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RisperSaWi

Dé xa t4m tay tré em
Doc ky hudng dén si dung trudc khi diing
Thuéc nay chi ding theo don thuéc

THANH PHAN CONG THUC THUGC
(Cho 1 vién nén bao phim RisperSaVi 1)
Thanh phén dugc chat:

o Yoy 1mg

Thanh phén té dugc:

Lactose monohydrate, pregelatinised starch, sodium lauryl sulfate, magnesium
siearate, colioidal silicon dioxide, hydroxypropyl methyicellulose 6cps,
poiyethylene glycol 6000, titanium dioxide, talc.

DANG BAO CHE
Vién nén bao phim
MO TA SAN PHAM

Vién nén hinh oval, bao phim mau tring, hai mat khum, mdt mat c6 khic chi
SVP, mot mat khic vach ngang, canh va thanh vién lanh Ian.

Luu y: Vach ngang trén wién thu6c khéng nhdm myc dich bé dbi chia liéu.

CHI BINH
- Diéu tri bénh t3m ®2n phén ligt § ngudi l6n.

- Diéu tri cac con hung c&m tif vifa dén néng lién quan dén réi loan ludng cyc &
ngudi ion.

- Didu tri ngén han (157 da 6 tudn) chung gay h&n kéo dai & bénh nhan sa sut tri
tué viia dén nang do bénh Aizheimer ma khdng dap Ung vdi c4c bién phap khong
diing thuc va khi c6 nguy co gay hai cho ban than hoc cho ngusi khéc.

- Diéu tri ng&n han trigu chuing (t5i da 6 tuén) chiing.gay han kéo dai trong rsi
loan hanh vi & tré em tir 5 tudi trd 18n va tré vi thanh nién bi thiéu nang hodc cham
phat trién tri tué (theo tiéu chufn chin dodn DSM-IV) ma milc do ning clia hanh
vi gay hén hogc gay réi loan khac cin phai diéu trj biing thudc.

Viéc didu tri béng thudc 12 mdt phén khdng thé thiéu trong phac dé diéu tri toan
dién, bao gdm can thiép ca vé tam Iy va gido dyc. Khuyén céo risperidone chi
nén dugc chi dinh bdi bac si chuyén khoa v& than kinh tré em, tam Iy tré em va
tré vi thanh nién hodc bac si cé kinh nghiém trong diéu tri r5i loan hanh vi & tré
em va trd vj thanh nién.

LIEU DUNG, CACH DUNG

Liéu ding

Luu y: D6i véi liéu ding < 1 mg/ldn, ding cédc ché phdm khéc c6 ham lugng phi

ip.

Bénh tam thén phan ligt

Nguoi I6n

C6 thé udng méi ngay 1 I&n hodc 2 I&n.

Liéu khdi ddu 2 mg/ngay. Ngay thi 2 c6 thé tang lidu 1&n 4 mg. Sau do, liéu s&

¢ dinh ho#c diéu chinh tity theo dién tién bénh.

Hau hét bénh nhan c6 higu qua véi li8u mdi ngay 4 - 6 mg. Mot s& bénh nhan c6

thé co giai doan diéu chinh liéu cham hon, liéu khdi ddu va liéu duy tr thdp hon.

Liéu trén 10 mg/ngay khong cho higu qua cao hdn so vdi iéu thdp hon va cb thé

lam tang xAy ra céc triéu chiing ngoai thap. D an toan ciia liéu rén 18 mg/ngay

chua dugc déanh gié, do d6 khong khuyén céo sif dung.

Ngui cao tu6i

Liéu khdi ddu khuy&n cao 1a 0,5 mg x 2 Idn/ngay. Liéu cé thé duge déu chinh tly

theo titng ngudi bénh dén 1 - 2 mg x 2 14n ngay, mi &n ting 0,5 mg x 2 Eningay.

Tré em

Khéng khuy&n céo dung risperidone cho tré em dudi 18 tudi bi tam thin phan iét

do hiéu qué clia thuBc chua dugc xac dinh.

Diéu trj cac con hung cam do r6i logn ludng cuc

Nguoi ién

Uéng mdi ngay 1 1an.

Lidu khdi ddu 2 mg. N&u can phai diéu chinh liu, thai gian diéu chinh cach nhau

khéng it han 24 gid vdi mic tang méi Ian 1 mg/ngay. C6 thé diing risperidone véi

fiéu thay d6i trong kho&ng 1 - 6 mg mbf ngay & tang hit g nap

thudc clia bénh nhan. Liéu vugt qué 6 ma/ngay trong diéu tri cac con hung cam

chua dugc nghién cdu. Nhu cac bién phép diéu trj trigu chiing khéc, viéc tiép tuc

diéu tri bng risperidone hay khéng phéi dugc lién tuc danh gid va ching minh.

Ngudi cao tui

Liéu khdi ddu khuy&n c4o a 0.5 mg x 2 i4n/ngay. Liéu c6 thé duoc didu chinh tiyy

theo tifng ngudi bénh dén 1 -2 mg x 2 n ngay, mdi I&n tang 0.5 mg x 2 Eningay.

Tré em

Khong khuyén céo diing risperidone cho tré em du6i 18 tudi bj hung cim do v

loan Iu8ng cyc vi hidu qua cla thudc chua duge xac dinh.

Chiing géy hén kéo dai ¢ bénh nhén sa sut tri tué vila dén néng do bénh

Alzheimer

Liéu khdi d4u khuyén cdo 1 0,25 mg x 2 idn/ngay. Liéu c6 thé diu chinh tiy fheo

tifng ngudi bénh néu cén, vai mdi lén tang 0,25 mg x 2 IAn/ngay, nhung thudng

1a mi 2 ngay tang 1 I&n. Lidu 16i vu 12 0,5 mg x 2 I&n/ngay. Tuy nhién, mdt s&

bénh nhan co thé chi dat hidu qua khi dung fiéu dén 1 mg x 2 lan/ngay.

Khong dung risperidone hon 6 tuén. Trong qué trinh diéu tri, benh nhan cén dugc.

danh gia thudng xuyén va tai danh gia lai néu diéu tri kéo dai.

R61 loan hanh vi

Tré em va tré v thanh nién tir 5 - 18 tubi

- Can nang 2 50 kg: Liéu khdi ddu 0,5 mg, 1 I&n/ngay. Lidu dugc diéu chinh tiy

theo tifng ngudi bénh néu cin, méi 14n tang 0,5 mg, 1 1&n/ngay, nhung t5t hon

nén tang mdi 2 ngdy 1 ln. Liéu t6i uu 1a 1 mg, 1 I&n/ngay. Tuy nhién, mot s

bénh nhan cé thé chi cén dung liu 0,5 mg x 2 lan/ngay, trong khi mét s8 khac co

thé can dén fiéu 1,5 mg, 1 lan/ngay mdi dat hidu qua.

- Can ning < 50 kg: Liéu khdi ddu 0,25 mg, 1 I&n/ngay. Lidu dugc diéu chinh tiy

theo tiing ngudi bénh néu can, vdi méi Ian ting 0,25 mg, 1 lAn/ngay, nhung 15t

hon nén tang m&i 2 ngay 1 I&n. Liéu 18i vu 12 0,5 mg, 1 |&n/ngay. Mét s3 bénh

nhan cé thé chi can dung liéu 0,25 mg, 1 lAn/ngay, trong khi mdt 56 khac cb thé

cén dén liéu 0,75 mg, 1 l&n/ngay mdi dat hiéu qua.

Nhu céc bién phap didu tri triéu ching khéc, viéc tiép tyc didu tri bing

risperidone hay khong phai dugc lién tuc danh gia va ching minh.

