bénh nhin suy gan ndng.

Bénh nhin suy thin: Khong cin thié didu chinh liéu cho bénh nhin suy thin,

M Hiéu gud ela unp:]'rraznl trong didu tri tdm thdn phin liét & bénh nhin twén 65
tudi chira dirge xacJip. Do mirc nhay cam lom hom & nhom bénh nhan niy, cdn xem xét lidu ban
déu thip hom dya vily cie yéu th trén 1am sang.

thiét diéu chinh liéu cho bénh nhin nir ciing nhw bénh nhin nam.
chuyén hoéa cia aripiprazol khing cdn thidt didu chinh lidu trén bénh

Gidhi tink: Khong ci

Hiit thude: Th
nhin hit thudc

Bidu chinh lidu do treome e thude

Nén giam liéu aripiprazol khi dimg déng thixi Enp1prdr.u] vii che thude ire ché manh CYP3A4
hodic CYP2ZD6. Nén ting ligu aripiprazol sau khi rit chit e ché CYP3A4 hodc CYP2D6 ra khoi

li¢u phap phm hop.
Khi ding dbng thii véi thude giy cam (mg CYP3A4 manh, nén ting lidu aripiprazol. Khi rit
chilt cim fmg CYPIA4 ra khai litu phap phi hop, nén giam lidu aripiprazol sau d6

6. Khi niao khing nén ding thuoe nay? :
Qui méin vii aripiprazol hojc bt ki thinh phin nao cia thube,

7. Téc dyng khimg mong muon

Céc phan img cd hai thutmg duge bao o nhit trong cae thir nghigm cb doi chimg gid duye i
Lhung niam ngot khong }fm vi buon non, mai phan img phy xay ra trong hom 3% bgnh nhin dieu
trj vl aripiprazol ding w:rm!

Bang danh sach cic phan g co hai

Cac phan (mg co hai sau ddy thulmg gip hom (= 1/100) so vé1 gia duge, hofic di duoc xdc dinh
la phin tmg eb hai o6 the lién quan (*).

Cac tin s6 1iét k& dudi diy durge xéc dinh theo quy ude sau déy:
Thudmg gip (=1/100 dén <1/10), it gip (=1/1000 dén <1/100).

Rai logn tdm than -
Thaimg gap: Bon chin, mat nga, lo du

At gip: * Trim cim, chimg cuing dam

Rai logn hé thin kinh

.
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Thiwimg gip: Roi loan ngoai thap, nim ngoi khing vén, run, chéng mit, budn ngu, dau
diu

Roi logn mir
Thutmg gap: Nhin mi
it giip: Chimg song thi (nhin dii)

Riii loan tim
it giip: Nhip tim nhanh®

| Réi logn mach mdu

it wip: Ha huyét dp thé dimg*

Risi logn dg déy-ruit
Thudmg gap: Khé tiéu, ndn, bucn nén, tio bon, ting tiét meée bot

Riii logn ting gudt va tde ding tai ned ding thuie
Thurimg gap: Mét m

Mb 14 cie phan (mg phu dién hinh

Tidm thin phan liét: Trong mit nghién cin kéo dii 52 tusin, bénh nhin didu trj v ol &
ty 1§ trigu chimg ngogi thap l'.'ma.p hon (25,8%) bao gom hii chimg Farkinson, nﬂ.m ng
VEn, rii logn truomg lge eo va rii loan vin ddng 50 vdi bénh nhin diéu tr I:lﬂ-ng hal idol
(57,3%).

Trong thir nghiém kéo dai 26 tuin co dii chimg gia duge, ty 1& EPS 13 19% & bénh nhin diéu tri
béing aripiprazol vi 13,1% & bénh nhin ding gia duoc.

Trong mt thir nghig¢m khac 26 tudn co doi chimg gia dwge, ty 18 EPS 12 14,8% & bénh nhin ding
anpiprazol va 15.1% doi vin bénh nhin dung olanzapin,

&.;gn ngdi khing vén fakathisia): Trong céc thir nghiém co doi chimg gia duge, tv 1é mac
akathisia & bénh nhan tim than phin iét ty 1¢ akathisia 1 6,2% véi aripiprazol va 3,0% doi voi
gia duygre.

Loan tricemy liee ¢o; Tac ding theo phén logi- Cac mnigu t:hu.rng cita loan triromg lc cor, co thit kéo
dai hit thuimg cée nhim co, cd thé xdy ra & ohimg ngudi nhay ¢im trong H‘:’u n;,ﬁ}' didu 1 diu
tién. Tri¢u chimg logn truomg lyc oo bao ghm: co thit cac co & o, ddi khi tién trién dén dau thit
hong. kho nudt, khi thér, vivhode lutv the ra. Trong khi nhimg triéu chimg niy c6 thé xdy ra & cde
lign u'uip ching xav ra l]'lm:mg xuyén hom va vin moe 44 nghiem tmong hor, vl cuong 4§ cao va
& cde lidu cao hom ddi voi céc thude 1..]11.1-11]; loan thin thé hé diu tién, Nguy co loan truomg e co
clip tinh ting cao & nam gidl vi nhom tudi tré hon,

I'R'.]'u so sanh fi IE bénh nhin dl.m_g ariptprazol va gia duge oo r|.]-|.1.mg thay déi of thé anh hrdmg
trén 1dm sdng vé céc gid trj xét nghiém thing thuime va cdc thong sb lipid, khang cho thiy cic

khac biét nay 1a quan trong. Tang CPK (creatin phosphokinase), thudmg thodng qua va khong co

triéu chimg ¢ 3,5% bénh nhin diéu trj voi aripiprazol so vai 2,0% bénh nhiin ding gid dugc.

Cée tée dung khing nmug_mgpn_h];@,_ Cac phin {mg phu d3 bict oo lién quan vin lidu phip
chong lnan than vi eling duge bio cdo trong khi diéu tr vii anpiprazol bao pom hii chimg an
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th:-.m kinh &c tinh, rdi loan vin ding mudn, co gidt, phin img co hai trén mach méiu nio va tir
sufit tang l&n & bénh nhin |én tud loan tr, tng dudmg huvet va dai thao drdmg,

Teé e

Tim than phén liét & thank thiéu nién tie 15 tuoi tro ién

Trong mot thir nghigm lam :13._[&11 ham, ¢d ddi chimyg ma dupe trén 302 thanh thidu nién (13 -
17 tudi) bi tim thin phﬂ.n liét, tan sudt va loai tac dung khdng mong mudn cling trong tr nhi &

ngun lim, ngum trir cac phan (g sau r.l&z.f xay ra thuimg xuyén hom o thanh thidu nién so vwin
ngurir Lém, {va thidmg xuvén bon so véi gia duoc):

Rét thutmg gip (2 1/10} Budn ngw/an thin v rdi logn ngoai thap
Thuimg gip (= 1100, <1/10): Kb ming, ting su thém in, by huydt dp thé dimg,

Tinh an toén trong thir nghiém mé rong, nhan me, 26 madn tuong tw nhur quan sét thay trong thit
nghifém n,gﬁn han, ¢6 dii chimg ga doge.,

Trong nhom phin tich gép vi thinh nién b tim thin phan liét {13-17 twéi) phot nhidm thude dén
2 nam, t¥ 1& mirc prolactin huyét thanh thip & nir @i (<3 ng/ml) 1a 29,5% va nam gidi (<2
ng/ml) 14 48,3%.

Trong nhom vj thinh nién tam than phiin ligt (13-17 tuoi) pho nhiém vir anpiprazol tir 5-30 mg
dén 72 thing, tv 1& prolactin huyét thanh thip & nir gidi (<3 ng/ml) 1a 25,6% vi nam gioi (<2
ngml) 1a 45,0%,

- Roi logn ngoai thap (ty h;mﬁa:n:rlseu 10mgla9,1%, &li u:iﬂmglalﬂﬁ iy g:adm:rt 121,7%,)
- Nam ngti khong yén (1§ 1€ mic & lidu 10 mg 1a 12,1%, & litu 30 mg la 20,3%, gia duoc 1
1, 7%u).

&Hﬂ.lshl_lhma-_hﬂu:lﬂﬂh_lmn_thltrw_ﬂﬂg

img phy sau diy di dirge hi-u cio sau khi thude I hinh. Tdn suat cia eic phan (mg
dng ré (khing the ude hromg tan suat duge tir cic dit lidu co sin).

mu 1.-':1 he bach huyEl Giidm bach l:ilu1 giam bach ciu trung tinh, giam tidu can.

hé théng mién dich: Phan img dj tmg (vi du phan img phin v&, phi mach bao gl

sumg [rdi, r.nhu budn, phi mit, ngira, hode may day)

- R loan ru,n tiét: Tang dutmg huyet, ddi thao dwtmg, dii thio dikmg nhiém toan ceton, hén mé
g:ip Iyc lh:lm thau do dai thio dirdmg.

- R loan ::hu'_n.-én hia va dinh dudmg: Tang' giam cén, chan An. gmm nalri hLI:;p'EI

- Réi logn tim thin: Kich déng, 1o du, ngh1¢n cér bac bénh Iy, gay hin, cf pang tr sit, ¥ dinh 1

LML, T st

- Réi logn hi thin kinh: Ri loan ngdn ngit, héi chimg dc tinh do thube an thin (NMS), ding

kKinh com Idém, hii chimg serotonin.

- Réii loan tim: Khoang Q1 kéo dai, loan nhip thit, dit tir khing rd nguvén nhin, ngimg tim,

xofin dinh, nhip tim chim.

- Roi logn mach mau: Ngdt xiu, ting huyét ap, huvét khdi tinh mach (hao gom thuyén tic phoi

v hu}fet khdi tinh mach si'-u] .

- Rbi loan chire nang hé hip, ngye vi trung thit: Co that hiu hong, co thilt thanh quin, viém
phoi sic, ,

- Roi lean chire ndng tidu hoa: Viém tyy, khod nudt, kho chiu ving bung, rdi loan da day, tiéu
chay.

- Rii loan chire nding gan mt: Suy gan, vang da, viém gan, ting alanin aminotransterase (ALT),
tang asparial aminotransferase (AST), ting gamma glutamyl transferase (GGT) ting

R Trang 4/23




hitps:/ftrungtamthuoc.com/

phosphatase kiém.

- Rbi loan da va mo dudi da: Phit ban, phén img nhay cam dnh sang, rung toc, ting tiét md hoi,
- Roi logn cor xuomg vi md lién két: Tidu cor vin, dau co, elmg khap.

- Rdi loan than va tidt nidu: Tidu khimg tyr chu, bi tiéu.

= Thixi ki mang thai, sau khi sinh v& chu sinh: Hai chimg cai thude & tré so sinh,

- Réi loan hé sinh sdn vi ngue: E‘uung duong vit.

- i loan chung vi phan o img tai noi ding thube: Réi loan thin nhidt (vi dy ha than nhigt, sdt),
dau nguyc, phlf: ngoai bidn,

- Nghién cin: Tang creatin phosphokinase, tng glucose mdu, bién déng plucose mdu, ling
hemugmmn bi glveosyl haa.

Thudc oo thé gy ra cac téc dung khdng mong mudn bhéc, thong bio cho bdc s7 nhitng tde dung
khéng mong mudn gdp phai kiv sie dung thude.

Hirémg dén xir tri: Phai ngimg thude khi ¢d bidu hi2n tée dung khéng mong mudn nang.

8. Nén tranh ding nhimg thuie hoiic thwre phim gi khi dang sir dung thuﬁc nay?
Hay thing bdo cho hie i hode dupe si cla ban néu ban dang ding, d3 ding gin diy holc cé thé
sé ding bat kv logi thude nao khie.

