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Rx

SIZODON

(Vién nén bao phim risperidon)

Cac dau hi¢u lwu y va kKhuyén cao:

Doc kj huong dan six dung trieée khi dimng.

Dé xa tam tay tré em.

Thong bao ngay cho bac sy hodc duge sy nhitng tac dung khong mong muén gdp phdi khi sir
dung thuoc.

Thuée nay chi ding theo don thubc.

1. Thanh phan céng thire thube

SIZODON 1
M&i vién nén bao phim chtra: :
Thanh phan hoat chdt /
Risperidon USP 1 mg

Thanh phan td dicge

Maize starch, microcrystallin cellulose, lactose monohydrat, natri benzoat, purified talc BP,

magnesium stearat, colloidal silicon dioxid, natri starch glycolat, Eudragit E100, titan dioxid,

Sunset yellow lake, Macrogol 6000.

SIZODON 2

Mab1 vién nén bao phim chira:

Thanh phan hoat chdt

Risperidon USP 2mg

Thanh phan ta dicoc

Maize starch, microcrystallin cellulose, lactose monohydrat, natri benzoat, purified talc,

magnesium stearat, colloidal silicon dioxid, natri starch glycolat, Eudragit E100, titan dioxid,

Sunset yellow lake, Macrogol 6000.

2. Dang bao ché

Dang bao ché: vién nén bao phim

Mo ta dac diém thube: vién nén bao phim tron, mau cam, mot mét ¢é vach, mot mat phfmg.

3. Chidinh

Muc dich sir dung:

SIZODON duoc chi dinh dié}u tri tim than phén liét. , '

SIZODON dugce chi dinh di€u tri cac con hung cam trung binh dén ning trong rdi loan ludng

cuec.

SIZODON duoc chi dinhr dé diéu tri ngén han (dén 6 tuan) ¢ nhitng bénh nhan Alzheimer mat

tri nhd kéo dai tir vira dén nang, khong dép ung vdi cac bién phap khong dung thude va co

hanh dong gy hai cho ban than hodc ngudi khac. , . ’

SIZODON dugc chi dinh diéu tri triéu chimg ngén han (1én dén 6 tuan) trong roi loan hanh vi

kéo dai & tré em tir 5 tudi va thanh thiéu nién véi chie nang tri tu¢ dudi mure trung binh hodc

cham phat trién tri tué duoc chan doan theo tiéu chuin DSM-IV, trong d6 muc do nghiém

trong cta hanh vi hung hang hodc gay rdi can didu tri bang thudc. Piéu tri bang thudc 12 mot

phéan khong thé thiéu cua mot liéu trinh diéu tri toan dién, bao goém can thiép tdm ly xa hoi va

gido duc. Risperidon dugc khuyén cdo tudn theo chi dinh cua chuyén gia vé than kinh & tré

em va chuyén gia tdm 1y & tré vi thanh nién hodc c4c bac s§ da c6 kinh nghiém diéu trj chimg
1
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roi loan hanh vi kéo dai ctia tré em va thanh thiéu nién.

4. Liéu ding — Cach dung

TaAm than phin liét

Ngueoi tricong thanh

SIZODON c¢6 thé dung mdt hodc hai ldn mdi ngay.

Bénh nhan nén bt dau véi liéu 2 mg risperidon/ngay. Liéu c6 thé tang lén 4 mg vao ngay thir
hai.

Sau do, liéu lwong duoc duy tri khong thay doi, hodc tang 1én tiiy thude ting bénh nhén, néu
can thiét.

Hau hét bénh nhan s& ddp tmg véi lidu hang ngay tir 4 dén 6 mg. O mot s bénh nhén, giai
doan chinh 1idu chim hon, thich hop khoi ddu va duy tri & lidu thap. Liéu trén 10 mg/ngay da
khong c6 hiéu qua vuot troi so v6i lidu thip hon va c6 thé 1am ting ty 16 méic cdc tridu chimg
ngoai thdp. Tinh an toan d6i vai liéu trén 16 mg/ngay chua duoc danh gid, do d6 khong duoc
khuyén cdo.

Nguedi I6m tudi

Liéu khoi dau dugce khuyén céo 1a 0,5 mg hai 1an mdi ngdy. Liéu luong nay duoc diéu chinh
trén timg bénh nhan vé6i 0,5 mg hai 1an mdi ngay tang dan dén 1-2 mg hai 1dn mdi ngay.

Tre em

Risperidon khong dugce khuyén céo st dung cho tré dudi 18 tudi bi tam than phén liét do
thiéu dit liéu vé tinh hidu qua.

Con hung cam trong rbi loan lwdng cue

Nguoi truong thanh

SIZODON nén diing mét 1an mdi ngay, bat dau véi liéu 2 mg risperidon.

Néu ¢6 chi dinh diéu chinh liéu, nén tién hanh trong khoang thoi gian khéng dudi 24 gior va
ting vl lidu 1 mg mdi ngay.

Risperidon ¢6 thé dugce dung voi lidu linh hoat trong khoang 1-6 mg mdi ngay nham téi uu
héa hiéu qua va do dung nap trén timg bénh nhén. Liéu hang ngdy trén 6 mg risperidon
khong dugce nghién ciru trén bénh nhan ¢6 con hung cam.

Nhu tt ca cdc liéu phap diéu tri triéu ching, tiép tuc st dung SIZODON phai duge danh gia
va diéu chinh trén co so hién tai.

Ngueoi lon tudi

Liéu khoi dau duge khuyén cdo 12 0,5 mg hai 1dn mdi ngay. Liéu luong nay duoc diéu chinh
trén timg bénh nhan vai lidu 0,5 mg hai 1an mdi ngay, ting din dén 1-2 mg hai 1in mdi ngay.
Kinh nghiém lam sang cho ngudi 16n tudi con han ché, nén can than trong.

Tre em

Risperidon khong duoce khuyén cdo str dung cho tré dudi 18 tudi bi hung cam ludng cuc do
thiéu dit liéu vé tinh hiéu qua.

Su hung héng kéo dai ¢ nhitng bénh nhan Alzheimer mét tri nh¢ tir vira dén nang.

Liéu khoi dau duoc khuyén cdo 1a 0,25 mg hai 1dn mdi ngay. Néu cdn thiét ¢6 thé diéu chinh
lidu trén timg bénh nhan bang cach tang liéu 0,25 mg hai 1in mdi ngay, ting céch ngay. Déi
voi da s6 bénh nhan licu t6i wu 1 0,5 mg hai lan mdi ngay. Tuy nhién, mdt s bénh nhan, c6
thé dap umg véi lidu 1én dén 1 mg hai lan mdi ngay.

SIZODON khéng nén st dung lau hon 6 tudn & bénh nhan Alzheimer mat tri nhé véi sy hung
hang kéo dai. Trong sudt thoi gian didu tri, tinh trang bénh phai dugc dénh gid thuomg xuyén
va déu dan, can danh gia lai nhu cau diéu tr tiép tuc.

R6i loan hanh vi

Tré em va thanh thiéu nién 5-18 tuéi

Bénh nhén ¢6 can nang > 50 kg, lidu khoi ddu duoce khuyen c4o 12 0,5 mg mot lan m01 ngay.
Néu cén thiét c6 thé dicu chinh trén timg bénh nhan bang cach ting 0,5 mg mot 1an mdi ngay,
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tang cach ngay. Ddi voi da s6 bénh nhan liéu t6i wu 1a 1 mg mot 1an mdi ngay. Tuy nhién,
mot s6 bénh nhan c6 thé dap tng véi lieu 0,5 mg mot 1an mdi ngay, trong khi nhitng nguoi
khac c6 thé cin 1,5 mg mot 1an mdi ngay.