Tré em dudi 5 tu6/
&n céo dun,

Ak

dudi 5 tudi do kinh nghiém ding

risperidone cho tré
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@u didu trj va cAn nhic ngiing ngay risperidone khi c6 d&u hidu gidm bach ciu
déng k& ma khdng phai do cac yéu 5 nguyén nhan khac.
Bénh nhén c6 gidm bach c4u trung tinh dang k& trén Am sang c4n dugc theo doi
chit chd tinh trang s8t hodc cac d&u hidu nhiém triing va c&n diéu trj ngay Iap tic
néu cac déu hidu nay xay ra. Bénh nhan giam bach c4u trung tinh néng (8 lugng
bach cdu trung tinh tuyét d8i < 1x10%) phai nguing st dung risperidone va cén
dugc theo ddi 86 lugng bach cdu cho dén khi hdi phuc.
Loan vén ddng mudn/Céc trigu chiing ngoai thdp
Nhiing thudc ¢6 tinh chat d6i khéng thu thé dopamine c6 thé gay chiing loan van
ddng mudn déc frung bdi cac cif ddng nhip nhang khong ty chil, chil ySu & iGi
va/ho3c & mat. Sy xust hién céc triéu chiing ngoai thap 12 mét y&u t5 nguy co cho
loan van dong mudn. N&u xust hién céc du hiéu va tridu ching ciz loan van
@8ng mudn, cin xem xét ngung sif dung 4t ¢ cac thudc ching loan thin.
H&i chiing éc tinh do thudc an thén (NMS: Neuroleptic Malignant Syndrome)
Héi chilng NMS dZc trung bdi s8t cao, co cdng co, thén kinh & chll khdng 8n
dinh, thay d8i nhén thic va ting néng do creatine phosphokinase trong mau ¢
dugc ghi nhén khi ding cac thudc chéng loan thin. Diu higu & kém 5 thé bao
gbm myoglobin nidu (tidu cd van) va suy than cp. Trong fung hop nay nén
ngung si dung tat ca cac thudc chdng loan thén, k€ c2 risperidons.
Bénh Parkinson visasﬁurnu;mguwy
Béc si c&n can nhic giifa nguy ¢d so vdi ich igi khi chi dinh cac thulc ching loan
thén, k& ca risperidone cho bénh nhan bj Parkinson hay sa sit iri fué e Lewy
(DLB: Dementia with Lewy Bodies). Bénh Parkinson c6 thé néng hon néu diing
risperidone. C& hai nhém bénh nhan nay cé thé tang nguy cd bj hi chiing NMS
ciing iy tang nhay cam vdi cac thudc chdng loan than. Céc biéu hién clia sy
tang nhay cam bao gém I I&n, mét y thic, m&t théng bing d& nga, c4c trigu
chifng ngoai thap.
Tang dudng huyét va dai thio dudng o
Tang duding huyét, dai thao dudng va |am nang thém bénh déi thdo dudng san co
da dugc ghi nhén trong guz trinh Gidu tri véi risperidone. & motvai trudng hop, sy
tang trong lugng oo thé truse 85 c6 thé 12 mot yéu t6 thiic ddy. Lién quan dén tinh
trang nhidm toan ceton hi€m khi xy ra cung vdi hon mé do déi thao dudng. Nén
theo doi Iam sang thich hop ciing vdi huéng dén sif dung thuc chéng loan thén.
Bénh nhan dugc diéu tri vai b4t ky thudc chdng loan thén khong dién hinh nao,
bao gém ca risperidone, c&n dugc theo dbi cAc triéu chiing tng dudng huyét (nhu
&n nhidu, udng nhiéu, tiéu nhidu va suy y&u). Bénh nhan dai thao dusng cdn dugc
theo ddi thudng xuyén dé phat hién sy mat kiém soét dudng huyét.
Téng can
Téng can dang ké da dugc ghi nhan khi sif dung risperidone. C4n theo doi can
nang déu dan.
Té&ng prolactin méu
Tang prolactin mau & téc dung khéng mong mudn thudng gap khi sif dung
risperidone. C&n danh gi& ndng dd prolactin huyét tuong & nhiing bénh nhan c6
Kkha nang xay ra cac tac dung khdng mong mudn ¢4 lién quan dén prolactin (nhu
it to & nam gidi, r5i loan kinh nguyét, khéng rung trdng, rdi loan sinh san, giam
ham mudn tinh duc, r5i loan cuong dudng, téng tiét sifa).
Cac nghién clu c&y md cho théy sy phét trién cla t§ bao trong cac khdiu va &
ngudi oo thé bi kich thich bdi prolactin. Mac dii chua chiing minh dugc sy lién
quan 13 rang dén cac thudc chdng loan thén trong cac nghién cliu lam sang va
dich 5 hoc, ahung van nén than trong khi diing thudc cho nhitng bénh nhan co
bénh s Bén quan. Than trong khi dung risperidone cho nhiing bénh nhan c6 tién
sii tang prolactin mau va nhing bénh nhan c6 kha ning méc khéi u phy thude
30 prolactn.

vao 3
Kéo dai khoang QT

D3 c6 bao céo kéo dai khoang QT rédt hi8m khi xay khi sit dung risperidone. Ciing
nhu cac thudc chdng loan than khéc, phai than trong khi chi djnh risperidone cho
nhiing bénh nhan méc bénh tim mach, tién sit gia dinh c6 ngudi ¢ khoang QT
kéo dai, nhip tim ch&m, rdi loan ch&t dién gidi (giam kali, magnesium mau) do c6
thé tam-t&ing nguy cdHoan nhip; phéthop véi céc thuc gay kéo dai khodng QT.
DPéng kinh

Cén than trong khi diing risperidone cho bénh nhan c6 tién sif ddng kinh hoic
céc bénh khéc co thé iam gidm ngudng 6dng kinh.

Cuong dau duong vt

Cuong dau dudng vat c6 thé xay ra do tc dyng chen thy thé o-adrenergic clia
risperidone.

Diéu hoa than nhigt

Cac thuc chdng loan thin c6 thé 1am co thé mat & khd nang gidm than nhigt
trung tm. Cén chdm séc thich hgp khi chi dinh risperidone cho nhilng bénh nhan
dang trong tinh trang c6 thé dan dén ting than nhiét trung tm nhu van ddng
nhidu, tiép xtic mdi trudng qué néng, ding ddng thai vdi cac thudc khang
cholinergic hay bj mét nudc.

Téc dung chéng nén

Tac dung chéng ndn da dugc quan sat thdy trong c&c nghién clu tién Iam sang
Vi risperidone. T4c dyng nay, n&u xay ra trén ngusi, cé thé che d&u cac triéu
chiing va d&u hiéu qué liéu clia 1 s6 thudc nhét dinh hogic cac bénh nhu tac rudt,
Suy thén va suy gan

@ bénh nhan suy than, kha nang thai trif thanh phan thudc c6 hoat tinh chéng
loan th&n kém hon ngudi I6n c6 chifc nang than binh thudng.

@ bénh nhan suy gan, co sy gia ting ndng do trong huyét tudng clia risperidone
& dang ty do (xem myc Liéu dang, céch duing).

Huy#t khéi tinh mach (VTE: Venous thromboembolism)

Céc trusing hap huyét khdi finh mach da dugc bao céo khi sit dung thudc chéng loan
than. Vi bénh nhan diéu tr vdi thudc chdng loan thén thusng c6 cAc yéu t6 nguy cd
méc phai VTE, nén t4t ¢4 cac y8u 16 nguy cd nay phai dugc phat hién trudc va trong
qué trinh diu trj vdi risperidone va thyc hién céc bién phap phong ngiia.

Héi chiing mém méng mét trong phéu thudt (IFIS: Intraoperative Floppy Iris

Syndrome)

Hbi chiing mém méng mattrong phau thuat da dugc quan sat thdy khi phau thuat
dyc thity tinh thé & bénh nhan dugc diéu tri véi thudc co tac dung déi van a,-
ad”rgcﬂergic. bao gdm risperidone (xem myc Tdc dung khéng mong muén cda
thi
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Tré em va tré vj thanh nién t 5 - 18 tudi

- Can nang = 50 kg: Liéu khdi ddu 0,5 mg, 1 IAn/ngay. Liéu dugc diéu chinh tuy
theo ting ngudi bénh néu cn, mdi 14n téng 0,5 mg, 1 lAn/ngay, nhung tét hon
nén tang mdi 2 ngay 1 14n. Liéu t6i uu 1a 1 mg, 1 1&n/ngay. Tuy nhién, mot s6
bénh nhan c6 thé chl cn diing liéu 0,5 mg x 2 [&n/ngay, trong khi mét s& khac c6
thé cén dén liéu 1,5 mg, 1 ldn/ngay mai dat hiéu qué.

- Cén nang < 50 kg: Liéu khdi ddu 0,25 mg, 1 In/ngay. Liéu dugc diéu chinh tiy
theo titng ngudi bénh néu cén, vdi méi Ian tang 0,25 mg, 1 ldn/ngay, nhung 15t
han nén tang méi 2 ngay 1 1An. Liéu t6i uu & 0,5 mg, 1 &n/ngay. Mt s& bénh
nhan c6 thé chi can diing liéu 0,25 mg, 1 IAn/ngay, trong khi mt 86 khic c5 thé
cén dén liéu 0,75 mg, 1 ldn/ngay mdi dat hiéu qua.

Nhu céc bién phdp diéu tri triéu ching khac, viéc tiép tuc didu i bing
risperidone hay khéng phéi dugc lién tuc danh gi va chiing minh.