Do téc dyng d6i khang thy thé alphal-adrenergic, nén aripiprazol ¢ khé ning lim tang tic dung ~
ciia mdt sb thude chmlb tang huw,-l, ap.

Aripiprazol co tac dung chil yéu trén thiin kinh trung womg, ¢én thin trong khi dung anplpra,.?:tﬂ I}
vir rugu hodie véi cde thude tac dgng lén thin kink trung womg khdc do ¢d thé xay ra cing lae a
cautacdungphunhuanmén )

Cén thin trong khi dimg dnng thin aripiprazol vii céc thube dirge bidt gy kéo dii khoing QT
hodic lam mét cin bing dién gai.

Ciéc thube khic cd kha ning dnh hulmg dﬁ_:]' ARTAZOL

Chit ngin tié axit da dy, famotidin déi khing thy thé H2, 1am giam 1§ 18 hip thilafigiprasol
nhumg ngwin ta cho ring tac dgng nay khong lién quan trén |am sing.

Aripiprazol duge chu}rén hoa bang nhidu duimg qua ca enzym E“fl”l]ﬁ va CYTP3A4 nh .
khiing lién quan dén enzym CYP1A. Vi viy. khong can thiét didu chinh lidu & nguwéd hat thude. [ =

Cheinidin ni cae c.i:&: ie ché CYP2D6; Trong mdt thir nghiém lim sang trén cic i tugmg kho
manh, chit e ché manh CYP2D6 quinidin lim ting AUC cua aripiprazol khoang 107%, trong
khi Crax khing thay doi. AUC va oz clia chiit Lhuwm hod co hogt tinh dehydro-aripiprazol
giam khodang 312% va 47%. Vi vay chn ElAm nira liéu aripiprazol khi ding dung thin Ariazol vin
quintdin,

Cae chit e ché manh CYP2D6 khae, nhy fluoxetin vi paroxetin co thé c6 the dng twong 1y va
do dé cling nén giam nira lidu aripiprazol.

Ketoconazol va ede chdt tre ché CYP344 khde: O cie d6i wgme khde manh, chit trc ché manh
CYP3A4 ketoconazol lam ting AUC va Ceus cia aripi]:rrnm] lin Juet 13 63% va 37%. AUC va
Cogxclia deh m—unmpm:ml Lang Iﬂn Jurct 7T vi 43% . O cac ddi mu;mg n:hu:,-.n:n haa CY P20
kém, ding dong thin v chit ire ché manh CYP3IA4 co thé lam tang m:m, d0 anipiprazol trong
huyél tusomg r;.uu ‘ru.'rn 50 viri nguiri chuyén héa manh CYP2D6. Khi dimg dong thivi ketoconazol
hodic cic chat G lrc ché manh CYP3IA4 khac vin aripiprazol nén cin nhdc Ioi fch dat duoc so vl
nguy co ¢t thé gan phaii trén bénh nhin. Nén giam khoang noa licu aripiprazol khi dimg chung
viri ketoconazol. Cac chét ire ché manh CYP3IA4 khac, nhur itraconazol va céc chat b ché HIV

protease co the co tée ddng tuomg tyr vi cling nén giam nira liéu arpiprazol.
. '-E‘lq(.-"'
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Khi ngung chit rc ché CYP2D6 hofic CYPIA4 ¢lin ting lidu Ariazol lén mie liéu trude khi
phii hop thudc.

Nguiri ta cho ring ding dﬁng, thiri v cdc chat o ché yeu CYP3A4 nhur diltiazem hofic
escitalopram hofic CYP2D6, nong df anpiprazol o thé ting khing ding ké.

Carbamazepin va chdt gdy cdm trmg CYP344 khic: Sau khi dimg dong thiri vi&i carbamazepin,
mit chit pay cam img manh CYP3A4, gid tri trung binh Crax vd dién tich dwdi dutmg cong
AUC cua aripiprazol thip hom Tan Tugt 1a 68% va 73%, so véi dom trj lidu aripiprazel (30 mg).
Tuong tir viy, nong d& dinh Crax vé dién tich dudi duimg cong AUC cla chat chuyén héa
dchg.rdm—m iprazol thip hom lan Dot 14 69% va 71%, so vai don tr ligu bing anpiprazol,
Neén uing gfp ddi lidu ARIAZOL khi ding dong thii véi carbamazepin, Nguii ta cho ring cic
chit giy cam ‘mg manh CYP3A4 khac (nhur rifampicin, nfabutin, phenytoin, phenobarbital,
pﬂmjdaﬂ, et'a*.-j.ren..-z, nevirapin vi ché phim St. John Wort) co thé cé tac ding tremg e v cﬁng
nén tang gip d&i liéu Ariazal, Sau khi ngumg diing cic thude gy cam (mg CYP3A4 manh, cin
giam lidu ARIAZOL dén lidu H‘Lu}fen cao.
Falproar va lithivm: Khi ding tiun_g thidi mot trong hai thude valproat hodc lithtum vl
ahpjpmm] nong 45 aripiprazol khéng thay dbi ding ke trén 1am sing, Hii chimg serotonin: Di
co bdo cdo clc l.ru'ung hirp héi chimg serotonin & bénh nhin sir dung aripiprazol, vi o6 the xuit
hién che diu hign vi tnéu chimg cla tinh trang nay dic bigt & nhll'n,g bénh nhin sir dung déng
thit vai céc thude serotonergic khdc, nhir ESR_I"S'*J'RJ hodc vai cic thude duoe bigt lam ting

nr}ug, do :-.mplpra.f:ul

; ac; Trong cac nghién oiru lam sang, liéu anpiprazol
1'|]—."I||:| mg.’n@'u' kh-;:lﬁ!, gay .‘i.]:l.h hu{mg ding ke dén -:::'hu}'én hoa cia cae co chit CYP2D6 (ty 1g
dextromethorphan/3-methoxymorphinan), CYP2C% (warfann), CYP2C19 {omeprazol), va CYP3A4
(dextromethorphan). Ngodi ra, anipiprazol vi d&hwh-n—ﬂnpmrﬂzﬂl khing cho thiy kha nang lam
thay din chuyén hoa qua trung gan CYP1A2 trong nghién ciru in vitre. Nhar viy, anpiprazol
khing od kha ndng gly twong tic thude guan trén [dm sang thdng qua cdc enzym nay. Khi
diing anpipragzol dung thin von mit trong cic thude valproat, lithium hode lamotngin, khing o)
thay déi dangz ké nong 48 valproay, lithium hodc lamotrigin trén 1am sdng.

9, Cin lim gl’lk-&hl mdt Lin quén khing dimg thuic?

Néu gg@l\m&g diing 1 lidu, ung lidu tiép theo nhu lich trinh cii. Khéng nén ding lidu pp
dai di bi cho liéu d3 quén.

10. Néu byn mubn ngirng thube
Tiép tyc sir dyng thube cho dén khi bic s bio ban ngimg. Khang duee ty ¥ ngimg thube. Luon
lim theo chi dan cia bic s7.

Néu ban 6 thic méc gl khi sir dung thude nay, hily lign hé vi bac 5§ hode duoc s¥.

11. Céin bio quan thuie nay nhw thé nio?

Béo quidn & noi khd, nhiét 45 khdng qué 30°C, tranh dm,

Khong virt bat kv loai thude gua nude thal hode char thai sinh hoat. Hoi Duge st cia han lam thé
néo dé virt bo cdc logi thude ban khéng con sir dyng. Nhimg bidn phdp ndy s& giap bao v moi
truromg.

12. Nhirng diiu hifu va trigu chimg khi ding thuiic qui liu

Néu ban vo finh dimg qué liéu, Lién hé vai Béc 5 cia ban ngay |dp tirc.

Cac diu hidu vi wigu chimg: Trong cic thir nghi¢m lim sdng va kinh nghiém sau khi thude Tuu
hinh trén thi trrimg cho thay qué lidu clp tinh do ¢ ¥ hay vé ¢ ding ariptprazol & ngui lom

i Trang_l;;'ia
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vl lleu wére tinh 1én dén 1.260 mg ciing khéng c¢d tr vong, Cic bidu hién vi tnéu chu-ng dién
hinh gém ngit lim, ting huvét fhp budin ngi, nhip tim nhanh, budn ndn, ndn mim v tidu chiy.
Neodi ra, qLLﬁ lidu unp:pruul vO ¥ (1én dén 195 mg) & tré em ciing khong cb trudmg hop tir
vong. Cac dau hiéu vi tridu chimg dién hinh bao gbm budn ngl, mdt ¥ thirc thodng qua va tridu
chimyg ngoai thap.

13. Ciin phai lam gi khi diing thuée qud litu khuyén cio
Ngumg ding thude va lidn lac ngay vii bic 57 hoje trung tim v té gin nhit.

Mang theo vién thubc ciing véi bao bi d& bic 57 bidt byn di udng thube gl va oo bién phap xir 1§
Kip thin.

Xir trf qui lidu: Xir trf qui lidu nén tip trung véo vige didu trj hd try, duy tri duimg thiv diy di, oxy
va thong gio day du, va theo doi cac trigu chimg Ciin xem xét kha nfing anh htmﬂg cia [hl.n:n-c sir
dung dﬁﬂg thin. Theo dii tim mach ngay [ap fire, bao gom theo di :il-n:!.tl tdm & lién e dé co l.]-u:
phit hign roi loan nlup tirn. Kohi phit hién bt ki mn.mg hep qui lidu néo vl arpiprazol di chic
Lhdnhu:.rng]:ungﬂr cin theo ddi clﬂtchémt:n:pmc cho dén khi bénh nhin hii phue,

Than hoat tinh (50 g), dugc ding sau khi um aripiprazol 1 gid, lam gidm nong 39 Cu
an]:npraml khoang 41% va AUC khoang 51%. cho th;i}f than hoat tinh ¢d hidu qui trong didu trj
qui Tigu

Thém tach mau; Mac di chira o thimg tin 'ré higu qua cua vige tham téch mau trong xu tri qua
lieu wviri arpiprazol, nhimg do anptpnznl gﬂn ket nhidn v protein ilu:,'E!. tremg do A4 thim
phin méu khéng cd ich trong viée xir tri gua licu aripiprazol,

14. Nhitng ditu cin lhﬁn trong khi ding thude n&y
Trong khi diéu trj thude n:'hénng loan thin, cd thé mdt vai ngdy dén vii tdn 42 cai thién tinh trang
bénh nhan trén lam sang. Cén theo d&i chit ché bénh nhan trong sut giai doan nay.

Tur tir: Hanh vi tyr tir ot thutmg ip trong cde bénh 1im thin Vi ti loan cam xie: i tnrimg
hop tr tir xay ra sau khi bt diu diéu tri hodic doi thudc n:hung loan than bao gﬁ ke
Theo ddi chit ché cic bénh nhin cd nguy co cao ru:n di chang vai liéu phap c.'hr}ng lon - Két

quit cia mit ngh:en ctru dich ¢ h:;-;. khung, cho thiy aripiprazol lam ting nguy co h,.r tl.r 20 vl
thude chong loan than khic trong 56 cée bénh nhin nguin 16m bi tdm than phin liét.

Chua &6 56 ligu dé danh gia nﬂy%-.w ndy & bénh nhin e tudi hom {cliri 18 i), nhmg cé I::Er:g
chimg cho Iﬂlﬂ.}‘ nguy oo fy con sau 4 tugn dhu didu trj thude ching loan thin khéng dién
hinh bao gdém aripiprazol.