Bénh nhén ¢6 can ning<50 kg, liéu khoi dau duge khuyén cdo 1a 0,25 mg mot lan mdi ngay.
Néu can thiét co thé didu chinh trén timg bénh nhén biang cach ting 0,25 mg mot lan mSi
ngay, tang cach ngay. Liéu téi wu 1a 0,5 mg cho hau het cac bénh nhan. Tuy nhién, mot sb
bénh nhan ¢o thé dap ¢ ing voi lidu 0,25 mg mot Ian moi ngay, trong khi nhu‘ng nguoi khac ¢é
the can 0,75 mg mot 1dn mdi ngay. Ciing nhur tat ca cac lidu phéap diéu tri tridu chimg, vige
tiép tuc sir dung SIZODON phai duoc danh gia va diéu chinh trén co so hién tai.

SIZODON khong dugc khuyén cdo & tré em du6i 5 tudi, vi khong ¢ ghi nhén tré em dudi 5
tudi bi rdi loan nay.

Suy thdn va suy gan

Bénh nhan suy than kha nang dao thai dang hoat tinh cua thudc chdng loan than tich ct

Ic //,
giam so v&i nguoi 1on ¢6 chire nang than binh thuong. / t(/

Bénh nhan bi suy chirc ning gan, nong do risperidon tu do trong huyét tuong ting.

Liéu khoi dau va lidu duy tri nén dugc giam mot nia va chinh liéu chdm hon dbi voi bénh

nhén suy thén hodc gan.

SIZODON nén dugc sir dung than trong ¢ nhitng nhém bénh nhan nay.

Cach dung

SIZODON sur dung dudng uong Thirc an khong anh huong dén s hip thu ctia SIZODON.

Khi ngung dung, nén giam heu tir tir. Triéu chimg ngimg thudc cip tinh bao gém budn non,

no6n, ra md hoi, va mat ngt rat hiém khi duoc mé ta sau khi ngimg thube chong loan than dot

ngdt & lidu cao. D3 ghi nhan truong hop ti phat cac tri¢u chimg tam than, va su xuit hién cua

ri loan van dong khong tu cht (nhu ching ngdi khong yén, loan truong luc co va réi loan

van dong).

Dung SIZODON sau cac thuéc loan than khdc:

Khi can thiét, nén ngung tur tir liéu phap diéu tri trude do khi bat dau diéu tri bang SIZODON.

Ngoai ra, khi thay déi thube diéu tri loan than, néu phu hop nén bit dau liéu phap bang

SIZODON thay cho lich trinh tiém thude ké tiép.

Su can thiét viée tiép tuc dung thude chéng Parkinson nén dugc danh gia lai theo dinh ky.

5. Chéng chi dinh

Man cam véi duoe chét hodc bat ky thanh phin ta duoc nao cia thude.

6. Canh bao va thén trong khi dung thube

Bénh nhan cao tudi mat tri nhé

Tang ty 1¢ tir vong ¢ nhitng nguedi cao tudi bi mdt tri nhé

Trong mot phan tich gop 17 nghién ctu c6 kiém soat céc thudc chong loan than khéng dién

hinh, bao gom ca SIZODON, bénh nhan cao tudi bi mét tri nhé duge didu tri bang thude

chéng loan than khong dién hinh c6 ti 1é tir vong tang 1én so véi gia duge. Trong cac thir

nghiém kiém soat gia duoc v&i SIZODON dudng udng trong dan sb nay, ty 1& tir vong 1a
4,0% cho bénh nhan dugce diéu tri v&i SIZODON so véi 3,1% cho bénh nhan dung gia dugec.

Ti s chénh (khoang tin cay 95%) la 1,21 (0,7; 2,1). Tudi trung binh ctia bénh nhan da tur

vong la 86 tudi (tir 67- 100). Dir li¢u tur hai nghxen curu quan sat 16n cho thay nhing nguoi cao

tudi bi mét tri nhé duoc diéu trj bang thude chdng loan than thong thuong cling ¢6 phin nhé

nguy co gia tang tir vong so véi nhimg nguoi khong duoc diéu tri. Khong du dir lidu dé udce

tinh chinh xdc cic nguy co va chua biét nguyén nhan cia viéc gia ting nguy co. Chua rd co

ché clia viéc ting mic do tir vong khi ding thude chdng loan than trong cic nghién ctru.

Sir dung dong thoi véi furosemid

yrm
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Trong cac thir nghiém c¢6 kiém soét sir dung SIZODON & bénh nhén cao tudi bi mat tri nho,
ty 1€ tir vong cao hon ¢ nhom bénh nhan dugc didu tri véi furosemid ph01 hop risperidon
(7,3%; tudi trung binh 89, tir 75-97) khi so sanh v6i nhimg bénh nhan chi dugc diéu tri véi
risperidon ( 3,1%, tudi trung binh 84, tir 70-96) hodc furosemid (4,1%; tudi trung binh 80, tir
67-90). Vigc tang ty I¢ tor vong ¢ nhitng bénh nhén dugc diéu tri voi furosemid két hop
risperidon duoc ghi nhén & hai trong bon thir nghiém 1am sang. Str dung dong thoi risperidon
v6i thude loi tiéu khac (chi yéu 1a cic thube loi tiéu thiazid lidu thip) khong cho két qua
fuong tu.

Chua 16 co ché sinh 1y bénh va nguyén nhin dé giai thich két qua nay. Tuy nhién, can cén
nhic ky gifta rdi ro va loi ich cua sy két hop nay hodc diéu tri phdi hop vai thude loi tiéu
manh khac trude khi quyet dinh str dung. Khong tang ty 1¢ tir vong ¢ bénh nhan dang dung
thude loi tiéu khéc khi diéu tri dong thoi v6i risperidon. Bét ké liéu phap diéu tri nao, mat o
nudc la'yeu t6 nguy co cia tir vong, do dé nén tranh dung & nhitng bénh nhéan cao tudi b w
bénh mat tri nho. / :
Téc dung khdng mong mubn 1én mach mau nfio (CVAE)
Nguy co céc tac dung khong mong mudn 1én mach méu ndo ting khoang 3 lé’m trong cac thu
nghiém lam sang d01 chimg ngau nhién dung gia duge ¢ nhimg bénh nhén mat tri nh¢ duoc
diéu tri bang mot sé thude chong loan than khong dién hinh. Cac du ligu tong hop tir sau
nghién ctru doi ching gia duoc vdi SIZODON & bénh nhan chii yéu 13 ngudi cao tudi (> 65
tudi) bi mat tri nhd cho thay CVAEs (nghiém trong, khong nghiém trong va ca hai) véi ty 1¢
3,3% (33/1009) bénh nhan duoc diéu tri voi risperidon va 1,2% (8/712) bénh nhan dugc diéu
tri bing gia duoc. Ti sb chénh (khoang tin c@y 95%) la 2,96 (1,34; 7,50). Chua 16 co ché cua
viée ting nguy co nay, khong thé bj loai trir nguy co do cac thudc chdng loan than khac hodc
d6i tuong bénh nhan khéc. SIZODON nén str dung than trong trén nhimg bénh nhan ¢6 nguy
co b1 dot quy.

Nguy co tac dung khong mong mudn trén mach mau nio cao hon déng ké & nhimng bénh nhan
mac nhiéu bénh déng thoi hodc mét tri nhd do nguyén nhan mach mau so véi bénh Alzheimer.
Vi vdy. bénh nhan bi maét tri nhé khéc bénh Alzheimer khéng nén diéu trj vé6i risperidon.

Bdc sy nén danh gid nguy co va loi ich cna viée s dung SIZODON ¢ bénh nhén cao tudi bi
mat trf nhé, cht ¥ dén nguy co dot quy 6 bénh nhan nay. Bénh nhan/ngudi nha nén dugc canh
béo cac dau hiéu va triéu chitng tiém ning cua tac dung khong mong mudn trén mach méau ndo
nhu yeu dot ngdt hodc té & mat, tay hodc chan, roi loan ngdn ngir va thi giac. Tét ca céc lua
chon diéu tri can duoc can nhic can trong, bao g gdm ca viée ngung risperidon.