Tré em dudi 5 tu6i

Khdng khuyén cdo dung risperidone cho tré em dui 5 tudi do kinh nghiém ding
Suy than va suy ga

& bénh nhan suy than, kha néng thai tr thanh phén thuBc c6 hoat tinh chéng
loan thén kém hon ngudi c6 chifc néng than binh thudng.
bénh nhan suy gan, c6 sy gia tng néng db risperidone & dang ty do trong

huyét tuong.

V6i bt ky chi dinh no, liéu khdi ddu va liéu tiép theo cla risperidone cn gidm
di mot nifa va viéc diéu chinh liéu nén thyc hién cham hon d8i véi bénh nhan suy
than hogc suy gan. Cén than trong khi st dyng risperidone & nhiing nhém bénh
nhan nay.

Cach dung

Duing dudng uBng. Thitc &n khéng &nh hudng dén sy hép thu clia thudc.

Néu quén udng mot liu, ubng thubc ngay khi nhd ra. Néu gén tdi thdi diém diing
liéu k& ti&p, bo qua liéu da quén va ding liéu tiép theo nhu lich theng thudng.
N&u quén udng hai liéu trd 1én, cdn tham khio ¥ kién bac si.

Khong dugc udng g&p doi lidu (2 liéu ciing lic) a8 bu liéu da quen.

Khi ngung thudc, nén giam liéu tif tir. C4c tridu chiing ngung thuéc cép tinh rat
higm g&p bao gém budn nén, ndn, a3 md hoi va mAt ngli da dudc bo cdo sau
khi ngung dot ngot cac thudc chdng loan than véi liéu cao (xem myc T4c dung
khéng mong mu6hn ciia thubc). Kha nang tai phat c4c triéu chung loan thén cé thé
xay ra va da c6 bao céo xay ra cac r6i loan clf dong khong tu chil (hy chiing
diing ngéi khdng yén, loan truang lc cd va loan van déng).

Chuyén t cdc thuéc chéng loan thén khéc sang risperidone

Khi bit d4u diéu trj bng risperidone, nén ngung tif tif thudc didu trj trudc 65. Kni
chuyén tif céc thudc chéng loan thén c6 tac dung kéo dai sang dung risperidone,
nén bt ddu didu tri vao thai diém clia I4n dung thubc k& tigp. Nhu céu cho vide
sif dyng 1ip tuc cac thudc didu tri bénh Parkinson can dugc dinh ky t&i danh gia.
CHONG CHI BINH

Qua mén vdi risperidone hay bat ky thanh phdn nao ciia thusc.

CANH BAO VA THAN TRONG KHI DUNG THUSC

Céc tinh trang cén thén trong khi dung thuéc

Ngudi cao tudl bj sa sat tri tué

Gia tang ty Ié ti vong

Trong mét phan tich t8ng hp trén 17 thi nghiém c6 d6i ching véi cac thusc
chdng loan thén khong dién hinh, bao gém ca risperidone, ngudi cao tudi bj sa
st tri ué khi ding cac thudc chdng loan thén khdng dién hinh c6 1§ & tif vong
tang so véi nhém diing gia dugc. Trong céc thif nghiém c6 d6i chifng gid dugc &
nhém bénh nhan nay, khi diing risperidone dudng udng, ty 16 tif vong 1a 4,0% so
V6i 8,1% & nhom duing gid duoc. Ty 16 chénh léch (khoéng tin cy chinh xéc 95%)
1a 1,21 (0,7; 2,1). Tudi trung binh (khoang tudi) ciia cdc bénh nhan i vong 14 86
tudi (khoang 67-100 tudi).

S8 liu tit hai nghién ctiu quan sét véi quy mb 16n cho théy & nhilng ngudi cao
tudi bi sa sut tri tué khi diéu trj béing thuSc chdng loan thn chun cling ¢6 sy gia
tang nhd nguy ca ti vong so véi nhilng ngudi khdng dude diéu tri. Khdng c6 s
ligu ddy dii dé udc tinh chdc chan muc dé chinh x4c clia nguy co nay va nguyén
nhén ctia né vén chua duogc bit. Mc 86 phat hién sy gia tang t7 18 tlf vong trong
céc nghién cliu do dung thuc chéng loan than hay ngugc lai do dac diém ciia
bénh nhén van chua rd.

Ding déng thoi véi furosemide

Trong céc thif nghiém d8i chiing 6 gi& duge cha risperidone & ngusi cao tui bi
sa st trf tué, nhém duing furosemide ciing vdi risperidone (7,3%; tudi trung binh
89, khoang tudi 75 - 97) c6 t Ié ti vong cao hon so véi nhém diing risperidone
(3,1%; tudi trung binh 84, khoang tugi 70 - 96) hay furosemide don thuén (4,1%;
tui trung binh 80, khoang tudi 67 - 90). Sy gia ting 1§16 t vong & bénh nhan
diing ddng thdi furosemide véi risperidone duge ghi nhan & 2 trong 4 thif nghiém
1am sang. Viéc dung déng thdi risperidone véi cc thudc Igi tiéu khac (chii y&u la
thudic lgi tiu thiazide liéu th&p) khong cho két qua tudng ty.

Chua bigt 15 co ché sinh Iy bénh ndo dé gidi thich diéu nay va khéng c6 nguyén
nhan tlf vong dién hinh n2o dugc ghi nhan. Tuy nhién, cAn phi than trong va can
nhéc nguy co va Igi ich khi phi hop véi céc thudc loi tiéu manh trudc khi quyét
dinh diing. Khdng thdy co gia tang ty I8 tif vong khi ding déng thei risperidone
Vv6i cac thube Igi tiu khac. Vi bt ky didu tri ndo, sy m&t nudc Ia y8u 18 nguy cd
néi chung cho tlf vong v do d6, phai than trong tranh xay ra & bénh nhan cao
tu8i bi sa st tri tug.

Bién c& trén mach mau ndo

Trong cac thit nghiém ng&u nhién c6 d8i chiing g4 dugc § cie bénh nhan cao
tudi bi sa sit trf tué diing thudc chdng loan than khang dién hinh, nguy co x3y ra
cac bién cb trén mach méu ndo ting khodng 3 in. Cac s6 liéu t8ng hop t 6
nghién clu déi chiing c6 gia duoc, chl y8u & bénh nhan cao tudi (> 65 twai) bi sa
suttrf tué, cho théy cac bién c6 trén mach mau nao (k& c& nding va khdng nang)
xay ra & 3,3% (33/1009) bénh nhan dung risperidone va & 1,2% (8/712) bénh
“nhan aun duge. Ty 16 chénh Téch (khoang fin cay chinh xac 95%) I 2,96

(1,34;7,50). Chua biét r5 cd ché cilia sy gia ting nguy co nay. Khdng e ioai trif
Sy gia tang nguy cd d8i véi cac thuc chdng loan than khéc hay & cac nhém bénh
nhan khac.

Nguy co x&y ra bién c§ trén mach méu nao cao hon déng k& & nhilng bénh nhan
sa slit trf tué dang hdn hop hay do nguyén nhan mach méu khi so véi bénh nhan
bj sa st tri tué do bénh Alzheimer. Do d6, cac bénh nhén sa sat tri tué khdng
phai do bénh Alzheimer khong nén ding risperidone..

Bac s7 cdn dénh gia nguy cd va Igi ich khi diing risperidone cho bénh nhan cao |
tudi bj sa sat trf tus, déng thai tién lugng nguy co dot quy cho tiing bénh nhan.
Bénh nhan/ngudi chdm s6éc bénh nhan phai luu y thong béo ngay cac dau higu
Va triéu chifng ciia cac bién c& bét igi trén mach mau ndo cé thé xay ra nhu 4t
ngot suy y&u, t& ma, tay hodic chan, nhin khé hoac noi khé. Can xem xét ngay
dén moi phudng &n diéu trf, bao gém ¢4 viéc ngung risperidone.

Chi nén diing risperidone cho diéu trj ngén han chiing gay h&n kéo dai & bénh
nhén sa sit trf tug vita d&n ndng do bénh Alzheimer d& b sung cho c4c bién
phép khong diing thudc khi cac bign phap nay khong hidu qua hay chl c6 higu
qua gidi han va khi c6 nguy cd bénh nhan tif 04y hai cho minh hay cho ngui
khac. af:én tai dénh gia bénh nhan thudng xuyén va tai danh gia nhu cAu didu tri
kéo dai.