Risi loan tim mach: Nén sit dyng thin trong anipiprazol ¢ nhimg bénh nhin c6 tién su' binh tim
mach (lién sir nhoi méu co tim hofic bénh tim thiéu méu cue b, suy tim, hodc roi loan din
truyén), bénh mach méu ndo, nhimg tinh ua.rlg dé bj ha huyét ap (mit mude, gidm tm_m[g

L, Vi dléu tri thudc chEng ting huyét ap dong thi) hode tang huyét p, bao gom tdng huvét
ap khin cap hay ting huyét dp ac tinh.

P ¢6 béo cdo huyét khoéi finh mach (VTE) khi dimg céc thude ching logn than. Vi bénh nhén
n:l]:u trj v thu:.:u, cl'mng loan thin Thu-tm]g xuét hign cac ytu 16 nguy co huyé khﬁ: tinh mach
mic phii, nén cin xdc dinh it ci cde yéu th nguy oo huvér khoi finh mach tiém dn trude va
trong khi didu tri v arpiprazol vi thyc hign cac bign ]:rhap phing ngira.

Roi loan dan truyen; Trong che thir nghiém lam sang ve aripiprazol, tv 12 kéo dai khoing QT
tuomg by gid durge, {_“Eng, nhir céc thube ching loan thin khic, nén sie duﬂg aripiprazol thgn trgng
& nhimg bénh nhén oo tien sir gia dinh bj hi chimg QT kéo dai.

: fuu
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Rm loan viin déng mudn: Trong chc thir ngfm.'.m lam sing trong théi gian | ndm hode dudi mot

nim, di cb mit s0 bdo cio vé roi loan vin ddng trong khi didu tri v&i aripiprazol. Néu cb cic
dnu hwu v mgu chimg réi loan vin dgng mudn & bénh nhin sir dung aripiprazol, nén xem xét
gw,m lidu hodc ngung thude. Nhimg trigu chimg nay co thé xdu hom theo thid gian hodc thim chi
co the xuat hién sau khi ngimg diéu trj,

hiimg ngoai thip khic: Tmng céc thir nghiém lim sing trén tré em diéu try bung aripiprazol
d3 quan sat thay chr.mg nim ngdi khing vén vi hii chimg Pmt:nmn Néu xuit hién cdc diau higu
vh tridu chimg ngua.t thip khic & béah nhin ding thudc ndy, cin xem xét giam licu va theo d
chiit ché trén t::-l.rn sAng.

dc tinh do thude an thin kinh (NMS = Neuroleptic Malignant Svndrome): Héi chimg
dc tinh do thuoc an lhan iunh li phirc hop cic tn§u chimg o6 kha ning de dga tinh mang nguin
bénh lién quan dén thude ching loan thin. Trong cie thir nghiém lim sing, hiém cb bdo cdo vé
hoi chimg an than kinh a¢ tinh trong khi IiIELI trj v aripiprazol. Nhimg biéu hi¢n lam mmg cla
‘*-I".-'IS 1i sdt can, cimg co, trang l.h.it tim thin thay ddi, va b hidu hign khnng on dinh cha hé
thin kinh thue vt l[machl hodic huvét ap khong déu, nhip tim nhanh, to4t mo hoi, loan nhip tim).
"'-Thﬂ‘ng diu higu khie gim lﬁ.n-g creatin phosphokinase, myvoglobin nidu (tidu cor vin), va suy
thén mp Tuy nhién, cliing 43 cd b:i-:n cio cho thay thng creatin phnsphnl:ma.se vi tiéu cor vin
chua hin do NMS. Cin AEUME Tgay tét cd cac logi thube chong logn than, ke ca anpiprazol, khi
bénh nhan co cac hlEH hién vi tridu chimg cia NMS, hodic khi of sit cao khing rd nguyén nhén
khing cb thém cac higu hién lim sang cioa NMS.

Co siat: Trong cac thir nghidm lim sang &3 cb bio cho mdt s triimg hop co gidt trong khi diéu
trj véi arpiprazol. Vi vily, nén thin trong khi ding aripiprazol & nhimg bénh nhin co tién sir
dfmg kinh hode ob 'EIJ'lﬂ'IIg_ yeu W nguy oo cla bénh r]fl'mg kinh.

Teing 1y Ié tir vong: Trong ba thir nghiém cé dbi chimg v gig duge (n= 938, tudi trung binh:
§2,4; do thoi: 56-99 wrén bénh nhin cao wdi bj rbi loan tim thin lién quan hénh Alzheimer,
AgUY Cor i 'tﬂng ting ¢ bénh nhén didu trj v aripiprazol so véi pia duge. TV 1¢ tir vong & bénh
nhiin dung agpiprazol 1a 3.5% so wéi 1,7% & nhom dimg gia duge, Mac di ngu}'En nhin tir vong
khéc nhaw nhymg hiu hét cic ca chét ngwin ndy hofdc do tim mach (nhir suy tim, 391 1) hodic by
nhié hur viém phéi).

mmw Trong cée thir nghiém tromg e, 34 ed bdo CcAao i phan tmg
co hgi trén mach mau nio (nhwr dot quy, com thigu mau cyuc b thoang qua), bao g«u-m céc trudmg
hop tir vong {tubi trung binh: 84; 46 tudi; 78-88). Tdng thé, 1,3% bénh nhin ding aripiprazol bj
phan dmg 6 hai rén mach mdu ndo so véi 0,6% bénh nhin ding gid duge. Su khic bidt n#j:,-
khong o ¥ nghiu thong ké. Tuy nhign, mdt trong st cic thir nghiém nay, thir nghiém liéu co
dinh, cho thiy mdi lién quan dap (mg-lidu d6i v cde phan tme phu trén mach mdu nio & bénh
nhén diu tri v aripiprazol,

Khong duge chi dinh ARIAZOL 48 didu trj rdi logn tim thin cd lién LA dén sa st tri T,

Ang dwimg huyit vi bénh dai thao dmng DA et hio cdo vé ting duimg huyél trong mét so
m.mng hop déc bigr va di kém wii nhiém toan ceton hodic hin mé tang dp lyc tham thiu hodc i
vong, & nhimg l:u:nh n]m.n diéu tri voi cac Hiuf.’:c l:]'li:ril'l.g logn thin khéng dién hinh, ké ca
aripiprazol. Cde yéu 10 nguy co nhu béo phi v tién sir gia dinh c6 bénh dai thao dw.mg <o the
din dén cic bién chimg nghiém trong cho bgnh nhin. Trong cic thi g lam sang vin
aripiprazol, ty 1¢ phan (g hat loi lign quan dén ting 0 huyét (bao gom dai thio dirmg)
hodc ¢hi so dudmg huvét bt !huuirug khong khdc bi¢t dang ke so vdi gid duge. Danh gid chinh
xic nguy co ghp phii cic ph.un imy phy lién quan dén ting ditmg huyét & bénh nhin digu trj vin
aripiprazol va cée thudc ching loan thin khing dién hinh khée chua c6 sin dé ¢6 thé so sanh
Irie l1+:|:|
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Cin theo dBi bénh nhin diéu tri vdi bit ki thubc :hu:ng logn tlﬂn nho, ké ¢ aripiprazol, vé céc
dau higu va tngu chimg tng dutmg hU}"EI {nhur udng nhicw, tiéu nhiéu, in nhiéu vih rnél mii} v

cin kiém tra thuong xuyén duimg huyét & bénh nhin déi thio dirimg hode oo cde yéu td nguy co
bj b¢énh dai thao duimg.

Qusi man: Ciing nhr vin cic thube khie, aripiprazol ¢ thé giy ra cac phan fmg qua méan, dc
trng bén e tngu chimg dj tmg.

Tang cin: Tang cin thidmg gip & bénh nhin tim thiin phﬁn liét do che bénh mic kém, sir dung
cic thudc chong logn thin duge biét gdy tang cdn, 161 song thidu kidm sodt va co thé din dén
nhimg i:m:n chimg nghiém trong. Tang cin &3 dwge ghi nhidn sau khi dua thude ra thi l:n.m'ng
trong 36 cic bénh nhin sir dyng aripiprazol. T.E.ng; cin thudmg x:t:. ra n]1u1'_|¥ nguin oo yeu
nguy co cao nhir tién s bénh dii thao ﬁume. roi ]n.pn tuytn giap hodic u tuyén yén. Trong chc
thir nghigm lim sing, aripiprazol khéng cho thiy giy ting cdin & ngudi Iém,

Chimg khé nudt: Biéu tri bing thudc ching loan thin, ké ca anplpmml cb thé ga}r ra i loan
nhu déng thire quan va san:: Mén sir -:Iung Than trong anpipmml vi céc hoat chat l:hung loan thin
khdc & nhimg bénh nhin oo nguy co bj viém phoi sic.

Nghién ci bac bénh 1¥: Cic bio cie sau khi thud Iwru hdnh ghi nhiin chimg nghién co bau bénh
I:.r trong s6 cdc bénh nhin diéu tr bing anplpraznl. bit ke nhitrng bénh nhin ndy b tién siF

nghién cir hac ha_:,- khing. Bénh nhan o tien sir nghién ¢ bac bénh 1¥ ¢6 nguy co cao va cin
duge theo ddi céin thin.

Lactose: Vién ARIAZOL ¢ chira lactose. Khing ding thudc niy cho cic hénh nhin khong
dung nap galactose do di truyén hiém plp, thidu hut enzym Lapp lactase hodc kém hip thu
glucose hode galactose.

SUDUNG TRONG THOT KY MANG THAI VA CHO CON BE
Thiri ki mang thai

Chira cd cic nghjen ciru day du va duoe k:em sodt tot khi ding aripiprazal & phy nit mang thai, P43
co bao cio cac dj tq:t biém sinh; tuy nhigén, mdi lién he nhin :111.1& vir ﬁn]:n]::rwﬂl van chiga duge xic
lip. ‘-Jghlén ciru trén dong vit khung the logi trir kha nfing gdv dbc tinh trén sy p
nhin ¢an thong bao cho bac si bict néu hg ¢b tha hodc dy dinh co thm Lmng_ khi
an]-upm;ml Do chira cé diy dii thing tin vé tinh an todn & nguwil v mdi lo ngai qua Sic %ét qua
rghién ciru sinh san & djng viit, khing nén sir dung thub nay cho phu nir trong thér k¥ mang thai
trir khi lgi ich mong dyi hom hin rid ro 06 khi ning gdy m cho bao thai,

Tré 5o sinh bi phoi nhim vii thude chong loan thin (bao ghm aripiprazol) trong ba thing cudi
thai k¥ co nguy ¢o gip cic phin ung phu bao ghm triéu chimg ngoai thap va'hodc trigu chimg cal
thutic v mire d& nghiém trong vi thir gian anh hwomg khic nhau sau khi sinh. B3 co bao co vé
kich dong, ting trvomg lye, giam truomg lue, run, budin ngil, suy ho hap hodc roi loan tiéu hoa. Do
d6, cén theo divi chiit ch cic tré so sinh niy,

Thin k¥ cho con bii: Aripiprazol durge bii tiét qua sita me. Khéng nén cho tré bi khi ngui me
dang dung anpiprazol.

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

Nhur v cde thude n::h-:“mg Ivan than khéc, nén canh bao cho bénh nhiin cac nguy co khi vin hinh
mdy mdc, ding co xe, cho dén khi chic chan r:mg aripiprazol khong gay anh huimg bét 17,

15, Khi ndo cin tham vin héde s, duye s§.