SIZODON chi nén duge str dung ngan han cho diéu tri hung hang dai dang & nhitng bénh
nhan Alzheimer v6i chimg mét trf nhé trung binh dén nang dé hd tro cho cic bién phéap khong
dung thubc — thudong han ché hogc khong hi€u qua va khi ¢6 nguy co gay hai cho ban than
hodc ngudi khac. Bénh nhén can duge danh gia thuong xuyén, va viée diéu tri tiép tuc ciing
can dugc ddnh gia lai.

Ha huvét ap tu thé

Do hoat dong chin alpha cua risperidon, ha huyét ap tu thé c6 thé xay ra, dic biét trong thoi
gian chinh liéu ban du. Trén 14m sang ha huyét ap dang ké da dugc quan sat thiy véi viée st
dung dong thoi risperidon va diéu tri ha huyét 4p. SIZODON nén sir dung thén trong ¢ nhing
bénh nhén ¢6 bénh tim mach (vi du: suy tim, nhdi méau co tim, r6i loan dan truyén, mét nude,
giam thé tich tudn hoan, hogc bénh mach mau néo), va phai diéu chinh lidu tir tir nhu khuyén
céo. Nén xem xét giam liéu néu xay ra ha huyét ap.

Chimg giam bach cau, giam bach ciu trung tinh va mit bach cdu hat

Giam bach cau, giam bach cau trung tinh va mét bach cau hat da duogc ghi nhan khi dung cac
tac nhan chéng loan thin bao gdm ca risperidon. Mat bach cau hat duoc ghi nhan rat hiém khi
xay ra (< 1/10.000 bénh nhan) trong céc nghién ciru hdu mai. Bénh nhan c6 tién sir giam bach

/
S/
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cau (WBC) hodc giam bach cau/bach cdu trung tinh do thude cin duoce theo ddi trong céc
thang dau tién ctia liéu trinh va nén ngung risperidon néu xuét hién cac dau hiéu giam sb
lwong té bao bach cdu ma khong ¢6 cic nguyén nhan c6 lién quan khéc.

Bénh nhan giam bach cau trung tinh can duoc theo dai tinh trang sbt va céc tinh trang hodc
dau hiéu nhidm tring khéc va can duoc diéu tri ngay lap tirc néu nhitng tinh trang hoac déu
hiéu nay xay ra. Bénh nhan giam bach cau trung tinh nghiém trong (%0 luong bach cau trung
tinh toan phan < 1 X 10°/L) nén ngung dung risperidon va sd luong t& bao bach céu cin duoc
phuc hoi.

R6i loan van dong mudn / tridu chitng ngoai thap (TD/EPS)

Thude c6 tinh chat dbi khang thu thé dopamin c6 lién quan t6i khoi phat rbi loan vén dong
mudn dac trung boi cir dong vo thire nhlp nhang, chu yeéu cta ludi va/hodc mét. Sy khoi dau
cua céc tri¢u chimg ngoai thap 12 mot y€u 6 nguy co roi loan vén dong mudn. Neu céc dau

hi¢u va trigu ching cua roi loan van dong mudn xuét hién, nén xem xét ngung tat ca cac /

thude chdng loan thén.

Hoi chimg 4c tinh do thudc an than (NMS)
Hoi chimg é4c tinh do thude an than dic trung boi ting than nhiét, cimg co, bit én than kinh
thuc vat, y thic thay d6i va creatin phosphokinase huyet thanh tang cao da duoc bao cdo xay
ra véi cac thuoc chdng loan than. Dau hiéu khéc ¢6 the bao gdbm myoglobin ni¢u (ti€u co van)
va suy than cdp. Trong trudng hop nay, nén ngung tét ca cac thude chéng loan than, bao gém
SIZODON. "

Bénh Parkinson va sa sut tri tué thé Lewy

Céc béc sy nén can nhic nhimg rai ro so véi nhimg loi ich khi ké toa thudc chdng loan thin,
bao gdm SIZODON, dbi véi bénh nhan ¢6 bénh Parkinson hay sa st tri tué thé Lewy (DLB).
Bénh Parkinson c6 thé xau di khi ding risperidon. Ca hai nhém c6 nguy co gia ting hoi chimg
ac tinh do thudc an than ciing nhu tang s nhay cam lén céc thude chong loan than; nhing
bénh nhan nay da dwoc loai trir tir cac thir nghiém 1am sang. Biéu hién cta tang dd nhay nay
¢6 thé bao gdm nham 14n, mét tri giac, tu thé khong 6n dinh té ngd thudmg xuyén, cdc tridu
chirng ngoai thap.

Tang duong huyét va bénh déi théo dudng

Ghi nhén cac truong hop tang duong huyét, dai thao dudng va lam néng thém bénh dai thao
duodng trong qua trinh diéu tri véi SIZODON. Trong mot sb trudng hop nguyén nhan nén cé
thé 1a su ting cén trude d6. Hiém giip trudng hop nhiém toan ceton va tinh trang hon mé dai
thdo duong. Can theo ddi tinh trang bénh nhan theo hudng dan khi diéu tri véi thube chdng
loan thin. Bénh nhan dugc diéu tri v&i bat ky thudc chong loan than khong dién ‘hinh, bao
gdm ca SIZODON, cin duoc theo ddi cac tridu chimg cua tang duong huyét (nhu ubng nhiéu,
da niéu, an nhiéu va mét moi): bénh nhén dai thao duong can dugce theo doi thudng xuyén dé
kiém so4t tinh trang x4u di ciia duomg huyét.

Tang cén _ ‘

Ghi nhan trudng hop ting can dang ké khi sir dung SIZODON. Trong lwong co thé can dugce
theo doi thudong xuyén.

Tang prolactin trong médu

Nghién ctru nudi cdy mé cho thiy su ting trudng t& bao trong khéi u v & ngudi co thé bi
kich thich boi prolactin. Méc du cho dén nay khong c6 mdi lién hé rd rang trong viéc sir
dung thuoc chéng loan than di dugc chimg minh trong cac nghién ctru lam sang va dich té
hoc, van can than trong & nhitng bénh nhan co tién sur bénh lién quan. SIZODON nén dugc
str dung than trong & nhiing bénh nhan tién sir ting prolactin mau va & nhimg bénh nhan c6
khéi u phu thude prolactin.

QT keéo dai
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Rét hiém truong hop QT kéo dai duoc ghi nhan. Ciing nhu céc thudc chdng loan than khac,
can than trong khi chi dinh risperidon nhiing bénh nhan da co tién sir bénh tim mach, tién st
gia dinh c6 khoang QT kéo dai, cham nhip tim, hoac rbi loan dién giai (ha kali mau, tang
magnesi mau), vi nd ¢é thé lam ting nguy co tac dung gay roi loan nhip tim, va str dung dong
thoi voi cac loai thude duoc biét dén dé kéo dai khoang QT.

Dong kinh

SIZODON nén dugce st dung thén trong ¢ nhitng bénh nhan co tién st dong kinh hodc cac
tinh trang khac c6 tiém ning co giat.

Chirng cuong duong vat

Chung cuong duong vat c6 thé xay ra khi didu tri véi SIZODON do tic dung chin alpha-
adrenergic.