Ha huyét 4p tu thé diing

Do hoat tinh chen alpha ciia risperidone, ha huyét 4p (tu thé diing) c6 thé XAy ra,
nhét 12 trong giai doan ddu didu chinh liéu. Ha huyét 4p déng k& trén lam sang
da dugc ghi nhan khi diing d8ng thi risperidone vdi thusc diéu trj ting huyét ap.
Cén than trong khi dung risperidone cho nhiing ngudi c6 bénh tim mach (nhu suy
tim, nhdi mau co tim, réi loan din truyén, m&t nudc, gidm thé tich mau, hosc bénh
mach méu nao), va liéu dung nén dugc diéu chinh t tir (xem myc Lidu dung,
céch ding). Néu ha huyét &p xdy ra, nén xem xét gidm liéu risperidone.

Gidm bach cdu, gidm bach céu trung tinh va mat bach cdu hat

Céc bién c6 gidm bach cdu, gidm bach cdu trung tinh va mat bach cdu hat da
dugc bao cdo khi diing thudc chéng loan thén, bao gém ca risperidone. Mat bach
céu hat rét higm xy ra (<1/10.000 bénh nhan) da dugc ghi nhan.

Bénh nhan c6 tién st gidm bach cAu dang ké trén lam sang hosic diing c4c thudc

gay gidm bach cAu/gidm bach cAu trung tinh c4n dugc theo di trong vai thang

% it Rt
Suy thén va suy gan

& bénh nhan suy than, kha nang thai trif thanh phén thudc cé hoat tinh chdng
loan thén kém han ngudi I6n ¢ chifc nang than binh thudng.

O bénh nhan suy gan, c6 sy gia ting néng dé trong huyét tudng ciia risperidone
& dang ty do (xem muc Liéu dang, cach dung).

Huyét khi tinh mach (VTE: Venous thromboembolism)

Céc trudng hop huyét khdi tinh mach da dugc bao céo khi sif dung thudc chéng loan
thén. Vi b&nh nhan diéu trj v6i thuSc chdng loan thén thudng c6 cAc y&u t6 nguy co
méc phai VTE, nén tét ¢ céc yéu 16 nguy cd nay phéi dugc phat hién trudc va trong
qué trinh digu tri vdi risperidone va thyc hién cc bién phép phong nglfa.

Hi chiing mém méng mét trong phéu thugt (IFIS: Intracperative Floppy Iris
Syndrome)

)
Hi chiing mém mGng mét trong phau thuat da dugc quan sat th&y khi phiu thuat
dyc thily tinh thé 8 bénh nhan dugc didu trj véi thudc cé tic dung d6i van a-
adrenergic, bao gém risperidone (xem muc T4c dyng khéng mong muén cia

thudkc)

IFIS 5 thé Iam tiing nguy cd bién chiing vé mAt trong va sau khi phéu thuat. Viéc
dung thubc cé tac dung d6i van a,-adrenergic hién tai hodc trudc day can dugc
théng bao cho bac siphau thuat nhan khoa trudc khi phAu thuat. Lgi ich tiém tang
clia viée ngung didu tri thuc chen thy thé a, trude khi phau thuét dyc thiy tinh
thé chua thé xAc dinh va nén can nhic gita Igi ich so véi nguy cd khi ngung diéu
tri thuBc chéng loan than,

Tré em

Trudc khi chidinh risperidone trong r&i loan hanh vi § tré em hay tr8 vj thanh nién
thi nhiing bénh nhan nay cén duoc danh gid ddy dli cac nguyén nhan thyc thé
hay x& hoi d&n dén hanh vi g2y han nhu sy dau ddn hay nhu cAu vé méi trusng
khéng tudng thich.

Cén theo dai chit ché téc dung an thén cla risperidone & nhém bénh nhan nay
Vi c6 thé ¢ nhiing &nh huding Ién kha nang hoc t4p. Su thay di trong giai doan
dung risperidone cé thé cai thign tac dyng an than 18n kha nang tap trung ciia tré
em va tré vj thanh nién.

Risperidone lam tang c&n nang trung binh va chi s6 khdi lugng cd thé (BMI). Nén
xdc dinh can ning tiéu chudn trudc khi diéu trj va theo doi cn niing du dan. Céc
thay d8i vé chiéu cao trong nhiing nghién ctiu mé rong dai han déu nm trong
chudn dy kién cho tifng tudi. Anh hudng clia vic diéu trj kéo dai risperidone 1én
sy phat trién giGi tinh va chiéu cao chua dugc nghién cdu ddy dii.

Do kha nang &nh hudng clia chiing téng prolactin mau kéo dai 1én s trudng
hanh va phét trién gidi tinh & tré em va tré vj thanh nién, cAn xem xét danh gia
frén [am sang thudng xuyén tinh trang noi tiét, bao gém do chiu cao, can nang,

phat irign gidi tinh, theo dbi chu ky kinh nguyét va cac Anh hudng khéc lién quan
@&n prolactin c6 thé xay ra.

Trong qua trinh diéu tri vdi risperidone, nén kiém tra thudng xuyén dé phat hién
Cac éu chiing ngoai thap va cac rdi loan clf dong khac.

Té duge

Thanh phin 12 dugc c6 chifa lactose. Ngusi bénh cé cac van 8 vé di truyén
hi€m g2p nhu khng dung nap galactose, thidu hyt Lapp lactase hoc kém hap
thu glucose-galactose khong nén diing thudc nay.

SU DUNG THUGC CHO PHY NIf CO THAI VA CHO CON BU

Phuy ni c6 thai

Khong c6 di liéu ddy dii vé viéc sif dung risperidone cho phu nif c6 thai.
Risperidone khong gay qudi thai trong cac nghién cifu trén ddng vat nhung cac
doetinh sinh s&n khac da dugc tim thay. Nguy cd tiém &n & ngudi chua biét ra.
Tré s0°sinh phoi nhiém voi cac thudc chdng loan thdn (bao gém risperidone)
frong ba thang cudi clia thai ky c6 nguy cd xay ra céc phan dng c6 hai gém cac
triéu chiing ngoai thap va/hoac héi chiing cai thudc véi mic do ning va thai gian
kéo dai thay d8i sau kni sinh. DA c5 cac béo céo vé kich déng, tang trudng lyc,
giam trudng Ic, run, ngé ga, suy b hap hay r8i loan &n udng. Do d6, tré sd sinh
cén dugc theo dbi cdn than.

Khong dung risperidone khi ¢4 thai trif khi thyc sy cén thiét. Néu cdn phai ngung
thudc khi ¢6 thai, khong dude ngung thubc dot ngot.

Phu ni cho con bu

Trong cac nghién cifu trén ddng vat, risperidone va 9-hydroxy-risperidone dugc
i€t vao sita me. Risperi véa 9-hydroxy-risperit ciing dugc cho la tiét vao
slia nguai vdi Iugng nhé. Chua cé cac dif liu v8 phan dng co hai xay ra & tré bl
sita me. Do d6, c4n can nhic Igi ich khi cho tré b sifa me véi nguy co c6 thé xay
ra cho tré.

ANH HUGNG CUA THUGC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Risperidone &nh hung nhe hoic trung binh I8n kha nang I&i xe va van hanh may
mée do ¢6 thé &nh hudng Ién hé thén kinh va thi gidc (xem muc Tdc dung khéng
mong mudn). Do dé, bénh nhan khong nén I4i xe hay van hanh may méc cho dén
khi bigt r6 ban than o6 bj &nh huéng béi thudc hay khéng.

TUONG TAC, TUONG KY CUA THUGC

Tuong tac clia thudc

Tuong téc duge lyc hoc

Thude géy kéo dai khoang QT

Ciing nhu céc thudc chdng loan thin khac, nén than trong khi chi dinh
risperidone cling vdi céc thudc gy kéo dai khodng QT khac, nhu cic thusc
chéng loan nhip inidi inami
amiodarone, sotalol), thudc chang trdm c&m ba véng (amitriptyline), thudc chéng
trdm cim bén vang ling), thuBc khéng histamine, thudc chdng loan than
khac, thuc tri st rét (quinine va mefloquine), cac thudc lam mét can bang dién
gidi (gidm kali, magne mau), lam cham nhip tim hay cac thudc dc ché sy chuyén
héa risperidone & gan.

Thu téc déng Ién thén hé kinh trung Uong (TKTW) va rugu

Cén than trong khi dung risperidone chung véi cac thudc tac dong 1én hé TKTW,
dac biét [ rugu, thudc gay nghién, thudc khang histamine va benzodiazepine do
nguy cd tang tac dung an than.