Cin lién lac ngay vii bic 55 hole trung tim y ¢ gan nhat khi ding thude qua lidu chi dinh.

—_— T e
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Théng thuimg, bao gidr ciing phai hoi ¥ kién bac s7 hodic duge 57 tnnde lic ding bit ki thubc
néo khi mang thai hofic cho con i,

Théng bao ngay ch ofic duge s7 nhitng téc dung khéng mong mudn gip phai khi si
dyung thude,

Néu cin thém théng tin xin hai ¥ kién bac s9 hode duoc sf.

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

E L Trang 10/23
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CAN BO Y TF

1. PAC TINH DUOC LUC HOC:
CAC PAC TINH DUQC LY
Ciac dije tinh duye lre hoe

Nhism dirgre tr] ligu: Thude ching loan thin; Ma ATC: NOSAX]12

Co che tic dung

?-Tgl.rﬁ'i ta cho ring hi¢u qué cia aripiprazol trong diéu trj tim thin phidn 1iét 14 nhir thing qua sy
ket hop gitta tic dgng chi van timg phﬁ.ﬂ ta1 eac thy thé dopamin D2 v serotonin SHT 1a véni tic
ding doi khing cdc thy thé serotonin SHT2a. Aripiprazol cdn cho thiy co tinh chdt ddi khdng
qua md hinh thir nghiém trén ddng vit vit tinh tng ddng lién quan dopamin va tinh chit chi vin
qua md hinh thir nghigm trén ding vat vé giam ddng lién quan dopamin. Trong nghién ciru in
virro aripiprazol cho thiy & luc gan ket manh v cic thy _1I-L-E.i dopamin D2 vi D3, serotonin
SHT1a va SHT2a va & lye gin keét trung binh vii cdc thy the dopamin D4, serotonin SHT2¢ v
SHT7, alpha-1 adrenergic va histamin H1, Anpiprazol cling ¢6 di lyc pin két trung binh vid
ving tai hip thu serotonin va & lue yéu véi ce thy thé muscarinic. Sy twomg tie vai cac thy thé
khic ngoai dopamin va serotonin cd 1& giGp ly giai m{t $0 e déng lim sing khac cia
aripiprazol. ) _ \

Nhir miy chup cit Iép hing bie xa positron (PET) nguin 1a thiy, & liéu aripiprazol o

mg ding mgt lin méi ngay trén doi twemg khoe manh trong 2 tuiin, xudt hién sy suy % ﬁn
ket ' C-racloprid, mdt phéi tir (ligand) gin thy thé D2/D3, vii nhin dudi vi nhin béo sim.

Dwrye lue hope

Higu gua va an toan lim sing
Tdm thin phén ligi

Trfmg ba thir nghiém ngin han (4-6 tuin) co ddi chimg v gid durcre gom 1.228 ngun 16m b thm
than phin liét, ob cic triéu chimg duong tinh hay dm tinh, aripiprazol ¢ thign rat ding ke cic
triéu chimg tim thin so vai gia dupe.

Anpiprazol co héu qua duy tri sir cai thign trén lim sang trong khi dicu trj tiep tue o nguin lom
di cé dap img vor trj ligu ban dau. Trong mit thir nghiém <6 36i chimg v haloperidol, ty 1¢
bénh nhin duy tri ddp (ng vii thubc & tudn 52 twong tu nhaw o ¢a hai nhom thube (aripiprazol
77% vi haloperidol 73%).

Ty 1¢ hoan thanh chung cao hon dang ké & bénh nhén diéu tri hﬁﬂg aripiprazol [(43%) so vii
haloperidol (30%). Bigm 0 thue té trong thang didgm phin logi durre sir dung nhir tiéu chi thir
hai, bao gom thang phin logi PANSS va Montgomery-Asberg Depression Rating Scale cho thiy
mit sir il thién ddng ké so v halopenidal,

Trong mt nghién clru 26 fadn, cb ddi chimg véi gia duge & ngir lon b tim than phin Lét man
tinh da on dinh, aripiprazol lam giam nhiéu hon déang ké t¥ 1¢ tai phat, 34% trong nhom aripiprazol
v 57% & nhom gia duge,

Tang cin. Trong cde thir nghi¢m lam sing aripiprazol khong cho thay gdy ting cin.Trong
nghién ciru 26 tudn, mi déi, da quic gia. co i chirmg véi olanzapin trén 314 ngudi Iém bj tim
thiin phin ligt, khi danh gia diém két thic chinh ve tang céin, cd it nhit 7% bénh nhdn ting can
khiing ding ké so vdi lae bit dau diéu tr (tirc 1a mirc ting it nhit 5,6 kg trén the trong co the
trung binh khodng 80,5 kg) vii anpiprazol (n = 18, hodc 13% st bénh nhin danh gid), so voi
olanzapin {n = 45, hodc 33% so bénh nhin danh gia),

Céc thing 56 lipid: Trong mdt phin tich gdp cac gid tri lipid i cdc thir nghiém lim sing ¢6 doi
chimg voi gia duge o nguin 1ém khéng thay thay di cholesterol win phin, wiglycerid, HDL va
LDL trén lim sing,

Trang 11/23
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Cholesterol toan phnn Ty 1¢& thay ddi tir binh ﬂ'll.mrng (=5,18 H‘I!‘I‘lﬂL"l:l dén cao (> 6,22 mmol/l) 1
2.5% cho aripiprazol va 2.8% &1 véi gia duge vi mire thay dbi trung binh so véi mize co ban 1a -
0,15 mmol/ (95% CI; -0,182, -0,115) cho anpiprazol vi -0,11 mmol] (CI 95%: -0,148, -0,066)
déi véi gid dure.

Triglycerid lic doi: Ty 1§ thay d6i tir binh thudmg (<1,69 mmolT) dén can (>2.26 mmol/1) 14 7.4%
cho aripiprazol va 7,0% &0i v gid duge v mite thay ddi trung binh so véi mire co ban la- 0,11
mmol/l (CL 95%; -0,182, -0,046) cho aripiprazol va -0.07 mmol/l {C1 95%: 0,148, 0.007) doi v
gid durgee.

HDL: Ty 1€ thay doi tir binh thutmg (= 1,04 mmol1) dén I.hﬂp {=1.04 mmelT) la 11,4% d6i v
ﬂI‘lplprEIDl va 12,5% dbi v gid duge vi mitc thay d6i trung binh so voi mire co ban 1a -0,03
mmol/l (95% CI: -0,046, -0,017) cho aripiprazol va -0,04 mmold (CI 93%: -0,056, -0,022) déi
vin ma duge.

LDL lbe ddi: Ty 1¢ thay déi tir binh ijn:mg (=2,59 mmol1) dén cao (= 4.14 mm-:}l."l‘,l 14 0,6% cho
aripiprazol va 0,7% dbi voi gia duge vi mi :hay &8 trung binh so voi mire co ban 13 -0,09
mmol/l (95% CI: -0,139, -0,047) cho aripiprazol va -0.06 mmol1 (CT 95%: 0,116, -0,012) d&i v

gia dugre,
Tam thin phdn liét & ré em: Trong. thir nghiém 6 tuan, co kiem chimg voi gia duge trén 302 bénh

nhin tam thin phén it vi thanh nién (13-17 tudi), cd ede tridn chimg dumg tinh hay am tinh.
anipiprazol ¢ thign dmgkémm:u chimg logn tam thin so véi gia duge. Trong mét phin
tich phy trén bénh vi thinh nién tir 15 dén 17 tudi, chiém 74% bénh nhin, higu lue duy tri
hom 26 tidin : uErn mid rng, nhin md.

Bing 1: Gid tr thién trung binh so vii duwimg nén theo thang diém YMRS trong loan
tim thin cé bénh Iy khic kém theo

Binh Iy méc kém 2o | IO (-
Tudn thi 4 | an thie ADHD Tudin thir | Tudn

logn tim thin ! 12 4 thir 12
Aripiprazol 10mg | Aripiprazol 10mg -
(n =48) 14.9 15,1 (n =44) 15,2 15,6
Gia duge Giid duroe
(n =52 70 82 |(n=47P 6.3 7.0
Khing c6 bénh Ij mic , i e | Khing bi ADHD i
bl S e thsn Tudn thit 4 I."uainzlh.lr Tua.z thar l‘[zuan thir
Anpiprazol 10mg Arpiprazol 1(mg
(n=27) 12,8 159  |(n=37) 127 15,7
(Gia dungec {ha dunie
[[‘l"= EE_:I 914 9.7 {I:I=25} |:;|1g ”_l

Iy = 5la tudin thir 4, By = 46 & tuan thir 4
Trong s bénh nhin dung lidu 30 me cdc tac dung phu Ihutmg ip nhit cin didu tr 14 rdi logn
ngogi thiap (28,3%), budn ngi (27,3%), dau daw (23, l%:l va budn non (14,1%). Mirc thng cin
trung binh trong khodng 30 twin dicu trj 13 2,9 kg so vai 0,98 kg & bénh nhin dimg gia duce.

Chitng edi kink lién guan dén bénh tw ky o iré em
Aripiprazol duge nghién el trong 2 thir nghiém 8 tudn, cé d&i chimg véi gid dupe & bnh nhén ti
O-17 tudi [mdt thir nghiém dimg liéu linh hogt {2-15 mg/ngay) va mit ding liéw et dnh (5, 10, hofic

e
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15 mg/ngiy)] v mjt thi nghi¢m trong 52 tuin, nhin mé. Lidu bit diu trong cée thir nghiém ndy 13

2 myy'ngiy, sau mot tuan thng 1én dén 5 mg/ngay, va tang khoang 5 mg/ngdy trong heymg ting hang
hﬂ.n:hud&nlmumg:ﬂcu Trén 75% beénh nhin duwdi 13 tuoi,

Anplpraml cho thiy ob hidu qua tot hom gid duge theo lhﬂng digm phy Abemant Behaviour
Checklist vé tinh ciu kinh. Tuy nhién, mdi lién quan trén 13m sing cia phit hidn ndy chua duge

xac dinh. D ligu v& an todn gdm ting cin va thay déi m:-ng & prolactin. Thén gian nghién ciu

ddi han 'l.re an todn duoc gioi han dén 52 wén. Tmng cac thir nghiém gdp. ty 1& prolactin hu".-'a:l

thanh thiip ¢ phy nif (<3 ng'ml) va nam giéi (<2 ng/ml} trong nhimg bénh nhan didu i hﬂng
EI'I[lerEZﬂl lin heot 13 27/46 (58,7%) vi 258/208 (86.6%). Trong cic thir nghiém o6 doi chimg

viri gia duge, gia duge lam ting cin trung binh 0.4 kg va aripiprazol [am ting 1.6 kg,

Aripiprazol cling duge nghién cins trong mijt thu nghiém duy tri dii han, cd d6i -:..hung voi gia

durgre. Sau 13-26 tudn 6n dinh v lidu aripiprazol 2-15 mg/ngiy, bénh nhén co dap 0 (g dn dinh

hodc dugo duy tri dung anpiprazol hodc thay thé bing giadm}c trong 16 tudn thém nua Ty lg

i phit Kaplan-Meder & tudn 16 1 35% d6i vin aripiprazol vi 52% voi gia duge; tf 50 nUY o0

lai phat trong vong 16 tudn {anmpmz-u-l-’gm duge) 1a 0,57 (khac biét khing cd ¥ ngiua thomg ké).