Diéu chinh nhiét do co thé

Céc loai thude chdng loan than c6 kha nang 1am rdi loan kha nang giam thin nhiét cia co thé.
Can cham soc hop 1y cho bénh nhan duoc diéu tri voi SIZODON ¢6 kha néng gap phai tinh
trang tang than nhiét, vi du: tép thé duc nang, tlep xuc voi nhiét do cuc cao, duge diéu tri / { (
dong thoi voi thude ¢ hoat tinh khang acetylcholin, hodc dang chiu mat nude. /
Chdng non

Mot tac dung chéng non di duoc béo céo {trong cdc nghién clru tién 1am sang voi risperidon.
Néu tac dung nay xay ra voi nguoi 6 thé che ldp déu hiéu va tridu chimg qué liéu cia cac
thuc dang ding hodc tinh trang tic nghén hé tiéu hoa, hoi chimg Reye va u ndo.

Suy gan va suy thin

Bénh nhan suy than cé kha nang thai trir phén thudc cé hoat tinh chéng loan than thap hon
nhimg ngudi ¢ chire ning than binh thudng. O bénh nhan suy gan ndng do risperidon tur do
trong huyét tuong tang.

Huyét khéi tinh mach ( VTE)

Céc truong hop thuyén tic huyel khéi tinh mach (VTE) da dugc bao céo vdi cac thudc chong
loan than. Bénh nhan duogc didu tri bancT thuoc Lhong loan than thuong xuat hién véi cac yéu
to nguy co huyét khéi tinh mach, tat ca cac yéu to nguy co ¢6 thé gdy huyét khéi tinh mach
can duoc xac dinh trude va trong khi diéu tri véi SIZODON va can thuc hién bién phap
phong ngura.

Hoi chimng mem mong mat trong phau thuat (IFIS)

Hoi chimg mém mong mét trong phau thuat da duoc ghi nhan khi phau thuét duc thuy tinh
thé & bénh nhan diéu tri v6i cac thube co hoat tinh déi van alphal-adrenergic bao gom
risperidon, hoi chimg nay c6 thé 1am tang nguy co bién chimg trén mat trong va sau khi phau
thuét. Bac sy phdu thudt can dugc biét rd cac thudc doi van alpha 1 -adrenergic dung dong
thoi hodic da dung trude d6 trude khi tién hanh phau thuft. Loi ich tiém 4n cta viéc ngimg
ding chat trc ché alpha 1 trudce khi phau thudt duc thuy tinh thé chua rd va can duge danh gia
vol nguy co khi ngung diéu tri thube chéng loan than.

Tré em

Trude khi ké toa cho dira tré hoac thanh thiéu nién mac chimg réi loan hanh vi, can danh gia
day du vé thé chat va nguyén nhin xa hoi cta hanh vi hung hing nhu dau hodc nhu cau moi
truong khong pht hop.

Téc dung an than cua risperidon can duoc theo doi chat ché ¢ tré em vi ¢6 thé anh hudng kha
nang hoc tap. Su thay déi trong thoi gian ding thude risperidon c6 thé cai thién cac tac dong
an than 1én su tap trung cta tré em va thanh thiéu nién.

Risperidon ¢6 lién quan véi sy gia tang trong luong co thé va chi s6 trong lugng co thé
(BMI). Khuyén khich do trong lugng ban dau trudce khi diéu tri va theo ddi can nang thuong
xuyén. Nhimg thay doi vé chiéu cao trong cac nghién ciru mé rong kéo dai déu nam trong
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tiéu chuan phu hop véi tudi dy klen Anh huong cua viée diéu tri risperidon dai han lén su
truong thanh sinh duc va phat trién chleu cao chua dugce nghién ciru day du.

Vi tang prolactin trong mau lau dai tiém an nguy co anh huong dén su tang truong va truong
thanh sinh duc & tré em va thanh thiéu nién, can xem xét dénh gi4 lam sang tinh trang ni tiét
thuong xuyén, bao gém do chiéu cao, cén ning, su truong thanh sinh duc, theo dai kinh
nguyét, va cac anh huong khac lién quan dén prolactin.

Trong thoi gian didu tri v6i risperidon can thuong xuyén kiém tra céc tridu ching ngoai théap
va céc roi loan van dong khac.

T4 duoc

Cac vién nén bao phim chura lactose. Nhitng bénh nhan cé vén dé di truyén hiém gap khong
dung nap galactose, thiéu Lapp lactase hodc kém hap thu glucose-galactose khong nén dung
thudc nay. .
7.  Sir dung thudc cho phu nir ¢6 thai va cho con bu /{&
Sinh sian, mang thai va cho con bu 7
Mang thai '
Chua c6 du dir liéu cho viéc sur dung risperidon ¢ phu nit mang thai. Risperidon khong gay
quai thai trong nghién ctru ¢ dong vat nhung ghi nhén cac ddc tinh trén hé¢ sinh duc. Chua ro
nhimg nguy co tiém an d6i véi con nguoi.

Tré so sinh tiép xtic v6i thude chong loan than (bao gom SIZODON) trong quy thir ba cia
thai ky va khoang thoi gian sau sinh, ¢6 nguy co gip phan tmg khong mong mubn bao gém
ngoai thap vi/hodc hoi chimg cai thudec ma c6 thé trd nang. Ghi nhan cac truong hop kich
dong, tang truong luc co, giam truong lue, run, budn ngt, suy hé hép, hodc chan an. Do do,
can theo ddi tré so sinh can than.

Khong nén stt dung SIZODON trong khi mang thai trir khi that su can thiét. Néu cin ngung
thude trong khi mang thai, khong nén ngung dot ngot.

Cho con bu

Trong céc nghién ctru & dong vat, risperidon va 9-hydroxy-risperidon dugc bai tiét qua sira.
Cung da chung minh risperidon va 9-hydroxy-risperidon dugc bai tlet qua sita me ¢ nguoi
vol lugng nho. Khong co6 san dir liéu vé tac dung khong mong mudn & tré bu me. Do dé,
can can nhic loi ich cua viée cho con bu véi nhiing rui ro tiém 4n cho tre.

Sinh san

Vi cac thude khac doi khéng thu thé dopamin D2, SIZODON lam ting prolactin.

Tang prolactin méu c6 thé e ché ving duéi déi GnRH, dan dén giam tiét gonadotropin
tuyén yén. Piéu ndy, c6 thé trc ché chirc nang sinh san bang cach 1am suy yéu steroid sinh
duc & ca bénh nhan nam va nfr.

Chua ghi nhan céc anh hudng co lién quan trong cac nghién ctru phi lam sang.

8. Anh huwéng cta thudc 1én kha niing li xe, vin hanh may méc

SIZODON ¢6 thé ¢6 anh huong nhe hodc trung binh trén kha ning lai xe va sir dung may
moce do anh huong 1én hé than kinh va réi loan thi giac. Do do, bénh nhan dugc khuyén
khong 141 xe hodc van hanh may moc cho dén khi biét anh huong cua thude 1én co thé.

9. Twong tic, twong Ky ciia thube

Twong tac:

Cac tuong tac lién quan duoc luc

Ciing nhu cédc thudc chong loan thin khéc, cdn than trong khi ké toa risperidon véi cdc san
pham thudc kéo dai khoang QT, vi du nhém chdng loan nhip (vi du: quinidin, dysopiramid,
procainamid), nhém chéng loan nhip IIT (vi du: amiodaron, sotalol), thude chong tram cam ba
vong (vi du: amitriptylin), thude chong trdm cam tetracyclic (vi du: maprotilin), mot s6 thube
khang histamin, thuéc chéng loan than khac, mot sé thude chéng sbt rét (vi du: quinin va
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mefloquin), va véi thudc gy ra su mat cin bang dién giai (ha kali huyét, ting magnesi
huyét), nhip tim chdm, hoac nhiimg thude trc ché su chuyén héa & gan cua risperidon.

Kha néng SIZODON anh huong dén cdc thuoe khdc

Risperidon nén duoc str dung than trong khi két hop voi cée chét tic dong trung uong khéc,
dang chu y bao gdbm ruou, thude phién, thube khéng histamin va thudc benzodiazepin do su
gia tdng nguy co gay ngu.