Levodopa va thuéc khang thy thé dopamine
Risperidone c6 thé d8i khang tac dong clia levodopa va céc chét chii van
dopamine khéc. N&u cn phai diing phsi hgp, d4c biét 1a vao giai doan cudi clia
bénh Parkinson, nén diing mai thusc vdi liéu th&p nhat c6 hiéu qua.

Thudc ha huyét 4p

Ha huyét &p déng ké trén lam sang d2 dugc quan sét thdy khi diing déng thasi
risperidone vdi cac thudc diéu tri ting huyét 4p.

Paliperidone

Khong khuyén c4o diing d8ng thai risperidone dudng udng véi paliperidone do
paliperidone la chat chuyén héa cb hoat tinh cia risperidone va khi k&t hgp c6
thé dan dén téing phoi nhidm vai chat c6 hoat tinh chéng loan than.

Tuong téc duge dong hoc

Thifc &n khong &nh hudng dén su hdp thu clia risperidone.

Risperidone dugc chuyén héa chii yéu qua CYP2D6, va mot phdn nhd qua
CYP3D4. Ca risperidone va cht chuyén héa cé hoat tinh 9-hydroxy-risperidone
éu I chét nén clia P-glycoprotein (P-gp). C4c chét lam thay d6i hoat dong ciia
CYP2D6, hoac chat e ché manh CYP3D4 va/hoic hoat tinh clia P-gp c6 thé
&nh hudng d@én duge ddng hoc phdn c6 hoat tinh chéng loan thdn cla
risperidone.

Chat dc ché manh CYP2D6

Diing déng thdi risperidone vai cac chat tc ché manh CYP2D6 c6 thé lam tang
néng do trong huyét tuong clia risperidone, nhung ft &nh hung trén phan thudc
6 hoat tinh chéng loan thén. Liéu cao clia c4c chét tic ché manh CYP2D6 c6 thé
lam tang ndng @& phdn c6 hoat tinh chdng loan thdn ctia risperidone (nhu
paroxetine). Chét tic ché manh CYP2D6 khac nhu quinidine ciing 4nh huéng dén
néng do risperidone trong huyét tuong theo cach tuong ty. Khi diing déng thai
paroxetine, quinidine ho#c chét tc ché manh CYP2D6 khac, dic biét 1a & liu
cao, luc bat ddu hoic ngung didu tri, nén danh gia lai lidu cia risperidone.

Chét Uc ché CYP3A4 va/hodc P-gp

Dung déng thi risperidone vdi chat tc ché manh CYP3A4 varhoic P-gp c6 thé
1am téng ndng do trong huyét tudng phan c6 hoat tinh chéng loan thdn clia
risperidone. Nén danh gid lai liu cia risperidone khi diing déng thai itraconazole
hoéc chét tc ché manh CYP3A4 va/hodc P-gp khi bét dAu hodc ngung sit dyng.
Chat cadm ung CYP3A4 va/hodc P-ap
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Diing déng thdi risperidone véi chét cdm ting manh CYP3A4 va/hodc P-gp cb thé
lam gidm ndng d trong huyét tudng phén cé hoat tinh chdng loan thén cla
risperidone. Nén dénh gid lai liéu cla risperidone néu ding ddng thdi
carbamazepine hodc chét cam ting CYP3A4 va/hodc P-gp khi bét ddu hoic
ngung diéu tri.

Thuée lién két manh véi protein

Diing chung risperidone vdi céc thudc lién k&t manh véi protein, khéng thdy c6
sy thay thé 1&n nhau déng k& v8 mat lam sang clia bat cif thude nao & protein
huyét tuong.

Khi sl dung d8ng thdi, nén xem xét thdng tin vé& qua trinh chuyén héa va c6 thé
diéu chinh liéu néu cén.

Anh hudng ciia céc thuée khéc Ién duge dong hoc cia risperidone

Khéng sinh

- Erythromycine (chét trc ché trung binh CYP3A4 va tic ché P-gp) khdng Iam thay
ddi dugc ddng hoc clia risperidone va chét c6 hoat tinh chdng loan thén.

- Rifampicin (ch&t Uc ché manh CYP3A4 va P-gp) lam giam n8ag 49 frong huyét
tuang clia chét cé hoat tinh chéng loan thén.

Thubc khéng cholinesterase

Donepezil va galantamine (hal chét chuyén héa qua CYP2D6 va CYP3D4) dugc
cho 1 khong anh huéng vé mat iam sang dugc dong hoc clia risperidone va chét
c6 hoat tinh chéng loan thén.

Thu6c chdng ddng kinh

- Carbamazepine (chét cam (ing CYP3A4 va P-gp) lam gidm ndng dé trong huyét
tuong phén cé hoat tinh chéng loan thdn clia risperidone. Tudng ty d6i véi
phenytoin va phenobarbital 14 2 ch&t cdm ting CYP3A4 va P-gp.

- Topiramate I& chét dién hinh lam gidm sinh kh& dung clia risperidone, nhung
khéng &nh hudng dén phén c6 hoat tinh chéng loan thén. VI th tuong tac nay
khong déng ké vé mat lam sang.

Thubc khéng ném

- Iltraconazole (chét (¢ ché& manh CYP3A4 va P-gp) & B2u 200 mg/ngay lam tang
néng do trong huyét tudng cla phén cé hoat tinh chéng loan than khoang 70%
khi li8u clia risperidone tif 2-8 mg/ngay.

- Ketoconazole (chét tc ché manh CYP3A4 va P-gp) & liéu 200 mg/ngay lam
t2ng ndng 6 trong huyét tudng clia risperidone va gidm ndng dd trong huyét

cla
Thuéc chéng loan thdn
Phenothiazine ¢6 thé lam tang néng do huyét tudng clia risperidone nhung khang
1am t&ng phén c6 hoat tinh chéng loan than.

Thubc khang virus
Céc chét tc ché protease: Khdng ¢ nghién cliu nao; tuy nhién vi ritonavir i cht
Uc ché manh CYP3A4 va 1a chét tc ché y&u CYP2D6 nén cac chét dec ché
ritonavir va ritonavir-boosted protease cé thé 1am téng néng do phén cé hoat tinh
chdng loan thén ctia risperidone.

Thuc chen beta
Mot vai thuc chen beta c6 thé 1am tang néng do huyét tuong ciia risperidens
nhung khéng tang ndng dd phén chét c6 hoat tinh chéng loan $hén ciz
risperidone.

Thuc de ché kénh calcl
Verapamil (chét tic ché trung binh CYP3A4 va tic ché P-gp) 12m tang néng 83
huyét tudng clia risperidone va phén chét c6 hoat tinh chéng loan thén.

Thué tc dyng trén tiéu héa
Céc chét khang thy thé H,: Cimetidine va ranitidine 12 2 ch&t (c ché yéu CYP2D8-
va CYP3A4, lam téng sinh kha dyng clia risperidone va téc dong khong dang ké
& phén chét c6 hoat tinh chdng loan thén.
SSRI va thubc chéng trdm cam 3 vong
- Fluoxetine (chét dc ché manh CYP2D6) 1am tang ndng do huyét tuong clia
risperidone nhung it hon d6i véi phén cé hoat tinh chéng loan thén,
- Paroxetine (chét dc ché manh CYP2D$) lam tang néng d§ huyét tuong clia
risperidone, nhung & liéu d&n 20 mg/ngay anh hudng It hon d8i véi phén co hoat
tinh chéng loan thén. Tuy nhién, liéu paroxetine cao hon c6 thé 1am tang néng d6
clia phén c6 hoat tinh chdng loan thén cla risperidone.
- ThuBc chéng trdm cam 3 véng cé thé Iam t&ng ndng d¢ risperidone nhung khéng
lam tang néng do phén c6 hoat tinh chdng loan thén. Amitriptyline khong &nh
hung t6i duge dong hoc clia risperidone hoéc phén ¢é hoat tinh chéng loan thén.
- Sertraline (chét Uc ché y8u CYP2D6) va fluvoxamine (chdt ic ché yéu
CYP3A4) & liéu 100 mg/ngay 1am thay déi dang ké trén lam sang néng d6 clia
phén c6 hoat tinh chdng loan thén clia risperidone. Tuy nhién, liéu cao han 100
mg/ngay clia sertraline ho#c fluvoxamine c6 thé lam tang ndng 6 cia phdn c6
hoat tinh chéng loan thén ciia risperidone.
Anh huéng cua risperidone Ién dugc déng hoc ciia céc thubc khic

Thubc chéng déng kinh

Risperidone khong &nh hudng vé mat Iam sang déi véi duge ddng hoc clia
valproate ho#c topiramate.