Tang cdn trung binh qua pha én dinh (lén dén 26 tuin) khi ding anp:prami ld 3.2 kg, vi thng -
thém trung binh 2,2 kg & nhém ding aripiprazol so vii 0,6 kg & nhom gia duge trong pha hai .
(16 [uﬁa‘lé-r]n Tréu chimg ngogi thip xudt hagn chi yeu trong pha On dinh & 17% bénh nhin, véi #
run chidm 6,5%.

Chime may oo (Tics: lién guan vai il chume Touwrette o bénh nhi _J
Hidu ﬁu-ﬁ clia anpiprazol 38 duge danh glii o i:r:;':nh nhi by chu‘ng roi loan Tourctte l:nnplpram] n= ‘,;'T
94, gia duge: n = 44) rong mdt nghién cin ngau nhién, mi déi, ddi chimg gia duqm, § tudn, lidu -

¢0 dinh dya theo thé trpng trong khoang ltcu tir 5 mg'ngay dén 20 me'ngav v lié l:n l;iau 2
mg. Benh nhin tr 7-17 wdi va co ong diém Ties trung binh 30 theo thang diém
tram trong ve Tics (TTS-YGTSS = Yale Global Tic Seventy Scale) luc bat dau
quéa cho thﬁ}' zmpl.pmul o sir cdd thign vi thay dbi TTS-YGTSS tir lic h‘it diu dén ¢ i 8lafar

13,35 & nhom dung licu thap (5 mg hodc 10 mg) va 16,94 & nhom ding licu cao (10 mg hodc 20 &= ™™

mig) so vin mire cii thién 7,09 & nhom ding gia durge.

H:Eu qu.n cla aripiprazol trong céc nghién ciu trén bénh nhi bj hi chimg Tourette (aripiprazol: o
= 32, gta duge: n = 29) cing duge danh gid qua mot nghién r.‘:m.l khodng litu Enh hoat tir 2

mg/ngay dén 20 mg/ngiy va lidu khdi din 2 mg, trong 10 tuin, ngiu nhién, ma d&i, 45 chimg gia

duroe & Hén Qu-ﬁc Bénh nhin tir 6-18 tudi va diém TTS-YGTSS trung binh 29 vio lic bat diiu.

K&t qua cho thiy anpiprazol o6 cai thién khi thay dbi diém sd TTS-YGTSS tir loc bét diu dén tudn
10 1a 14,97 50 v gid tri cdi thién 9,62 ¢ nhom ding gia dige.

Trong cé hai thir nghiém ngin han 11:1:;, moi lién quan trén lim sing ciia phét hién chua duge xic
dinh khi xem xét mirc g higu quad]eu trj s0 v cac tic dimg cia g@a duge va tac ddng khdng rd
ring 'ue tdm 1V x3 héi. Chira co sin dir Ligu dii han ve hiéu qua v tinh an an cia aripiprazol
trong roi loan bién dong nay

2. PAC TINH DUQC PONG HOC:
Cic dic tinh dwye ding hoc

Hip thu: Aripiprazol durgre hiip thu tot, ning 48 dinh trong huyét tuomg xuat hign trong khoang
3-5 giér sau khi ding thum. Aripiprazol chuyén héa tién hé thﬁng & mite thi thidu. Sinh kha

dung vt d6i duimg uong cia dang vién 1a 87%. Bita dn co nhiéu chit béo khing anh huimg
dén duge dang hoe el aripiprazol.

Phin bo: Aripiprazol phin b riing khip cor thé voi thé tich phin bb biéu kién 4.9 livkg, cho
thay phin bd ngodi mach miu ring. O nong dr.: :!Léu tri. hom 99% anpiprazol va dehvdro-
aripiprazol gin kél v&i protein huyét thanh, chi yeu gﬁn vao albumin.

{2 e
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Bién ddi sinh hpe: Atipiprazol duge chuyén hoa chi yéu bai gan qua ba dudmg bicn doi sinh
hoe: khir hydro, hydroxyl héa va khir N-alkyl. Dua trén cdc nghién clru in vitre, cic enzym
CYP3A4 vi CYP2D6 chiu trach nhiém khir hydro va hydroxyl héa aripiprazol, va khi N-alkyl
duge xic tie bii CYP3AY. Nira phin thude chiém wu thé trong he twin hon 14 aripiprazol. O
trang thai dn dinh, chét chuyén ha cb hoat tinh dehydro-anipipeazol chiem khodng 40% diimg
cong AUC cia aripiprazol trong huyét frong.

Thai trir: Thei gian bdn thai rung binh cua aripiprazol o ngwo chunpén hod CYP2DE marth khodng
75 gide va & ngudt chuyén hida kém CYP2DG xap xi 146 gid .

) thanh thai toan phiin ciia aripiprazo] 14 0,7 ml/phitke, chi véu & gan. Sau khi cho uong mit
lidn aripiprazol ¢6 dénh ddu ['%C], ghi phan khodng 27% lieu co dénh diu phdng xa duge tim
thiy trong nude tiéu vi khoang 60% trong phan. Dudi 1% aripiprazol khing doi dugc bai tict
trong nude tidu v khoang 18% lidu duge bai tiet qua phin dudi dang hoat chiit khing bi bién
dii.

Durgre dijng hpe & mgt s nhdm bénh nhin

Tré em: Duge dong hoe ciia aripiprazol v dehydro-aripiprazol & bénh nhi tir 10 dén 17 tudi
cling tremg tur nbar & nguid 1om sau kKhi digu chinh sy khac bigt v the trong.

Newoi lom mwoi: Khong cb sir khic biét vé duge ddng hoe cla aripiprazol gifra doi twgng ngubi
lém tudi khoe v nguéni 1im, cling kbing cb bat ky anh hwomg nao vé wdi e duge phat
hi¢n trong phiin tich dire ddng hoc & nhimg bénh nhan tim than phin Ligt.

Grichi_tinh: Khing
ciing khong c6 hiit

su khic bigt vé duge ding hoc cla aripiprazol gilta nam v ol khie mank,
¢ dnh hudmg nao veé gici tinh duge phat hién trong phéan tich disce ddng hoc &
thian phan liét,
ic; Danh gig duge dong hoe tén quin thé khéng cho thily eb bing chimg
vé sir khic bigt T ¥ nghfa trén lim sing lién quan ching tgc hodc the ddng tir viée it thuoe 14
dén durgre dong hoe coa aripiprazol.

Suy thdn: Cic dic tinh duge ding hoe cua anpiprazol va dehydro-anpiprazol d3 duge tim thﬂy
l& nhir nhaw & nhimg ngwnn bénh thin ning so vl ngudd tré di khoe manh.

Suy gan: Trong nghién ciu mt lidu duy nbiit, & cdc doi tuong cb mirc d¢ xe gan khic nhau
(theo phin loai Child-Pugh: A, B, vi C) khong thiy dnh huwimg ding k& cia bénh suy gan lén
duge ding hoce cia aripiprazol va dehydro-aripiprazol, nhimg nghién ciu nay chi bao gom 3
bénh nhin xo gan loai C, dicu 46 khong di dé rit ra két ludn vé kha nang chuyén hoa.

An todn tién lim sang

Dt ligu tien lim sang khdng cho thay moi nguy co die biét ndo che con nguwin dya trén céc nghién
ciru dugre 1% quy woe vé tinh an toan, &jc tinh lidu 1ap lai, dde tinh gen, kha nang giy ung thu, doc
tinh trén sw sinh san va phit trién. Cac tic dong gdy doc ding ke chi quan sit thay & lieu lumg
hoge mire phoi nhiém vimt qua beu dung 101 da & nguin, cho thay nhimg téc ding nay by @i han
hodic khing lién quan dén sir dung trén lim sing. Cdc tic ding niy gam: dic tinh trén v thugmg
:ﬁ phu thude licu (tich ty sac to lipofuscin v/ mat t¢ bio nhu md) & chudt cong sau 104

& lidu tir 20 dén 60 me'kg/ngdy (gip 3 dén 10 lin dién tch dudi duimg cong AUC trung binh
& trang thai 6n dinh & lidu di da khuyén cdo trén ngwini) vA ting ung thir bicu md vo thugng thin
vl u v tuyén thugmg thin két hop u bigu mé & chuit cong cdi & licu 60 mg'kg/ngay (gap 10 lin
AUC & trang thai on dinh & ligu 101 da khuyén cdo trén nguii). Phoi nhiém cao nhat khing piy
khéi u & chudt cdng cdi gip 7 Vin lidu khuyén cdo & ngudi.

Mot phat hién khac 1& soi mit do két tia chc chit ci!uy'én héa hydroxy-aripiprazol lién hop vin
sulfat trong médt khi sau khi uong liéu 1ip lai tir 25 dén 125 me/kg/nghy (gip 1-3 lin AUC trung

s
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binh & trang thii &n dinh & lidu tdi da khuvén cdo trén ldm sang hodc 16-81 lan lidu toi da
khuyén cao & ngudi, tinh theo mg'm?). Tuy nhlen. nﬂnng dq- cla che chét lign b nay tmng mét
nguii & lidu d& nghi cao nhdt, 30 mg mdi ngﬁ:r, direre tim thiy khéng hon 6% nong 46 mét o khi
trong nghién cima 39 tusn va dwdi { 6%) gidi han tinh tan rong nghién ciu (n vitro.

Trong cac nghién ciu lidu lip Lan & chugt con va cho con, dic tinh cua aripiprazol tuomg dwong
o ding vat trieimg thanh, va khéng oo béng chimg dje tinh trén thin kinh hojic tic dgng bat 1gi
trén sir phat tnen.

Dira vao edc két qui toin bd cde thir nghiém chudin vit dde tinh gen, Hﬁpipmzul dupe xem la
khing gy dic gen. Aripiprazol khong lam suy giam kha ndng sinh san trong cic nghién ciru
de tinh trén sy sinh san. Vé dfc tinh trén sy phat trin, g&rm chiém tao xuong & thai nhi phy
thude lidu va kha ning gy quél thai 43 quan sat thﬁ}r trén chugt mng 4] Lleu din dén phai nhiém
dudn miure trj ligu (dya trén AUC) v trén tho o liéu dan dén phot nhiem gup 3 va 1l lan dién tich
duni ﬁuﬂmE cong AUC & trang, thai én dinh & ligu thi da khuyén cdo sir dung trén lim sing. Pde
tinth trén chire ning lam me xuat hién & nhimg licu twong By nhie lidu gy dijc trén sy phit trién,

3. CHI BINH: _ ,
ARIAZOL duoe chi dinh dé diéu tr tam than phan ligt & ngwii Iom va thanh thiéu nién tur 15
tudd trér lén.

4. LIEU DUNG - CACH DUNG:

N grivi Iém

Bénk tim thin phin lig: Lidu khii diu khuyén cao 13 10 hoge 15 mg/ngay vii iy duy i 15
mg/ngdy theo phéc di | lan/ngay, ed thé uing lae doi hode lic no.

ARIAZOL co hidu qua trong khoang lidu 10-30 mg/ngdy. Cac liéu cap hon 15 n%j@
chimg minh lam ting higw qua diéu trj di tinh trang timg bénh nhin co the dupe cai liew
can hom. Lidu téi da hing ngay khong nén vuot qua 30 mg.

Bénh tém thdn phdn liée o thank thiéu nién e 15 tui ire [én, Lieu ARIAZOL khuyén cédo 12 10
mg/ngay theo phac d6 mdt lin mot ngiy, co thé ding lic no hode lic déi. Vige dicu trj nén khoi
déu vor lidu 2 mg (ding duéng uing dung dich aripiprazol 1 mg/ml) trong 2 ngdy, tAng lidu dén
5 mg trong 2 ngay nit dé dat diroe lidu khuyén céo hing ngay 1a 10 mg. Khi can o6 thé tang liéu
tié]:r theo v lupng gia tang 5 mg nhung khdng vugt qua lidu 16 da 30 me/ngay,

ARIAZOL c6 hidu qua trong khoing lidu 10-30 mg/ngiy. Cac lidu cao hom 10 mgjngﬁ:t' chira
chimg minh ting higu qua diéu tri di tink trang timg bénh nhin o6 the duge cai thién & lidu cao
hom.