Levodopa va chat chii van dopamin

S!ZODON co thé tac ,d(jng do6i khéng véi levodopa va chét chu van dopamin khac. Néu su
két hop nay 1a can thiét, dac biét la & giai doan cudi bénh Parkinson, chi nén ké don liéu thap
nhét ¢6 hiéu qua.

Cdc thudce ¢6 tdic dzmg ha huyer ap

Bao cao luu hanh thude cho thiy ¢6 su ha huyét ap déng ké trén 1am sang khi st dung dong | ( ( 7
thoi risperidon va thude diéu tri ting huyét ap. [ /
Paliperidon

Khong khuyén cdo st dung dong thoi risperidon duomg udng véi paliperidon b(fn vi
paliperidon 1a chat chuyén hoa c6 hoat tinh cua risperidon va su két hop cia hai thude nay c6
thé dan dén tang ndng do phan chdng loan than cua risperidon.

Cdc tiwong tac lién quan dwoc luc

Thirc dn khong anh huong 1én su hap thu thude, risperidon duoc chuyén hoa chu yéu boi
CYP2D6 va dan dén giam nong do boi CYP3A4. Ca risperidon va chét chuyén hoa cé hoat
tinh ctia n6 9-hydroxyrisperidon déu 1a chat nén cia P-glycoprotein (Pgp).

Céc chit ¢6 kha ning 1am bién dbi hoat tinh CYP2D6 hodc nhitng chét c6 kha ning trc ché
hodc cam tmg CYP3A4 va/hodc hoat tinh Pgp, ¢6 thé anh huong dén duge dong hoc cua
phan hoat tinh chdng loan than risperidon.

Chdt tke ché manh CYP2D6

Sir dung dong thoi risperidon véi mot chat trc ché manh CYP2D6 c6 thé lam tang nong do
risperidon trong huyét tuong nhung phén co hoat tinh chéng loan than tang it hon. Liéu chat
ttc ché CYP2D6 cao hon ¢6 thé lam tang ndng do phan hoat tinh chéng loan thin risperidon
(nhu paroxetin). Céc chit Grc ché CYP2D6 khéc nhu quinidin ¢6 thé anh huéng dén nfmg do
risperidon theo cach tuong tu. Khi ding dong thot v6i paroxetin, quinidin hodc cac chit tre
ché CYP2D6 manh khac, dac biét khi dung liéu cao, khi bat ddu hodc khi ngimg diéu tri, bac
sy can phai dénh gia lai liéu dung risperidon.

Cdc chdt it ché CYP3A4 va/hodc Pgp

Su dung dong thoi risperidon véi mot chit trc ché manh CYP3A4 va/hodc Pgp c6 thé ting
dang ké nong do phan hoat tinh chéng loan than risperidon trong huyet twong. Khi bat dau st
dung hoac khi ngung phcn hop vai itraconazol hodc cac chit trc ché manh CYP3A4 va’hodc
Pgp, bac sy cén danh gid lai liéu risperidon.

Chat cam tng CYP3A4 va/hodc Pgp

Str dung dong thoi risperidon véi mot chat cam tmg manh CYP3A4 vi/hodc Pgp ¢6 thé lam
giam nong do trong huyét tuong ctia phan ¢é hoat tinh chong loan than. Khi bat dau sir dung
hodc khi ngimg phdi hop vai carbamazepin hoac chit cam ung manh CYP3A4 va/hoic Pgp
khac, bac sy can phai danh gi4 lai liéu risperidon. Chat cam tng CYP3A4 gdy ra anh huong
phu thude thoi gian, c6 thé mét it nhat 2 tudn sau khi dung thudc de dat dén tac dung cao
nhAt. Nguoc lai, khi ngimg diéu tri, chat cam tmg CYP3A4 c6 thé mét it nhat 2 tudn dé mat di
tac dung. -

Cic thuoe lién két manh véi protein

Khi risperidon duoc dung dong thoi véi céc thude gin két manh voi protein, khong co su
thay thé déng ké lién két giira hai thuoc d6i véi protein huyét tuong. Khi két hop diéu tri, can
xem xét cic thong tin twong tmg vé cach chuyén héa va nhitng diéu chinh liéu phu hop.
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Tré em
Céc nghién ctru tuong téc chi duoc tién hanh dbi véi nguoi 16n. Cac két qua lién quan tir
nhiing nghién ctru nay d6i voi tré em chua duoc biét. Két hop cac thude kich thich than kinh
(nhu methylphenidat) vai risperidon ¢ tré em va tré vi thanh nién khong lam thay d6i duoc
ddéng hoc va hiéu qua cua risperidon.
Anh hudng clia céc thude khéc 1én duoc ddng hoc ctia risperidon
Thuée khang sinh:
- Erythromycin, mdt chét Grc ché trung binh CYP3A4 va tc ché Pgp, khong lam thay ddi
duge dong hoc cua risperidon va phin hoat tinh chéng loan than.
- Rifampicin, mét chét cam tng manh CYP3A4 va cam tmg Pgp, lam giam ndéng do phén
hoat tinh chong loan than.
Cdc chdt khdng cholinesterase:
- Donepezil va galantamin, chit nén ctia ca CYP2D6 va CYP3A4, khong c6 anh huong dang /
ké 1én duoc dong hoc cta risperidon va phan c¢6 hoat tinh chéng loan than. /(’
Thubc dong kinh:
- Carbamazepin, mot chat cam tmg manh CYP3A4 va cam tng Pgp, lam giam nong do trong
huyét tuong phin c¢6 hoat tinh chdng loan than cta risperidon. Cac anh hudng tuong tu ciing
duge ghi nhan véi phenytoin va phenobarbital-cac chit cam tmg CYP3A4 & gan ciing nhu P-
glycoprotein.
- Topiramat lam giam vira phai sinh kha dung ctia risperidon nhung khong lam giam sinh kha
dung ctia phén hoat tinh chéng loan thin. Vi vdy, tuong tac nay khong dac trung 1am sang.
Cdc thuéc khdng ném:

- Itraconazol, mot chat trc ché manh CYP3A4 va tc ché Pgp, & lidu 200 mg/ngay lam ting
ndng do phan hoat tinh chong loan than 1én khoang 70% khi ding risperidon 2-8 mg/ngay.
- Ketoconazol, mot chat (rc ché manh CYP3A4 va e ché Pgp, & lidu 200 mg/ngay lam téng
nong do risperidon trong huyét tuong va 1am giam ndng dd 9-hydroxyrisperidon trong huyét
tuong.
Céc thube chrfng loan than:
- Cac phenothiazin c6 thé lam ting ndng do risperidon nhung khong tang ndng do phan co
hoat tinh chéng loan than.
Khang virus:
- Cac chét tre ché protease: chua c6 dit liéu; tuy nhién, vi ritonavir 1a chét tc ché manh
CYP3A4 va trc ché yéu CYP2D6, ritonavir va chat trc ché protease ting cudng ritonavir
(ritonavir-boosted protease inhibitors) lam ting ndng dé phan hoat tinh chong loan than
risperidon.
Cdc chdt chen beta:
- Mot vai thube chen beta co thé lam téng nong do trong huyét twong cta risperidon nhung
khong lam tang ndng do phan hoat tinh chong loan thén.
Céc thubce chen kénh calcium:
- Verapamil, mot chat trc ché trung binh CYP3A4 va trc ché Pgp, 1am tang nong do risperidon
va phéan c6 hoat tinh chdng loan than.
Céc thube trén hé tiéu hoa:
- Chét dbi khang thu thé Ha: Cimetidin va ranitidin, trc ché yéu CYP2D6 va CYP3A4, lam
tang sinh kha dung cua risperidon nhung chi ting mdt lugng nho phan c6 hoat tinh chdng
loan than.
Cac thude chong tram cam SSRI va 3 vong
- Fluoxetin, mot chéat e ché CYP2D6 manh, lam tang néng do trong huyét tuong cua
risperidon, ndng dd phan hoat tinh chéng loan thin ting it hon.
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- Paroxetin, mot chit trc ché manh CYP2Dé6, lam ting nong do risperidon trong huyet tuong
nhung khi ding lidu 1én dén 20 mg/ngay, ndng do phan hoat tinh chon&, loan than tang it hon.
Tuy nhién, ding paroxetin & liéu cao hon c6 thé ting nong d phan hoat tinh chéng loan than
risperidon.