Thubc chéng loan thin
Aripiprazole (ch&t nén clia CYP2D6 va CYP3A4): Risperidone dang vién nén
hodic dang tiém khong &nh hudng 16i duge ddng hoc clia aripiprazole va chat
chuyén héa c6 hoat tinh clia n6 Ia dehydroaripiprazole.
Digitalis glycoside
Risperidone khéng anh hudng v8 mat Iam sang Ién dugc déng hoc cla digoxin.
Thubc g tiéu
Furosemide: Xem muc Cédnh bdo va than trong khi ding thudc v& t 1 tlt vong
t&ng & bénh nhan I6n tudi bi sa sit tri tud khi dung déng thai véi thudc Il tidu.
Tuong ky ctia thuc
Do khéng ¢é cac nghién ciu vé tinh tuong ky clia thude, khdng tron I&n thudc nay
v6i cac thude khac.
TAC DUNG KHONG MONG MUGN CUA THUSC (ADR)

Théng béo ngay cho bac si hodc dugc si néu xdy ra céc téc dyng khéng mong
muén sau:
It gap (c6 thé anh hubng dén 1/100 ngusi)
- Sa sut trf tué va dot nhién thay d6i trang thai tinh thén, suy y&u, 18 mat, té tay
ho#ic chan, nhét 1& chi mét bén, néi &p, db chi xay trong thdi gian ngén,
- Loan van déng mudn (co giat hodc cif dong giat khdng kiém sodt trén mat, IuGi
hoc céc by phan khac clia cd thé). Thong béo ngay cho bac s7 néu xay ra céc
clf ddng khéng ty ¥ clia 1uBi, miéng v& m&t. Béc s c6 thé cho ngung sl dung
risperidone néu can.
Hiém gap (c6 thé &nh hudng dén 1/1000 ngudi)
- Huyét khdi tinh mach, déc biét & chan (gdm céc triéu chitng sung, dau va dé &
chan), tif cac mach mau dén phdi gay dau nguc va khé thd. N&u xay ra c4c tridu
chiing nay cdn nhanh chéng d8n ngay cd s& y t6.
- 861, co ciing cd, d6 mé hdi hodc gidm y thitc (h6i chiing NMS). Ngusi bénh cAn
dugc didu tri y t& ngay.
- Cuong clng hodc cudng dau duong vat kéo dai & nam giéi va cdn dugc didu trj

(b): Trong céc thi¥ nghiém ¢6 dbi chiing gid dugc, déi thdo dudng dugc béo céo Ia
0,18% & nhém diu tri bAng risperidone so vdi 11 16 0,11% & nhém ding gid dugc.
77 16 chung tir 14t c& céc nghién cdu IAm sang Ia 43% & nhom didu trj bdng _

risperidone.
(c): Khong théy trong cdc nghién cdu nhung duge ghi nhén sau khi dua thudc ra thi
truong.

ng.
(d): Réi loan ngoai thép cd thé xAy ra: Hi chung Parkinson (tang tiét nudc bot,
cing cd xuong, hoi chiing Parkinson, chay nudc bot, cung cd kiéu bénh xe rang
cua, van dgng chdm, gidm chilc nang van dong, mét cing do, cang cd, mat van
dgng, ciing géy, cung ¢o, déng di Parkinson va r6i loan phan xa tran-mi, run kiéu
Parkinson khi nghl ngai), chung ding ngdi khéng yén (b8n chén khong yén, tang
ddng va hoi chung chan khdng nghl), run, logn vén déng (loan van déng, vén cd,
mda gigt mua von va rung gidt co), loan triong liyc co. Loan trugng lifc co bao
gm loan truong Iife eg, tang truong Iy ¢d, treo cb, co cd khéng ty chi, co cuing
co, co mi mét, van nhan, liét lGi, co co mat, co thit thanh quén, co udn cong
ngudi,.co thét hdu hang, co cling mdt bén, co thét IUGi va cing ham. Luy § dng
céc trigu'ching duge phén b6 rong hon, khdng nhét thiét xuat phat tr hoi chiing
ngoai thap. Mét ngl bao gém mét ngd d4u gidc, gida gidc. Co gt bao gém con
dgng kinh I6n. R61 logn kinh nguygt bao gdm kinh nguyét khdng déu, #t kinh. Phu
bao gém phil ton than, phi ngoai bién, phu &n I6m.
Paliperidone 1& ch&t chuyén héa cé hoat tinh clia risperidone. Vi vay, téc dung
khong mong mudn clia nhiing thudc nay (bao gém ca dang udng va dang tiém)
c6 lién quan vdinhau. Ngoai nhitng tde dung khdng mong mudn néu trén, nhitng
téc dung khdng mong mudn dugc liét k& sau day da dugc ghi nhan khi sif dung
paliperidone va dugc cho c6 thé s& xay ra véi risperidone.
R6i loan tim mach
Hoi chifng nhip tim nhanh tu thé ditng
Phan loai phan ting: Cing nhu thudc chéng loan thdn khéc, c6 rét hiém trudng
hgp kéo dai khodng QT da dugc béo céo khi diéu trj véi risperidone. Da c6 béo
céo x&y ra cac phan Ung lién quan trén tim mach véi cac thusc chdng loan thdn
gay kéo dai khoang QT bao gém loan nhip th&t, rung that, nhip nhanh that, dot ti,
nguing tim va xoén dinh.
Thuyén tc huyét khi tinh mach
Céc trusng hgp thuyén thc huy&tkhaifinh mach, k& ca thuyén tic phdi va huyst
kh&i finh mach sau, da dugc béo céo v6i cac thuSc chdng loan thén (t&n sust
khéng rd).
Tang cén
TI 1é vé tang can = 7% trong ligng co thé khi so sénh gila risperidone va gid
dugc ¢€ diéu tr tam thén phan liét & bdnh nhan ngudi I6n trong céc thif nghiém
I&m sang c6 d6i chiing gi& dugc kéo dai 6 - 8 tudn cho théy ty 18 tang c6 y nghia
thdng k& v& cén n&ng & nhém dung risperidone (18%) so v6i nhém ding gi&
duge (9%). Trong céc thif nghiém 1am sang c6 d8i chiing gid dugc trong 3 tuéin &
bénh nhan ngudi I6n diéu tri hung cam cAp tinh, tj 16 tAng can = 7% & cudi giai
dozn nghign clfu khi so sénh nhém ding risperidone (2,5%) v6i nhém dung gia
duoc (2,4%) va 1116 ndy hoi cao hon & nhém di chiing diing thube ¢é hoat tinh
(35%).
Trong cac nghién clu dai han & tré em va tré vj thanh nién c6 r6i loan hanh vi,
mic t&ng can trung binh i 7,3 kg sau 12 théng diéu tri. Téng can trung binh dy
Ki€n & tr em 1 5 - 12 tudi 12 3 - 5 kg mi nam. O trd tif 12 aén 16 tui, mic tang
©&n 3 - 5 kg m3i n&m dudc duy tri & trd em gai, trong khi tré em tral ting khodng
5 kg m&i nam.