Khong khuyén co ding ARTAZOL cho bénh nhin tim thin phin liét dudi 15 twdi do chua di
dif liéu vé an todn va hifo qua.

Bénh nhdn suy gan, Khing ciin IJ:uei diéu chinh litu & bénh nhin suy gun nhe dén trung binh.
Chura ¢ dix ligu dé dura ra litu khuyén cdo & bénh nhin suy gan ndng. Cin kiém sodt liéu r.h.mg.
cin thin & nhimg bénh nhin nay, Nhu viy nén thin trong khi ding lidu toi da 30 mg/ngay &
bénh nhin suy gan ning.

Rink nhdn sy thdn: Khong ciin thigt didu chinh liéu cho hénh nhin suy thin,

— it
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?-gl e ldm fudi: Hu;u qué cia a.rlpuprazul trong didu tri tdm thin phén ligt & bénh nhin trén 65
tui chua duge xdc 13p. Do mir nhay cém 16n hom & nhom binh nhén nay, ciin xem xét lidu ban
diiu thip hom dia vio cdc yéu 1 trén 1im sing,

Gidi tinh: Khong cin thiét diéu chinh liéu cho bénh nhin nir ciing nhy bénh nhin nam.

Hiit thude: Theo duwimg chuyén héa cha aripiprazol khing cin thiét diéu chinh licu trén bénh
nhin hit thude,

Bliéw chinh lidu do fromg & !'E_ﬁﬂﬁ.i

Nén giam liéu aripiprazol khi ding ding thér aripiprazol vin cie thudc tre ché manh CYP3A4
hodc CYP2D6. Nén 1ang liéu aripiprazol sau khi rit chit dc ché CYP3A4 hojc CYP2D6 ra khai

ligu phip phéi hop.

Khi ding ding thii vai thude giy cam u‘ng CYP3A4 manh, nén tang licu aripiprazol. Khi rit
chat cam dmg CYPIA4 ra khoi Lidu phip phot hop, nén giam lieu aripiprazol sau do.

5. CHONG CHI PINH:
(Qud mén voi aripiprazol hode bit kv thanh phﬂn nho cis thude,

6. THAN TRONG VA CANH BAO:

!
Trong khi didu tri thube chﬁng loan thin, cb thé mdt vai ngay dén il tudn ¢ cai thién tinh trang
bénh nhan trén Litn sing, Cén theo déi chat ché bénh nhiln trong subt giai doan niy.

Tur tir: Hanh vi turktir rit thm‘mg gip lmng, cde benh tim thin va rdi loan cam xuc, mt 50 trmg
hop tr o xay ra jau khi bdt diu diéu tr hodc d6i thude u:tmng logn thin bao gu:urn nnmpmnﬂ
01 ac bgnh nhén cd nguy co cao nén di cimg vin hi¢u phap chi}ng Toan thin. Ké
ien ctru dich té hoe kh-nng, cho thdy arlplpmml lam thng nguy co oy tir so Vol
thude chﬂng loan thin khac trong s6 cac bénh nhin ngwn lon b tim thin phin Liét,

Chwa di 56 lidu & danh gia nguy co niy ¢ benh nhin wé rudi hom (dudi 18 whi), nhimg c6 bing
chimg cho tha} Ngy cor b fir van con sau 4 tudn diu dién trj thude chcmg logn thin khong dién
hinh bao gﬁm anpiprazol,

E-DLIE%II-.,}T_ ; Nén s dung thin trong anpiprazol & nhimg bénh nhin cd tién sir bénh tim
mach (tién sir nhoi méu co tim hodc bénh tim thiéu méiu cye biy, suy tim, hoje 16i logn din
truven), b¢nh mach miu nio, nhimg tinh trang dé bj ha hu}'et ip {mﬁt e, gmm furu Iuan‘g
miu, vi :.heu tri thube Lhﬁng ting huyét ap ddng thir) hodc ting huyét ap, bao gom ting huyét
ap khin cap hav tang huveét &p de tinh

Ba cb bio cho hu}-ét khdi tinh mach (VTE) khi ding cac thul:l-c ching logn th:-in_ Vi bénh nhin
dlcu tri wii thube ching loan r]mn I;hutmg xuit hidn cac y-Eu 1 nguy co huyét khm tinh mach
mic phai, nm cin xdc dinh it ci cac yéu th nguy co huyet khoi tinh mach tigm dn mrde va
trong khi diéu trj vei aripiprazol va thure hida cic hién phip phdng ngira.

Roi loan din truyén: Trang cic thir nghi¢m lam sing vie a.rlplprazul ty 1& kéo dai khoang QT
fucmg ty gia dugre, Ciling nhir céc thude chong loan thin khéc, nén sir dung aripiprazol thin trong
¢ nhimg bénh nhin ¢d tén sit gia dinh bj hdi chimg QT kéo dai.

Rbi loan vin dén Tmng cdc thir nghi¢m ldm sdng tronig thin 1.1¢m | nam hojc dud mot
ndm, dF co mit so hﬂu cio vi i lﬁan vin d-fmg tromg khi diéu trj voi nrlplpraznl Néu b chc
déu higu va trigu chimg roi loan van dng mudn & bénh nhin sir dyng anpxpruml nén xem xct
giam licu hodc ngumg thude, Nhimg trigu chimg nay cd thé xéu hem theo thin Eisn hogde thim chi
ed thé xuit hién sau khi ngimg diéu tri.

Trang _1_1'5'..'13 :
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Trigu chimg ngoai thip khie: Trong cic thic nghi¢m 1dm sang trén tré em diéu tri bang aripiprazol
da quan sit thiy chimg ndm ngdi khong vén va hi chimg Parkinson. Néu xui hién che diu higu

va trigu chimg nga;u thip khéc & bénh nhin ding thude niy, cin xem xét giam lidu vi theo doi
chit ch trén [am sang.

Hoi chimg e tinh do thubc an thin kink (NMS = Neuroleptic Malignant Syndrome): Hi chimg
dc tinh do thude an thin kinh Ii phitc hop céc tridu chimg c6 khi nang de doa tinh mang ngudi
bénh lién quan dén thubc chéng Togn thin, Trong cdc thir nghi¢m lim sing, hié¢m c6 bdo cho vé
héi :hung an thin kinh éc tinh trong khi didu tri v aripiprazol, Nhimg biéu hi¢n ldm sang cia
NMS la sot cao, cimg co, trang thdi tim thin thay doi, va cd biéu hién khung n djnh ciia hé
thin kinh thue vit (mach hofic huyét dp khong déu, nhip tim nhanh, toat m& héi, loan nhip tim),
"‘~||11?mg din higu khic gbm ling creatin phosphokinase, myoglobin nidu (tiéu co vén), va suy
thin <ip. Tuy nhién, cing dd co bdo cio cho thiy 1ang creatin phosphokinase va tigu co vin
chua hin do NMBS. Cﬁn ngimg ngay tit ci cée loai thude ching loan thin, k& ci aripiprazol, khi
bénh nhin cé cic E:m:u hién va triéu chimg cia NMS, hode khi o6 sot cao khong rd nguyén nhin
khéng cé thém cic biéu hién lim sing cia NMS,

Lo gidl: Trong cde thir nghiem ldm sdng d3 ¢6 bio cdo mit 50 tn:rcmg. hop co gt trong. khi diéu
trj win aripiprazol. Vi viiy, nén thin trong khi ding aripiprazol & nhimg bénh nhin ¢ tién si
dong kinh hofc cd nhim :ﬁ.u T nguy ¢o ¢ b¢nh déng kinh.

Bénh nhan cao tudi b rérg loan tim thén lién quan dén sa sut tri tud

1 =

. Trong ba thir nghigm co ddi n.,hl.mg vii gid duge (n= 938, tuii trung binh:
B2.4: d§ tudi: 545 99 trén bénh nhin cao i bi i logn tam thin lién quan bénh Alzheimer,
nguy co tir vong tAng & bénh nhén diéu trj v aripiprazol so vii gid duge. Ty 1€ 1 vong & bénh
nhin ding mplpm-:ul la 3,5% so van 1,7% & nhom dung @ia duge, Mic di ngeyén nhéin tir vong
khic nhau nhumg hau hét cic ca chét ngin ndy hode do tim mach (nhur suy tim, 431 1) hodc bj
nhiém khudn {nhur viém phmj

Phiin (mg e6 hai trén mach mdu ndo;: Trong céc thir nghigm trong ty, di ¢6 bio
o0 hgi trén mach mau ndo (nhu djt quy,. con thiéu mau cyc b thoang qua), bao
hgp tir vong (tudi trung binh: 84; 45 tudi: 78-88). Tong thé, 1,3% bénh nhin :Iung zol bj
phin ung co hai trén mach méu ndo so vii 0,6% bénh nhin ding gid duce. Sur khic biét nh:!-
khong cé ¥ nghia thl:mg ké. Tuy nhién, mit trong 50 céc thir nghi¢m nay, tho nghlém lidu ¢
dinh, ch-:r 1]1&3.-' mii lign quan dap (mg-lidw d&i v cie phan (mg phu trén mach méu ndo & bénh
nhén diéu tr voi aripiprazol.

Ehdng duge chi .:1111]1 ARIAZOL dé didu iy T Inatt tim thin e lidn quan dén sd st tri Twé.

Tang duime huyét vi bénh déi théo dlrcma, Bd cod bao cho vé ting duimg hu:,n:l;. trong mit 50
truimg ho-p diic bigt v di kém vin nhi#m toan ceton hua:, hén mé Lanyg ap lyc mam thiiu hodc ur
vong, & nhimg b-énh nhin diéu tei véi cac Thum:: :hung logn thin khong dién hinh, ké ca
mp!pmmL Cac yeéu to nguy co nhu béo phi va tien sir gia dinh c6 bénh ddi thao dirtmg b the
din dén cdc bién chimg nghiém trong cho bénh nhin, Trong cdc thir nghi¢m lam sing voi
ﬂ.np:pm.ml ty & phin {(mg bét loi lién quan dén tang dwbmg huyét (bao ghm dii théo duhng:l
hﬂac chi 26 duimg hu}rct bat thmmg khing khic hiét diang ke so vin gia duge. Panh %:a chinh
XAC NEUY o0 gﬂ.p phdi cic phan tmg phy lién quan dén tang duimg huyét & bénh nhin dicu trj v
aripiprazol va cic thube ching logn thin khéng dién hinh khac chua cé sin 82 e6 thé so sinh
trirc tiép.

Can theo déi h.;nh nhéin diéu tri v bit ky thudc chung logn than mlu. ké ca ﬁnptprﬂzﬂl vé cac
dﬁu higu va tri¢u chimg ting dutmg huyeét (nhu ubng nhiéy, tidu nhiéu, &n nhicu va mgt mai) vd
cin kiém tra thuémg xuyén duimg huyet & bénh nhin dai thao dudmg hodc cb cic :.-'eu 16 nguy cor
bj b¢nh d4i thao duimg.