- Khang tram cam 3 vong c6 thé lam ting nong do risperidon trong huyét tuong nhung khong
lam tang nong do cua phan hoat tinh chdng loan than. Amitriptylin khong c6 anh huong dén
dugc dong hoc cua risperidon hay phén hoat tinh chéng loan than.

- Sertralin, 1a mot chét trc ché yéu CYP2D6, fluvoxamin, 12 mot chét e ché yéu CYP3A4,

khi dung liéu 1én dén 100 mg/ngay khong lién quan dén nhimg thay ddi dang ké ndng do
phan hoat tinh chéng loan than cia risperidon trén 1dm sang. Tuy nhién, lidu cao hon 100
mg/ngay sertralin hay fluvoxamin c6 thé lam ting néng do phén hoat tinh chéng loan than .
cua risperidon. /(
Anh hueong cua risperidon lén dweoc dong hoc ciia nhitng thuéce khéc / /
Thuéc dong kinh

- Risperidon khéng c6 céc anh huéng lién quan trén 14m sang dbi véi duge dong hoce cia
valproat hay topiramat.

Thuée chéng loan than:

- Aripiprazol, mot chit nén ctia CYP2D6 va CYP3A4: risperidon dung dudng uonfb hay
duong tiém khong ¢6 anh huong 1én duge dong hoc tong cla aripiprazol va chét chuyén hoa

c6 hoat tinh cta nd, dehydroaripiprazol.

Cuac digitalis glycosid.

- Risperidon khong gay ra cac anh huong 1én duge dong hoc cta digoxin trén lam sang.

Lithi:

- Risperidon khong géy ra cac anh huong lén duge dong hoc cua lithi trén 1am sang.

Swr dung (?ong thot nsper:don Vol furosemid

Xem muc CANH BAO VA THAN TRONG KHI DUNG THUOC do ting kha nang tir vong

& ngudi cao tudi khi diéu tri mét tri nhé dung déng thoi véi furosemid.

Twong ky:

“Do khéng c6 cdc nghién citu vé tinh tiwong ky cua thude, khong trén lan thuoc nay véi cde

thudc khdc*
10. Tac dung khéng mong muén ctia thude
Céc tac dung khdng mong mubn (ADRs) thuong gap nhat (ty 1& >10%) la: Parkinson, dau
dau va mét ngu.
Sau day la tat ca cac tac dung khéng mong mudn (ADRs) da duoc bao cdo trong cac thu
nghiém lam sang va sau khi dua thudc ra thi truong. Cac diéu khoan va tin s sau day dugc
ap dung: rat thuong gdp (>1/10), thuong gap (>1/100 dén <1/10). it gdp (>1/1000 dén
<1/100), hiém gap (>1/10.000 dén <1/1000), rat hiém gap (<1/10.000), va khong duoc biét
dén (khong thé duoc udc tinh tir dit ligu thir nghiém 14m sang ¢6 San)
Trong mdi nhém tan s, téc dung khéng mong muébn duge thé hién trong thor tw muac do
nghiém trong giam dan.

Téc dung khdng mong mudn 1én hé thong co quan va tan suét

Nghién ciru

Tang prolactin mau® tang can

Thuong gap
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It gap Kéo dai khoang QT trén dién tdm do,
Dién tdm do bét thuong
Téng transaminase
Giam bach cau c6 sbt
Tang bach cau 4i toan
Giam hemoglobin
Tang creatin phosphokinase mau
Hiém gap Giam than nhiét
R6i loan tim
Thuong gip Nhip tim nhanh
It gap Block nhi that, block nhanh, rung tdm nhi, cham nhip xoang, danh trong

nguc

RoOi loan mau va hé

théng bach huvét

It gap

/!

Giam bach cau, thiéu mau, giam tiéu cau

i

Hiém gap

Giam bach cau hat

/

=

Khong duoc biét dén

Mét bach cau hat

Roi loan h¢ than kinh

Rét pho bién

Hoéi ching Parkinsonb,dau dau

Thuong gap

b b

Chtmg ngdi, ndm khéng yén , Chimg rdi loan truong

luc, Budn ngu, an than

, chong mat, run

it gap Khong dap tmg véi céac kich thich, mét y thirc, ngat, tram cam, bién cd
mach méu nio, con thiéu mau thoang qua, kho phat am, gdy nao dong
ngu lim, chong mat tu thé, rdi loan can bang, réi loan van dong mudn, roi
loan 161 noi, bat thuong hoat dong. giam xuc cam, loan vi giac

Hiém gap Hoi chimg an than ac tinh, hén mé & bénh nhén tiéu dudng, rdi loan)

mach mau nao, thiéu mau ndo cuc bo, roi loan cir ddng, that dicu

Roi loan 6 mat

Thuong ga

Nhin mo

It gap

Viém két mac, sung huyet & mat, ghén mat, sung mat, kho mat, chay
nudc mat, s¢ anh sang

Hiém gap

Thi lyc giam, bong mét , tang nhan ap

Roi loan tai va mé dao

It gdp

| Pau tai, U tai

Roi loan hé hap, 1ong nguc, trung that

Thuong gap

Kho tho, chay méau cam, ho, nghet miii, dau hong - thanh quén

it gap Tho kho khe, viem phoi hit, tac nghdn dong mach phdi, réi loan ho hép.
tiéng ran, tic nghén dudng ho hap, khé phat am
Hiém gap Hoi chimg ngung thd khi ngu, tang thong khi

Roi loan tiéu hoa

Thuong gap No6n mua, tiéu chay, tdo bon, budn noén, dau bung, roi loan tiéu hoa,|
khé miéng, dau da day
it gap Kho nudt, viém da day, dai tién khong tu chu, soi phan
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Hiém gap | Téc rudt, viém tuy, sung moi.viém moi

Roi loan than va ti¢t ni¢u

Thuong gap Chimng dai dam

it gap Bi tiéu, tiéu kho, tiéu khong tu chi, chimg tiéu rat

Rdi loan da va md dwéi da

Thuong gap Phat ban, ban do ’

It gap Phu mach, ton thuong da, roi loan da, nglta, mun, da

bi ddi mau, rung téc, viém da tiét ba, da kho, tang simg

Hiém gip Gau

Roi loan co xwong khép va mo lién ket

Thuong gap DPau khop, dau lung, dau tot do

Tt gap Yéu co, dau co, dau cd, sung khép, dang diéu bat thuong, té cimg khop,
dau co xuong nguc
Wik + = 7 q‘/

Hiém gap Tiéu co van

Roi loan noi tiét - ,

Hiém gap q | Chitng bai tiét bat hop 1y hormon chong bai niéu

Roi loan chuyén héa va dinh dudng

Thuong gap Tang sy thém an, Gidm ngon miéng

it gap . . W o - 4 & A <A & . A -
Dai thao dudng~, biéng an, udng nhiéu, tang dudong huyét, tang
cholesterol mau, tang triglycerid mau

Hi’ém agap Ha dudng huyét

Rat hiém gdp | Nhiém toan ceton dai thao dudng

Khong duoc biét dén| Nhiem doc i nudce

Nhiém trung va nhiém ky sinh trang

Thuong gap Viém ph01 bénh cum, viém phe quan, nhiém trung duong hod hap trén,

( nhiém tring duong tiét niéu _

It gap Viém xoang, nhiém trung do virus, nhiém trung tai, viém amidan, viém
mb té bao, viém tai giira, nhiém trung bong mat, nhiém tring khu tru,
viém da do bo ve, nhiém trung dudng hd hip. viém bang quang, nim
mong.