6 igt: — - - ~
Téc dung khéng mong muBn da dugc béo céo vdi ty 18 cao hon & nhiing bénh
nhén I16n tudi sa st trf tué hoc & tré em so vdi nhém dan s6 ngudi I6n duge md
14 dudi day:
+Bénh nhan I6n tu bj sa sut trf tué: Thi€u méu thoéng qua va tai bién mach mau
ndo da dugc bao cdo trong cac thir nghiém 1&m sang véi tén s8 tuong tng 1a
1,4% va 1,5% & nhiing bénh nhén 16 tudi bi sa sit tri tué. Ngoai ra, cdc ADR sau
@y dugc bao céo vdi tén suft > 5% & nhiing bénh nhan I6n tui bj sa sut trf tué
va gép it nh&t 2 I&n tan su&t ghi nhan trong nhém dan s& ngudi I6n khéc: Nhidm
triing dudng tiét niéu, phi ngoai bién, Io md va ho.
+ Tré em: N6i chung, cac tac dyng khéng mong muén & tré em tudng tu nhu &
ngudi I6n. Nhilng ADR sau dy dugc béo céo vGi tn sudt > 5% & bénh nhan tré
em (5 - 17 tudi) va gép It nh4t 2 14n tAn suéit ghi nhan trong céc thil nghiém lam
sang & ngudi I6n: Budn ngli/an thdn, mét mdi, nhic dAu, ting cAm gidc ngon
miéng, non, nhidm tring dudng hd h&p trén, nghet mii, dau byung, chéng mat,
ho, s6t, run, tiéu chay va tiéu ddm. Tac dong clia viéc diéu tri risperidone dai han
trén sy phat trién giéi tinh va chidu cao chua dugc nghién ctu dy dli (xem muc
Canh béo va thén trong khi ding thudc).
Hudng dén céch xif tri ADR
Né&u thdy nd: ching 4c tinh do thudc an thén kinh, mot phic hgp tridu ching cé
thé gay 1l vong vl nhilng bi€u hién dic trung 1a gidm trudng Iyc co, gidm ¥ thic,
81, huy&t &p khong 8n dinh, myoglobin huyét xay ra, c4n ngifng thubc ngay va
didu tri voi dantrolene hoic bromocpriptin.
N6u ngusi b&nh cin @éu I vi thudc chéng loan thén sau khi khdi hoi chiing dc
tinh do thudc an $an kinh, phai xem xét cdn than viéc dung lai thubc. Phai theo
d6i cén than, vi hdi chiing nay c6 thé téi phat. Khong c6 liéu phéap d6i véi van
dbng mudn, cb thé xdy ra & ngudi bénh didu tri véi thuBe chdng loan than, mic
dll hdi chiing nay o6 thé thuyén gidm mot phén ho&c hoan toan néu ngiing diing
thudc. Néu dau higu va triéu chiing cia loan van dong mudn xuét hién & ngudi
bénh diéu tri v6i risperidone cén ngling thudc. Tuy vay, mét s6 ngudi bénh van
6 thé c4n didu trj véi risperidone, mac dii ¢6 hdi chiing nay.
QUA LIEU VA CACH XU TRI
Triéu chiing
Néi.chung, céc ddu higu va tridu chitng dugc bédo céo 1 do sy tAng qué muc cac
tac dung dugc Iy da dugc biét cla risperidone. Nhiing triéu chiing nay bao gém
budn ngl, an thén, nhip tim nhanh, tut huyét &p, céc trigu chiing ngoai thép,
khoang QT kéo dai va co giat. Trigu ching xoén dinh da dugc béo cdo trong
truding hop cling bj qué li8u vdi risperidone va paroxetine.
Trong trudng hop qué liéu cép tinh, phai xem xét dén kha nang c6 lién quan dén
nhiéu loai thude.
Céch xif tri
Thiét Iap va duy trl thong khi a8 bao d&m cung cép oxy ddy dil. Chl xem xét rifa
da day (sau khi d&t 8ng khi quén néu bénh nhan bt tinh) va diing than hoat tihh
cing véi mdt thuSc nhuén trudng khi viéc udng thudc xay ra ft hon mét gid trude
6. Phai b4t dAu theo doi tim mach ngay Iap tiic va phai theo ddl lién tyc dién tam
a6 dé phat hién loan nhip c6 thé xay ra.
Khdng c6 thudc gidi doc dic hidu véi risperidone. Do d6 c4n 4p dung céc bién
phép hd trg thich hop. Didu trj ha huyét &p va suy tuéin hoan bing céc bién phép
thich hop nhut truyén dich tinh mach va/hoac diing thuc kich thich thén kinh giao
cam. Néu c6 tridu chiing ngoai thap néng, dung thudc khang cholinergic. Gidm
sét va theo di chat ché cho d&n khi b&nh nhan héi phuc.




TAC DYNG KHONG MONG MUON CUA THUOC (ADR)

Théng béo ngay cho béc st hodc duge sTnéu xéy ra céc tac dyng khong mong
mubn sau:

It gap (c6 thé énh hubng dén 1/100 nguoi)

- Sa st trf 1ué va dot nhién thay ddi trang théi tinh thén, suy yéu, té mét, 16 tay
hodic chan, nhét 14 chl mot bén, n6i lp, du chi xdy trong thdi gian ngén.

- Loan van dong muén (co giét hodic cif dong giat khong kiém soat trén mét, IuBi
ho#c céc bd phan khac clia cd thé). Theng béo ngay cho béc st néu xay ra cac
clt ddng khdng ty ¥ clia Iudi, miéng va mat. Béac sTco thé cho ngung st dyung
risperidone néu cén. |
Hiém gép (c6 thé &nh hudng dén 1/1000 nguoi)

- Huyét khéi tinh mach, déc biét 8 chan (g6m céc triu chiing sung, dau va 63 |
chan), tif céc mach méu d&n phdi gay dau ngyc va khé thd. Néu x2y ra cac iniéu
chting ndy c4n nhanh chéng dén ngay ¢a s8 y t8.

- 86t, co cling cd, a6 mé hdi hozc giam y thitc (hoi chting NMS). Ngudi bénh cén
dugc diéu trj y t& ngay.

- Cudng cting hodc cuong dau dudng vat kéo dai & nam gidi va cAn dugc didu trj

_y6.ngay— ¢
- Phan ting dj Ung nghiém trong dac trung bdi s6t, sung mat, migng, moVILGi, thd
ngén, nglfa, phat ban hodc tyt huyét &p.
Tém tét céc ADR
Céc ADR thuding xdy ra nhét (fi 1& >10%) 1a h¢i ching Parkinson, an th&n/budn
ngil, nhifc d4u va mét ngd.
Céc ADR xay ra phy thudc li8u g8m hoi chiing Parkinson va ching ding ngdi
khong yén.
R4t thudng gép (ADR = 1/10)
Tam than: MAt ngl,
Hé than kinh: An than/budn ngis, hdi chiing Parkinson?, nhic ddu.
Thueng gap (1/100 < ADR < 1/10)
Nhi&m triing va nhidm k§ sinh tring: Viem phéi, viém phé quén, nhiém tring
dudng ho hé&p trén, viém xoang, nhidm triing dudng tiu, nhiém tring tal, cim.
Nbi tiét: Tang prolactin mau®,
Chuyén héa va dinh dung: Tang can, thém &n, chén an.
Tam thén: R loan gi&c ngd, kich dong, trdm cam, lo &u.
H8 than kinh: Chiing dding ngdi khong yén, loan trudng ljc ca%, chéng mat, loan
vén dong®, run.
Mét: Nhin mg, viém két mac.
Tim: Nhip tim nhanh.
Mach mau: Tang huyét &p.
Ho hép, 18ng nguc va trung that: Kho thd, dau hong-thanh quén, ho, chy méu
cam, sung huyét mi.
Tiéu héa: Dau byng, khé chiu & bung, nén, budn ndn, to bén, tiéu chay, khé tiéu,
khd miéng, dau rang.
Da va md dusi da: Phat ban, ban 6.
Cd xudng va md lién két: Co cd, dau cd xuong, dau lung, dau khdp.
Thén va tiét nigu: Tiéu khong tu chi.
Khac: Phi?, sét, dau ngyc, suy nhuge, mét méi, dau nhdc.
Chén thuong, ngd dc va tai bién trong phau thuét: Té nga.
It gap (1/1.000 < ADR < 1/100)
Nhiém triing va nhidm ky sinh triing: Nhi&m tring hd hép, viém bang quang,
nhi&m triing mét, viém amidan, n&m mong, viém mé 1§ bao tai chd, nhiém virus,
viém da déu chi,
Mau va hé bach huyét: Gidm bach céu frung tinh.
thi6u mAu, gidm hematocrit, ting bach cdu 4i toan.
Hé mi&n dich: Phan dng qué man.
Chuyén héa va dinh dudng: D4i thédo duding®, tang dudng huy8t, khat nhiéu, syt
cAn, chan &n, ting cholesterol mau.
Tam thén: Hung cam, 1t I&n, gidm ham mudn tinh dye, cang thing, 4c mdng.
Ha than kinh: Loan van dong mudn, thi§u mau nao cuc b, khdng phan Ung véi
Kich thich, m&t y thitc, gidm ¥ thifc, co gia, ngét, tang tam thé&n van 6dng, r6i
loan thang b&ng, ri loan phéi hdp, chéng mat tu thé, réi loan tap trung, loan van
ngbn, loan vi gidc, gidm cam giac, dj cam.
MA&t: S¢ 4nh séng, kho mat, ting chay nudc mat, sung huy&t mat.
Tai va 6c tai: Chong mat, U tai, dau tai.
Tim: Rung nhi, block nhf thét, r6i loan d&n truyén, khoang QT kéo dai, nhip tim
cham, dién tam d8 bét thudng, danh tréng ngyc.
Mach mau: Ha huy8t ap, ha huyét 4p tu thé, db bung.
Ho hép, 18ng ngyc va trung th&t: Viem phéi hit, sung huyét phdi, sung huyét
duding ho hép, phéi c6 tiéng ran, thd kho khe, khd phat &m, 181 loan hé hép.
Tidu héa: DI tidu khong ty chil, u phan, viém da day-rudt, khé nust, ddy hai.
Da va md dudi da: May day, ngifa, ryng t6c, day sung, cham, kho da, da bj nhat
mau, myn tring c4, viém da tiét ba, r8i loan trén da, 18n thuong da.
Co xudng va mé lién két: Tang creatine phosphokinase mau, tu thé bét thudng,
cling khdp, sung khdp, yéu ca, dau c8.
Than va tiét nidu: Tiéu gat, bf tidu, tidu kno.
Ha sinh san: R6i loan cudng dudng, rdi loan xudt tinh, vo kinh, r8i loan kinh
nguy8t, vii to & nam giéi, tang tiét sita, réi loan finh duc, dau v, khé chiu & va,
téng tiét dich &m dao.
Khéc: Phit mat, 6n lanh, ting than nhiét, dang di bat thudng,
nguic, cam giéc bét thudng, khé chiu.
Gan mét: Tang transaminase, ting gamma giutamyl transferase, tang enzyme gan.
Chén thuong, ngd doc va tai bign trong phéu thuzt: Bau do phau thuat.
Hiém gap (1/10.000 < ADR < 1/1.000)
Nhidm triing va nhi8m Ky sinh triing: Nhiém tring
Méu va hé bach huyét: M&t bach cAu hate.
Hé mién dich: Phan Ung phan vé°.
N tiét: Hoi chiing tiét hormone chéng bai niéu khdng thich hap, xuét hign dusng
trong nudc tiéu.
Chuyén héa va dinh dudng: Nhiém doc & nuécs, tyt dudng huy8t, tang insulin
mau, téng triglyceride mau.
Tam than: M&t cam xic, gidm cyc khodi.
Ha than Kinh: Hoi chiing NMS, rdi loan mach mau nao, hén mé do dai thao
dudng, ddu chodng véng.
M&t: Glaucom, r8i loan diéu ti§t m&t, ddo mAt, ciing mi mét, hdi ching mém
méng mét (trong phau thuat).
Tim: Loan nhip xoang.
Mach méu: Thuyén téc phéi, huyét kh6i finh mach.
Ho hép, Iéng nguc va trung tht: Hoi chiing ngung thd khi ngl, hd gdp.
Tidu héa: Viém tyy, tic rudt, sung Iudi, viem moi.
Da va mé dudi da: Ni ban do thudc, gau.
C0 xudng va mb lién két: Tidu cd van.
Thai ky, hau s&n va tré sa sinh: Hoi ching cai thuSc 8 tré sd sinh.
Hg sinh san: Cudng duong®, trd kinh, U mau & vd, vi to, tist dich & vi.
Khac: Ha than nhiét, lanh céc chi, hi ching cai thudcs.
Gan mét: Vang da,
R4t hiém gap (ADR < 1/10.000)
Chuyén héa va dinh dudng: Nhiém toan ceton do déi thédo dudng.
Tiéu hoa: Téc rudt.
Da va md dudi da: Phi: mach
(a): Trong mot s6 truding hgp c6 thé dln dén chung vi to & nam gidi, 16i loan kinh
nguyét, v kinh, khong rung tring, ang 1iét sda, 16 loan sinh s&n, gi&m ham mudn