Ouwd min:; Ciing nhir véi cic thude khac, anpiprazol cd thé gy ra cac phan (mg qua man, dic
trumg bdn cde tingu chimy dj (mg.
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Tﬂng cén: Tang cdn thuimg glip & I:nt:ﬂh nhén tam thin phin liét do cic bénh méc kém, sir dung
cic thuic chéng loan thin duoc biét giy ting cén, 16i song thidu kitm sodt vl ob the din dén
nhimg bién chimg nghiém trong. Téng cin da dwgc ghi nhin sau khi dua thude ra thi truimg
trong b chc bénh nhin sir dyng aripiprazol. T&ng cin lhuung xdy ra & nhm:znngum ¢h veu to
nguy co cao nhy tién sir bénh dii thao duémg, roi loan tuyen giap hode u tuyen yén, Trong cde
thir nghi¢m 1dm sang, aripiprazol khing cho thiv pdy tang cin & ngudd lom.

Chime kho nuot: Bieu tr béng thute chéng logn than, ké ca a.nplprazc'l e the giy ra roi loan
nhu déng thye quan va sic. Nén sir dung thin trong aripiprazol vi cac hoat chét chéng logn thﬁn
khac & nhitng bénh nhan co nguy co by viém phii sic.

wm Cic biao cio sau khi thude Iuu hianh ghi nhin chimg ngl:uﬁu cir bac bénh
1% wong s0 cic bénh nhin diéu trj hang, anplpm:rnl hiit ké nhimg bénh nhin nay co Hén sir
nighién eér bac ha}f khing. Bénh nhin c6 tién sit nghién oo bac bénh 1y ¢d nguy cor can va can
drge theo didi cin thén,

Lactose: Vién ARIAZOL cb chira iacr::se Khing dung thude nay cho céc bénh nhin i-:hﬁng
dung nap galactose do di truyen hié¢m Zap, thidu hut enzym Lapp lactase hofc kém hap thu
glucose hodc galactose.

SU'DUNG TRONG THOT KY MANG THAI VA CHO CON BU

Ther kv mang tha

Chura o ciac nghién el dav di va durgee h;tem sodt tot khi ding anpiprazol o phy nif mang tha. B3
co bdo cio cac di tit bém sinh; tuy nhién, mdi lidn hé nhin qu.:: v aripiprazol van chua duge xac
ldp. Ngjnﬁt ciru trén djng vit khong The logi trir kha ndng giy doc tinh trén sy phat tnen. Benh
rhén cin thong bao cho bde s biét néu hy co thai hode dyr dinh cd lhu: trong khi diéu tri v
anp!pra.'ml Do chira cd day dil thing tin veé tinh an todn & ngum vi moi lo ngai qua cac keét qui

nghu:n s.:u‘u 5111]1 an & 'EIIJ]:IE vilt, khing nén sir dung thude nay cho phy ni trong thin ki mang thai
digi hom hiln rii ro o6 kha ndng 2y m cho bao thai.

#'phoi nhiem véi thude chong loqn thin (bao gom aripiprazel) trong ba théng cudi
that kv cd nguy co gip cic phin Lrng phu bag gdm trigéu chimg ngoai thap vivhoic tnigu :,hu*ng cil
thude vii mite d¢ nghiém trong vi thii gian anh hudmg khéc nhau sau khi sinh. £4 cd bio céo Ve
kich dﬁng, ting tnromg lu.m, Eidn trnong ]LIZI..., run, budn ngi, suy b hip, hode ri loan tiéu hoa. Do
di, can theo doi chét ch ciac tré so sinh nay.

Thiri ki cho con bii: Aripiprazol duge bai tiét qua sita me. Khong nén cho tré ba khi ngudi me
dang dung aripiprazol.

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

Nhr vii e thude ching loan thin khde, nén canh bao cho bénh nhin cic nguy co khi vin hanh
miay moe, déng oo xe, ¢ho dén khi chic chin ring aripiprazol khing giy inh huimg bit loi,

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAT TUONG TAC
KHAC:

Hay thong héo cho bic sT hode duge si cla ban néu hﬂﬂ dang dimg, di dung gin diy hode cb thé
sé ding bdt ky loai thube nio khic. Do tic dyng doi khing thu thé alphal-adrenergic, nén
aripiprazol 6 khi ning 1am ting téc dung ciia mét sé thude chdng ting huyét ap,

Anmpmzc-] ed tic dung chu véu trén thin kinh trung wong, can thin trong khi dimg aripiprazol
viri g hodic véi cic thube the ding 1én than kinh trung womg khic do b thé xdy ra cing hie
chc tic dung phy nhw an thin.

- . tw S
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Cin thin trong khi ding déng thoi aripiprazol véi che thude duwe bidt giy kéo dii khoang QT
hodc lam mit cin bing dién giai,

Cic thude khic 06 khi néing dnh hudmg dén ARIAZOL

Chét ngin tiet axit da day, famotidin ddi khing thy thé H2, lam gidm t¥ 12 hip thu aripiprazol
nhumg nguin ta cho ring tic ddng ndy khong lién quan trén lam sang.

Aripiprazol duge chuyén hoa bing nhidu dwimg qua cac enzym CYP2DS va CYP3A4 nhunu
khéng lién quan dén enzym CYP1A. Vi viy, khdng cin thiét didu chinh lidu & nguiri hit thude,

Quinidin va cde chdt tee ehé CYP2D6: Trong mt thi nghiém lam séng trén cic dbi nremg khoe
manh, chat e ché manh CYP2D6 quinidin lam ﬁng ALUC cia aripiprazol khoang 107%, trong
khi Cisx khong thay doi. AUC va Cm clia chét :hu:.'én hoi ¢6 hogt tinh d-:hvdrmanmmaznl
gmmil:}nmag 32% va 47%. Vi vy cin giam nira lidu aripiprazol khi ding ddng thid Adazol véi
quini

Ciic chat ire ché manh CYP2D6 khie, nhir fluoxetin va paroxetin cd the e6 tée dong romg tr vi
do dé cilng nén giam nira lidu aripiprazol.

Ketocanazol vi ede chit e ché CYP3A4 kide: O ce d6i wgmg khoe manh, chit irc ché manh
CYP3A4 ketoconazol lam ting Al H:' VA Canax cla anipiprazol Lin leot 1 63% vi 37%. AUC va
Conx CO dehvdm—anplpraml ting lin lgt 77% vi 43%. O chc ddi urgmg chuyén hoa CYP2D6
keém, ding dong thin vii chit tre ché manh CYP3A4 ¢6 thé lim ting ning do aripiprazol trong
huyét th*hg ca0 hom so vin nguoi chuyén hoa manh CYPZD6. Khi dimg dong thin ketoconazol
hodic cac chat e ché manh CYP3A4 khéc véi aripiprazol nén ciin nhic lgi fch dat duge so voi
nguy co b the gip phai trén bénh nhin. Nén gidm khoang nira lidue aripiprazol khi dimg chung
vii ketoconazol. Cae chit ire chéé manh CYP3A4 khde, nhur itraconazol v cde chit e ché HIV
protease co the of tac ding tuemg tr va ciing nén gidm nira liéu aripiprazol.

Khi ngumg chét ire ché CYP2D6 hofic CYPIA4 cin ting lidu Ariazol lén mire lidu trnde khi
phii hop thude,

. = 2 ' Py
Nguwti ta cho ring ding d&njg thin vii céc chit (e ché véu CYPIA4 nhy dilu C
escitalopram hodc CYP2D6, nong d6 aripiprazol co thé tAng khong ddng ké. |

li_r.':rf:-:rma:epm va chdr gdy cam img CYP3A4 khac: Sau khi ding dﬂnng thin v carbamazepin,
mit chat gay cam (mg manh CYP3A4, gid tri trung binh Cau, va dién tich dudi dudmg cong
AUC cha sripiprazol thﬁp hom ldn lupt 1d 68% vi 73%, so vdi dom trj lidu aripiprazol (30 mg).
Tuomg a1 vy, nénng d§ dinh Caa v dién tich dudi duimg cong AUC cia chit u_.hu:,w:n hoa
:i:h}'dru—anplprd..-:u] thap hon Ian hugt 13 69% via 1%, so vai dom o ligu b’.':.ng aripiprazol,
MNén tﬂnL gﬁ.p dBi lidgu ARIAZOL khi ding dﬁng thin v carbamazepin. Nguti ta cho rfmg chc
chit gay cam img manh CYP3A4 khic (nhv rifampicin, rifabutin, phenytoin, phenobarbital,
primidon, efavirenz, nevirapin vi ché phﬁm 51 John Wm't) cb thé cb tie ding teomg e va clng
nén tng gip doi licu Ariazol. Sau khi ngumg ding céc thube giy cam img CYP3A4 manh, can
giam héu ARIAZOL dén lidu khu}rt:n cdio.
Valproat va lithium: Khi ding dong thin mdt trong hai thude valproat hodc lithium vii
anp:pmml nung d anpiprazol Khong thay disi dﬂ.n.b ké trén lam sdng. Hd chimg seroforin: Pi
cd hio cdo cdc trudmg hop hdi chimg s:mtunm & b¢nh nhin sir dyng anpiprazol, vi cd thé xuatl
hidn cae diu hiéu vi tridu chimg cla tinh trang nay dic biét & nhL‘mg bgnh nhin sir dung diong
thin v cae thude serotonergic khéc, nhir SSRI'SNRI, hode véi cae thude duge bidt lam ting
ning 4o aripiprazol.
Khi ning ARTAZOL dnh hitmg dén thube khic: Trong chc nghién clu lim sang, lidu aripiprazol
10-30 mp/ngay khong giy anh hudmg dianp ké dén chuyvén hoa ein ede eo chit CYP2D6 (v 18
dextromethorphan/3-methoxymorphinan), CYP2CY (warfann), CYP2C1Y (omeprazal), va CYPIA4
{dextromethorphan). Ngodi ra, aripiprazo]l vd dehydro-aripiprazol khﬂng cho thiy kha ning lam
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thay d&i chuyen hoa qua trung gian CYPLA2 trong nghién clu in vitro. P-ﬂ-tlu vily. aripipmz«nl_
khéng co kha nﬁ.ng1 ey tuomg tac thueoc quan hungctrén lim sang théng qua cic enzym nﬁ_}r. Iﬂ'u
ding aripipeazol dong thii vii mit trong cdc thude valproat, lithium hodic lamotrigin, khing co
thay doi dang k& nong &5 valproat, lithium hodc lamotrigin trén 1am sing.

8 TAC DUNG KHONG MONG MUON

Ciic phan {mg c6 hai thuimg dugc bio cio nhit trong cic thir nghiém ¢6 ddi chimg gia duve 14
chimg nam ngdi khdng yén va budn ndn, mdi phin (mg phy xiy m trong hom 3% bénh nhin dicu
tri v anpiprazol diung uong.

' h sich céc phin (mg 6 hal
Cic phin (mg c6 hgi sau diy thiimg gdp hom (= 1/100) so vai gid duge, hofe di duge xac dinh
14 phan dmg cb hai cb the lién quan (*).
Céc tan =0 liét ké dudi didy duge xie dink theo quy wie sau diy:
Thuimg gip (=1/100 dén <1/10), it gip (=1/1000 dén <1/100),

Réi logn tim thin ]
Thutmy gip: Bon chin, mé nggi, o du
it gip: * Trim cim, chitng cuong dim

Roi logn h§ than kinh

Thirirng gip: Rii loan ngoai thip, nim ngdi khing yén, run, chéng mit, butn nga, dau
diiu '

| _—
Rii logn mdt

Thurdmyg gap: Nhip md
it pip: Eh&ﬂﬁu g thi (nhin ddi}

Rai Iunn% g
L

it gap: Nhip tim nhanh*

Roi fogn mach miu

It giip: Ha huyét ap thé dimg*

Roi logn da day-rudt

[huomg glip: Kha tidu, ndn, budn non, tho bon, ting tiét nedc bot

Thuimg zap: Mét moi

M ta ciéc phan fmg phu dien hinh
Triéu chumg ngoai thap (EPS= Extrapyramidal sympioms)

Tdm thdn phéin ligr: Trong mit Pghi-!':n elru keéo dai Elltuén. hénh nhiin digu tri v aripiprazol cé
ty 1§ tr:'ic“:u chimg ngogi thap thap hom (25,8%) bao gom hi chimg Parkinson, nim ngoi khing
yén, 1oi loan treomg lue co va rdi loan viin ddng so v bénh nhin di¢u trj bing haloperidol
[57.3%).