Hiém gdp Viém tal gitta man tinh

Bf}i loan mach mau ( ’

It gap Ha huyét ap, ha huyét ap tu the, do birng mat

Cic roi loan chung va tinh trang dung thude

Thuong gap S6t, mét moi. phu ngoai vi, suy nhuoe, dau nguc

it gap Phd mit, roi loan chuyén dong, cam gidc bat thudong, cham chap,
bénh gidong ciim, khat nudc, khé chiu & ngue, on lanh

Hiém gap Phu toan than, ha than nhiét, hoi chimg cai thude, lanh ngoai vi

Réi loan hé théng mién dich

It gap Qua man

Hiém gip Qua man do thudce

Khoéng duoc biét dén| Phan (mg phan vé

R6i loan gan mat

Hiém gap | Vang da
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Thoi ky mang thai, & cir va chu ky sinh

Khong duoc biét dén| Hoi chimg cai thudc ¢ tré so sinh
Ro0i loan hé thong sinh san va nguc

It gap V6 kinh, roi loan chire nang tinh dyc, roi loan chire nang cuong duong,
xuét tinh, tiét nhiéu sira, nir hoa tuyén vu, r6i loan kinh nguyét, tiét dich
am dao

Khong duoc biét‘dén Chimg cuong duong vt
Roi loan tdm than

Rat pho bien Mat ngu

Thuong gap Lo au, kich dong, ri loan gidc ngi

It gap Trang théi 1t 1an, hung cam, giam ham mudn, thd o, cang thing
Hiém gip Khong dat dugce khodi cam, rdi loan cam xuc

rbi loan kinh nguyét, vo kinh, tiét sita.

b R&i loan ngoai thap c6 thé xay ra: Parkinson (ting tiét nudce bot, cimg co xuong khop,
Parkinson, chay nude miéng, co giat, van dong chém, giam chirc nang vén dong, mét biéu
cam trén khuén mdt, céng co, chimg mat vén dong, cimg gdy, clmg co, dang di Parkinson, va
phan xa gitra hai 16ng may bét thuong), chimg nam, ngdi khong yén (nam, ngdi khong yén,
bon chon, ting ddng, va hoi chimg chan khong nghi), run, rdi loan van dong (r6i loan van
dong, co gidt co, chimg mia gidt, ching mua von, va gidt rung co). roi loan truong luc.
Chimg roi loan truong luc bao gom roi loan truong luc, co thit co. tang truong luc co, tat veo
¢b, co that co bap khong tu chil, co ctmg co, ching co thit mi, van nhan, ludi té liét, co that
mat, co thit thanh quan, loan luc co, thé nguoi udn cong, co that hau hong, than o cimg bén,
ludi co thit, va cimg ham. Ching run bao gom run va run Parkinson lic nghi. C an luu ¥ rang
mot chudi triéu chimg kém theo bao gdm, ma khong nhat thiét phai do ngudn gdc ngoai thip.
¢ Trong cac thir nghiém kiém soat gia duoc, dai thao duong da duoc bao cédo voi ti 1€ 0,18%
& nhém diéu tri risperidon so véi 0.11% ¢ nhém dung gia duge. Ty 1¢ chung tir tit ca cac thir
nghi¢ém lam sang la 0,43% trong tat ca cac dbi tuong duge didu tri voi risperidon.
Tac dong nhom
Ciing nhu véi cac thube chong loan than khac, rat hiém gap truong hop QT keéo dai duoc bao
c4o sau khi thude risperidon dua ra thi truong. Tac dong khac lién quan dén tim duge bao cédo
v6i cée thube chong loan than gay kéo dai khoang QT bao g ¢dm loan nhip thét, rung that, nhip
nhanh thét, dot tir, ngimg tim va xoén dinh.
Huyét khoi tinh mach
Céc truong hop thuyén tic huyét khéi tinh mach, ké ca trudng hop thuyén tic phm va cac
truong hop huyét khéi tinh mach sau, da duogc béo cdo voi céc thude chéng loan than (tan s6
khong ro).
Tang can
Ty 1é bénh nhan truong thanh bi tim than phan liét khi dung SIZODON so véi gia duoc, tiéu
chi danh gia tang can > 7% trong luong co thé duoe so sanh trong mot khoang 6 dén 8 tuan,
thong qua céc thir nghiém kiém soét gia dugc, cho thdy mot ty 1é ting can cao hon ¢6 ¥ nghia
théng ké & nhom su dung SIZODON (18%) so voi gia duge (9%). Trong mot nghién ciru
kiém soat gia dugce 3 tuan & bénh nhan ngudi’lén véi hung cam cap tinh, ty 1€ ting can > 7%
tai diém cudi so véi SIZODON (2,5%) va nhém gia duogce (2,4%), va hoi cao & nhom nghién
ctru (3,5%).
O tré em va thanh thiéu nién c6 rdi loan hanh vi va thdi do. trong cc nghién ctru dai han,
trong luwgng tang trung binh 7,3 kg sau 12 thang diédu tri. Viéc dat duoc trong lvong mong doi
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cho tré em binh thuong tir 5-12 tudi 1a 3-5 kg moi nam. T 12-16 tudi, bién do nay dat duge
3-5 kg mdi nam duy tri cho bé gai, trong khi bé trai gin 5 kg mdi nam.

Thong tin thém trén cdc dbi twong dac biét

Cac tac dung khong mong muon cua thube duoc béo céo véi ty 1€ cao hon & nhing bénh
nhan cao tudi bi mat tri nhé hogc bénh nhan nhi so vo1 ngudt 1on duge mo ta dudi day:

Bénh nhdn cao tuéi véi bénh mat tri nho

Con thiéu mau thoang qua va bién ¢ mach mau ndo dugce bao cdo ADRs trong céc thur
nghiém lam sang voi tAn sudt tuong tng 13 1,4% va 1,5% & nhing bénh nhén cao tudi bi mat
tri nh¢é. Ngoai ra, cac ADRs sau ddy da duoc bdo cdo véi tan sudt > 5% & nhitng bénh nhén
cao tudi bi mat tri nhé va c6 it nhat hai 1an tan suit nhin thay & ngudi 16n: nhiém trung duong
tiét niéu, pht ngoai vi, tho o, va ho.

Tré em

N6i chung, cic phan tmg bét loi ¢ tré em du kién s& twong tu nhu dbi voi nguoi lon.

Céc ADRs da dugce bao cdo voi tan sudt > 5% & bénh nhan nhi (5-17 tudi) va it nhét hai lan
tan sudt duoc quan sat thiy trong céc thir nghiém lam sang & ngudi 16n: ngi ga /budn ng,
mét moéi, nhire dau, ting su thém 4n, n6n mura, nhiém tring dudong ho hép trén, nghet mai,
dau bung, chéng mat, ho, sot, run, tiéu chay, dai dam.

Anh huong cta viée diéu tri risperidon lau dai trén su truong thanh tinh duc va chiéu cao
chua duoge nghién ctru day du.

11. Qua liéu va cach xir tri

Triéu chirng

Théng thudng. cdc ddu hiéu va tridu chimg qua 1eu dugc bdo cédo tlr sur tang qua muc cac tac
dung dugc ly cua risperidon. Cac tri¢u chimg bao gdm budn ngu, mét moi, nhip tim nhanh va
ha huyét ap, triéu chimg ngoai thép.

Khi qua liéu, ghi nhan tinh trang khoang QT kéo dai va co giat. Xoan dinh cling dugc ghi
nhan khi két hop qua liéu risperidon va paroxetin. Trong qua liéu cdp, cdn xem xét kha nang
cia cac thude két hop.

Diéu tr i

Gifr duong tho thong thodng, dam bao du oxy va thong khi. Rura da day (sau khi dat noi khi
quan, néu bénh nhan bét tinh) va viéc ding than hoat cung v6i thuée nhuén trang chi nén
duoc sir dung khi dung thude it hon mot git. Theo ddi tim mach va dién tam dd lién tuc dé
phat hién kip thoi tinh trang loan nhip.

Khéng c6 thude giai doc dac hiéu SIZODON. Do d6, nén st dung cdc bién phap hd tro thich
hop. Ha huyét ap va truy tuan hoan nén dugc didu tri bing céc bién phap thich hop nhu
truyén dich tinh mach va/hoidc dung thude cuong giao cam. Trong trudong hop cdc triéu chimg
ngoai thap ning. nén dung mot thube khang acetylcholin. Theo ddi va giam sat viée diéu tri
chit ch& cho dén khi bénh nhan hoi phuc.

12. Pac tinh duge lye

Nhom duge ly: thude chéng loan than khac, ma ATC: N0O5SAX08

Co ché tac dung

Risperidon la mot chat ddi khang chon loc monoaminergic. Risperidon ¢6 ai luc cao v6i thy
thé serotonin HT, va thu thé dopamin D. Risperidon cling gin véi cac thu thé alphal-
adrenergic, va ai luc thap hon véi thu thé histamin H; va céc thu thé alpha2-adrenergic.
Risperidon khong ¢6 i luc véi thu thé cholinergic.

Mic du, risperidon la mot chat doi khang D> manh, cai thién cac triéu chimg duong tinh cta
tam than phan liét, it gay giam vén dong va gy chimg gilt nguyén tu thé hon thudc chdng
loan than ¢ dién. Can bang dbi khang serotonin va dopamin trung uong c6 thé lam giam tac
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dung phu ngoai thidp va mo rong cac hoat dong diéu tri cac triéu chimg am tinh va triéu

chimg nhan thirc ctia tim than phan liét.

13. Pic tinh dwgce dong

SIZODON vién phan tan va dung dich ubng 1a twong duong sinh hoc v6i SIZODON vién nén

bao phim.

Risperidon duoc chuyén héa thanh 9-hydroxy-risperidon ¢6 hoat tinh dugc ly twong tu nhu

risperidon.

Hép thu

Risperidon dugc hép thu hoan toan sau khi udng, nong dé dinh trong huyét tuong dat dugc

trong vong 1 — 2 gio. Sinh kha dung tuyét d6i duomg udng cua risperidon 1a 70% (CV =

25%). Sinh kha dung tuong dbi dudong udng ctia mot vién risperidon 1a 94% (CV = 10%) so

voi dang dung dich. Sy hap thu khong bi anh huong boi thire an va do do risperidon c6 thé

duoc uong khi doi hodc khi no. Trang thai ¢ 6n dinh cua risperidon dat dugc trong vong 1 ngy

& hau hét cac bénh nhan. Do on dinh cua 9-hydroxy-risperidon dat duoc trong vong 4-5 ngay

dung thude.

Phén bd

Risperidon dugc phén bé nhanh chéng. Thé tich phan bd 1a 1-2 L/kg.Trong huyct tuong,

risperidon gén v&i albumin va glycoprotein alphal-acid. Su gin két véi protein huyét tuong

cua risperidon 1a 90%, cia 9-hydroxy-risperidon 1a 77%.

Chuyén héa va thai trir

Risperidon duoc chuyén hoa boi CYP 2D6 thanh 9-hydroxy-risperidon c6 hoat tinh dugc 1y

tuong tu nhu risperidon. Risperidon va 9-hydroxy-risperidon la thanh phén hoat tinh chéng

loan than. Enzym CYP 2D6 14 ¢6 nhiéu dang. Dang enzym CYP2D6 manh chuyén hoa nhanh

chong risperidon thanh 9-hydroxy-risperidone, trong khi dang enzym CYP2D6 yéu chuyén

doi risperidon cham hon rat nhidu. Méc du enzym chuyén hoa manh cho nong do risperidon

thap hon va nong d6 9-hydroxy-risperidon cao hon enzym chuyén hoa yéu, nhung dugc dong

hoc cua risperidon va 9-hydroxy-risperidon khi két hop (vi du, cc phan hoat tinh chomT loan

than), sau khi dung lidu don va da liéu la trong tu nhau giita hai enzym CYP 2D6 chuyén hoa

manh va yéu.

Mot dudmg chuyén héa khac cua risperidon 1a N- -dealkylation. Trong cac nghién ctu in vitro

¢ microsomes gan nguoi cho thay risperidon & ndng do diéu tri khong G che dang ké su trao

d6i chit cua cac loai thude chuyén héa béi isozym cytochrom P450, bao E,om CYP 1A2,CYP

2A6, CYP 2C8/9/10, CYP 2D6, CYP 2E1, CYP 3A4, va CYP 3A5. Mot tudn sau khi udng,

70% liéu dung duogc bai tiét trong nudce tiéu va 14% trong phan. Trong nudc tiéu, risperidon

va 9-hydroxy-risperidon chiém 35-45% liéu dung. Phén con lai 12 cac chit chuyén hoa khong

hoat tinh. Sau khi cho bénh nhan tam thin uong, risperidon dugc dao thai voi thot gian ban

thai khoang 3 gio. Thoi gian ban thai ctia 9-hydroxy-risperidon va cac phan hoat tinh chéng

loan than 1a 24 gio.

Do tuyén tinh/phi tuyén tinh

Nong d6 risperidon trong huyét tuong ti 1¢ thudn trong khoang lidu diéu tri.

Noudi [6n tudi, bénh nhin suy gan va suy thén

Mot nghién ciru liéu don cho thay & nguoi gia, ndng do chét c6 hoat tinh chong loan than cao

hon 43% nong do trung binh, thoi gian ban thai dai hon 38% va giam d¢ thanh thai cua chét

¢6 hoat tinh chéng loan than giam 30%. Bénh nhén suy than, nong d6 chit ¢ hoat tinh chong

loan than trong huyét twong cao hon va do thanh thai cta phan thude chéng loan thin giam
60%. Nong do risperidon trong huyét tuong binh thudng & bénh nhén suy gan, nhung nong

d6 trung binh risperidon tu do trong huyét tuong di ting khoang 35%.

Tré em
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Dugc dong hoc cua risperidon, 9-hydroxyrisperidon va phan chét c6 hoat tinh chéng loan than

O tré em tuong tu nhu ¢ nguoi 1on.
Gi61 tinh, ching toe va thoi quen huat thudce

Mot phan tich duge dong dan s6 cho thay khong ¢6 anh huong rd rang clia gi6i tinh, ching
toc hay hut thube 14 trén duge dong hoc cia risperidon hodc phén chit ¢ hoat tinh chong

loan than.

14. Quy cach dong goi: Hop 5 vi xé x 10 vién.

15. Piéu kién bio quin, han dung, tiéu chuiin chit lrong ciia thube
Piéu kién bio quin: Bao quan duéi 30°C. Trong bao bi gdc, tranh anh séng
Han dung cia thude: 24 thang ke tir ngay san xuat.

Khéng sur dung thuoc khi da qua han dung cua thuoc in trén bao bi

Tiéu chuan chat lwong: USP

16. Tén, dia chi co s& san xuit thube

SUN PHARMACEUTICAL INDUSTRIES LTD.

Survey No. 214, Plot No. 20, G.I. A, Phase II, Piparia, Silvassa — 396 230, U.T. of Dadra &

Nagar Haveli, An D§.

M,
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