— iy
| M
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Trong thir nghidm kéo dai 26 tudn ¢6 dbi chimg gia duge, ty 1§ EPS 13 19% & bénh nhin didu tr
béing aripiprazol va 13,1% & bénh nhin ding gia duge.

Trong mit thir nghiém khde 26 tudn cd ddi chimg gia duge, t¥ 16 EPS 14 14,8% o bénh nhin ding
aripiprazol va 15,1% ddi vid bénh nhin ding olanczapin.

Ndm ngoi khing vén (akathisia): Trong cic thir nghiém cé ddi chimg gid duoe, ty 1 mac

akathisia & bénh nhin tim théin phan lidt tv 1& akathisia 13 6,2% voi aripiprazol va 3,09 d6i voi
gid duoc.

- Tac ding theo phin logi- Cac méu n:hlmg clia loan truomg Iye co, co thit kéo

dii bt thuimg cic nhfrm car, oo thé xay ra & nhitng ngutn nhay cim trong vai ngdy didu tr ddu

tién. Trigu chimg loan truomg luc oo bao gom: co thit cic co & b, dai khi tién trién dén dau thie

hlggg, kh nudt, kho thi, uﬁﬂw&. lwin the ra Trunj._, khi nhimg rigu chimg nay c6 thé xay r & cac

, ching xay ra thu:tmg; xuyen hon vi voi mire dd nghiém trong hom, vai ciomg d cao va

o Cae Ilr:u cao hen doi v cie thude ching loan thin the hé diu tign. Nguy cor loan tnnmg Ie co
cip tinh ting cao & nam gioi va nhém twdi tré hom,

Khi so sanh i 1& bn;nh nhiin dung anpiprazol vii ma duge ob nhing thay &5i cb thé anh erc.mg
trén 1am sang vé che gid trj xét nghiém thing thudmg v che thong s lipid, khing cho thiy cac
khic biét nay Ia quan trong. Ting CPK (creatin phosphokinase), thutmg thodng qua va khing
¢t triéu chimg & 3,5% bénh nhin didu tr véi ardpiprazol so vii 2,0% bénh nhin ding gia duoe.

dung khang mong mudn khic: Cac phin (mg phy da biét b lién quan vin ligu phap
-;,,hu.'mg 11.1@]1 than va cing duge bao cao trong khi didu tri viri ariprprazol bao gbm hdi chimg an
th.un kinh &c tinh, rdi loan vin ﬁq;:ng mudn, co gidt, phan img co hai trén mach mau nido va tu
sudl tang lén & bénh nhin lom tudi logn tri, ting dudmg huyet va dai thio dudmg,

Tré em

Tiim thin phn liét o thanh ;.ip'ﬁ"g nign tir 13 tuii trer lén ;
.
Trong mét thir nghigm lam ming ngﬂn han.. c6 doi chimg ma duge trén 31}7' th 3.' -

17 tudi) bj tim thin phan ligt, tan sudt vi loal the dung khing ong mudn ciing
rtg.uh'l lém. ngoai trir cde phan (mg sau diy xdy ra thusmg xuyén hom & thanh thie
ngwr lom, (v thuimg xuyén hom so wii gia duge):

".-’”C-GMGT'?
o TR VHIEM NN

Rét thuimg gip (= 1/10); Budn ngivan thiin va rdi loan ngogi thip
Thuime giip (= 1/100, <1/10): Khi miéng, ting sy thém an, ha huyét dp the dimg.

Tinh an todn trong thir ngh:ém md rgng, nhin mo, 26 wdn tromg 1y nhar quan sit lhﬁ':.- tro
nghiém ngﬂn han, b 46 chimg wia duge.

Trong nhém phin tich gjp vi thanh nién bi tim than phan ligt (13-17 tudi) phot nhiém thude dén
2 nfim, tv 1¢ mire prolactin huyet thanh lhﬁp & ot gidi (<3 ng'ml) 14 29,5% vt nam gici (<2
ng'ml) I 48 3%,

Trong nhom vj thanh nién thm than phin Lt (13-17 tuoi) phoi nhiem vid aripiprazol tir 5-30 mg
dén 72 thang, tv 1§ prolactin huyét thanh thip & nit gidi (<3 ng/ml) la 25.6% va nam gigi (<2
ng'ml}) la 43,0%.

Cic tic dung khéing moeng mudn sau ddv cé moi guan hé da lig i

- Roi loan ngml thip (1v 1§ méc & lidu 10 mg la 9,1%, o licu 3ﬂmg 14 28,8%, gia duge la 1,7%,)
- Nfim ngoi khong vén (ty 1€ méc & lidu 10 mg 14 12,1%, & lidu 30 mg I 20,3%, gid duoc 12
1L, 7%)

Sau khi thedc lua hinh trén thi tneome
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Cic phén img phy sau ddy da duge béo cdo sau khi thude Tuu hinh. Tan suat cla cic phin ing
nay 4 khing rd (khéng thé wac lugmg tin sudt duoe tir cac dir ligu ¢b san),

- Réi loan miu vi hé bach huyét: Giam bach ciu, gidm bach ciu trung tinh, gism tidu chu.

- Réi loan b théng mién dich: Phan img dj tmg (vi dy phin {mg phan vé, phit mach bao gom:

sumg I, phil ludi, phi mit, ngira, hofic may day) - . = )

- Roi loan ndi tiet: Tang duimg huyét, dai thao duémyg, d4i thio duimg nhicm toan ceton, hin me

tang ap lye thim thau do dai thio duimg. - o

- Réi loan chuyén héa va dinh dutmg: Tang/ giam cdn, chén an, giam natri huyét. _

- Réi loan tim thin: Kich d8ng, lo du, nghién et bac bénh I¥, giy hén, o ging ty sat, ¥ dinh tu

i, ty sat. ] )

- RE‘I‘; loan hé thiin kinh: Réi loan ngdn ng, hii chimg de tinh do thude an than (NMS), dong

kinh com 1ém. hii chimg serotonin, :

- RO logn tim: Khoang QT kéo dai, logn nhip thdr, 46t v khong t nguyén nhin, ngimg tim,

xodn dinh, nhip tim chim. f - ] e

- Réi logn mach mau: Ngdt xin, tang huyét dp, huyét khoi tnh mach (bao gom thuyén tie phoi

vh huyét khoi tinh mach séu) : o _

- le:i loan chite ndng hd hip, ngue va trung thit: Co that hau hong. eo thit thank quan, viém
hii sde,

E!Réni loan chire ndng tiéu hoa: Viém tuy, khé nudt, khé chiu ving bung, roi loan da day, tiéu

chay,

« R loan chire ndng gan médt: Suy gan, vang da, viém gan, ting alanin aminotransicrase (ALT},

lang aspartat aminotransferase (AST), ting gamma plutamyl transferase ( GGT), tang

phosphatase kiem. o

- Rdi logn da vamo dwdi da: Phat ban, phén img nhay cam dnh sing, mang toc, ting tiét md hoi.

- Réi loan co xuomg va md lign két: Tidu co vin, dau co, cimg khop,

- Ri loan thin ¥4 tiét nigu: Tiéu khong ty chii, bi tiéu.

- Théni ky mang thai, sau khi sinh va chu sinh: Hji chimg cai thuic & ré so sinh,
- Roi loan hé sinh san va ngye: Crromg duromg vit,

va phan tmg tai noi dung thudc: Réi loan thén nhiét (vi dy ha thén nhiét, s,
gi bién.

i3 Tang creatin phosphokinase, thng glucose mau, bién ding glucose mau, tang
i glycosyl héa. '

Thude e thé gdv ra cde tde dung khéng mong mudn khde, thing bdo cho bde sT nhimg tdic dung
Khing mong muin gap phai khi sir dung thudc.

9, QUA LIEU VA XU TRi:

Nhirng diu higu va trifu chimg khi dimg thude qui lidu
Néu ban vo tinh ding qui liéu, lién hé von Bée 51 cda ban ngay lap tue.

Cihe du hidu vi triu chimg: Trong cic thir nghigm 1im sing va kinh nghiém sau khi thude luu
hanh trén thi tnrimg cho thay qud licu cdp tinh do o ¥ hay vd ¥ ding aripiprazol & ngudi lon
v lidu wde tinh 1én dén 1.260 mg cing khing cé tir vong, Cdc bitu hidn va triéu chimg dién
hinh gom ngi lim, ting huyet ap, budn ngd, nhip tim nhanh, budn ndn, ndn mira va tiéu chay.
Npgods ra, qud licu aripiprazol vO ¢ (lén dén 195 mg) & tré em cing khing ¢6 truimg hep wr
vong. Céc diu hidu va triéu chimg dién hinh bao gom buon ngi, mat v thire thodng qua va trigu
chimg ngogi thap.

Xir tri qua lidu: Xir trf qud lidu nén tdp trung vao vige didu trj hd trg, duy trl dutmg the déy du, oxy
va thong gio diyv di, vi theo dii cie triéu chimg. Can xem xét kha ning anh hudmg cia l.huun:In: AT
dyng dfmg:ﬁh']i_ Theo ddi tm mach ngay 13p tic, bao gﬁm theo ddi digén tim db lign tuc 48 co thé
phit hién roi loan ohip tim. Khi phat hién bat k¥ tnuomg hop qua liéu néo véi aripiprazol dii chic
chéin hay nghi nge, cin theo dai chit ch va tiép tye cho dén khi binh nhin hii phye.
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Than hoat tinh (50 g), dwge ding sau ki l.mng aripiprazol 1 @b, lam gam nung A6 Cons
anpu.pr:a::{:l khoang 41% va AUC khodng 51%, cho thiy than hoat tinh c6 hi¢u qua trong diéu tri
qud lieu,

]_Emjﬂlm Mac du chua co thong tin 'ﬂ: hJ'-:u qua cia vige thim tach mau trong xir tri qua
liéu v anplprazul nhumg do EIIlpIpI‘HII]i gﬁn két nhieu véi protein huyét tuomg do &6 thim

phin méu khing cd ich trong viée xir tri qué lidu aripiprazol.

10. CAC DAU HIEU CAN LUU ¥ VA KHUYEN CAO:
Khéng ding thude qué lidu chi djnh. Poc k¥ hudmg din sir dyng trudre khi ding. DE xa tdm tay
tre em.

Pitu kign bao quan: U noi khé, nhigt dé khong qua 30°C, tranh &m.
Han ditng cia thube: 24 thing ké tir npay san xust,
11. TEN, BIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT

San xudt tai: Laboratorios Lesvi S.L

Avda. De Barcelona 69 08970 Sant Joan Despi (Barcelona) Espana’ Spain (Tay

12, NGAY XEM XET SUA BOL, CAP NHAT LAI NOI DUNG HUONG DAN SU DUNG
THUOC:
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