khét, khé chju &

. gidm bach cAu, gidm tiu cdu, |

tinh dyc, r6i loan cuong dudng.

tac dyng dugc ly da dugc biet cua risperiaone. INUng trigu Chtiig niay Lau geitt

buén ngdi, an thén, nhip tim nhanh, tyt huyét 4p, céc trigu chiing ngoal thép,

khodng QT kéo dai va co giat. Tridu chiing xoén dinh da dugc béo cdo trong

trudng hop cling bi qué liéu véi risperidone va paroxetine.

Trong trudng hop qua liéu c&p tinh, phii xem xét d&n kha néing c6 lién quan dén

nhidu loai thudc.

Céch xif tri

Thit I4p va duy trl thong khi dé bdo dam cung c&p oxy ddy di. Chl xem xét rlia

da day (sau khi dat 6ng khf quan néu bénh nhan bét tinh) va diing than hoat tinh

cling véi mot thubc nhuén trudng khi viéc udng thudc xay ra it hon mdt gid trude

d6. Phai bit d4u theo ddi tim mach ngay Ip tic va phai theo dai lién tyc dién tam

a8 a8 phét hién loan nhip c6 thé xay ra.

Khong cé thudc gidi doc dic hidu véi risperidone. Do 66 cén 4p dung céc bién

phap hd trg thich hgp. Didu tri ha huyst 4p va suy tuén hoan biing c4c bién phap

thich hgp nhu truyén dich finh mach va/hoac diing thude kich thich thén kinh giao

cam. N&u c6 tribu chiing ngoal thép nang, diing thudc khang cholinergic. Gidm

s4t va theo doi chit ché cho dén khi bénh nhan héi phyc.

DUGC LYC HOC

Nhém duge ly: ThuSc chdng loan than.

Ma ATC: NO5AX08

Cd ché téc dung

Risperidone 2 mt thuc @81 khéng monoami

tinh riéng biét. Thudc cé &i e cao vdi cée thy

D,. Risperidone cling gén vao thy thé o,-adrenergic

thé histamine H, va thy thé o, ic. Risperidone khéng cé 4i luc véi cac thy

thé cholinergic. Méc du risperidone 12 mt chét d8i khéng manh v6i D, dudc xem

1a cai thién céc tridu chitng duong tinh clia bénh tam thén phén liét, nhung thubc

t gy (c ché hoat ddng vé van dong va It gay ching gill nguyén th& hon céc

thuéc chdng loan thdn o8 dién. Sy d6i khéng can bing gida serotonin v&

dopamine trung Uong c6 thé iam giam nguy cd tc dyng khéng mong mubn ngoai

thép va md rong tc dyng didu trj sang c4c triéu ching &m tinh va triéu chiing

c&m xlic clia bénh tam thén phén liét.

DUGC BONG HOC

Risperidone dugc chuyén héa thanh 9-hydroxy-risperidone, 1& chét cé hoat tinh

duge Iy tuong ty nhu risperidone (xem Chuyén hoa va théi tr).

Hép thu 1

Risperidone dugc h&p thu hoan toan sau khi udng, néng 4o dinh trong huyét

tuong dat dugc trong vong 1-2 gid. Sinh kha dyng tuyét d8i khi udng clia

risperidone 1a 70% (CV=25%). Sinh kha dung tuong @8 khi udng dang vién nén

clia risperidone 1& 94% (CV=10%) so vai dang dung dich. Sy hép thu khdng bi

anh hudng bdi thifc &n va do d6 6 & udng risperidone cling vdi thitc &n hodic

Kkhang. Trang thai 6n dinh clia risperidone dat dudc trong vang 1 ngay & phén lén

céc bénh nhan. Trang théi 8n dinh clia 3-hydroxy-risperidone dat dugc trong

véng 4-5 ngay sau khi uéng.

Phén b8

Risperidone dugc phan b6 nhanh chéng. Thé tich phan b5 12 1 - 2 lkg. Trong huyét

tuong, risperidone dugc gén vao albumin ¥& a,-acid glycoprotein. TY 1 risperidone

gén két vo protein huyét tudng I& 90%, clia S-hydroxy-risperidone 1a 77%.

Chuyén héa va thal trif

Risperidone dugc chuy8n héa bdi CYP2D8 thanh 8-hydroxy-risperidone, 1a chat

6 hoat tinh dugc Iy tudng ty risperidone. Risperidone ciing voi 9-hydroxy-risperi-

done tao nén thanh phan c6 hoat tinh chéng loan thén. Céc chét chuyén héa

CYP2D6 manh sé nhanh chéng bi e thanh 9-hydroxy-risperidone

trong khi céc chét chuyén héa CYP2DB yéu s& bién 48i risperidone cham hon.

Tuy céc ch&t chuyén héa manh cho ra néng A6 risperidone th&p hon va ndng do

9-hydroxy-risperidone cao hon so véi cac chat chuyén héa yéu, nhung dugc dong

hoc két hgp cla va 8-hydroxy-risperi (ngha f& thanh phén c6

hoat tinh chdng loan thén) sau céc liéu duy nhat va liu lap lai cling tuang ty &

céc chét chuyén héa manh va chuyén héa yéu CYP2D6.

Mgt con dudng chuyén héa khac clia risperidone & sy khit alkyl. Trong céc

nghién otfu in vitro & ngusi, céc microsome & gan cho théy risperidone v6i néng

6 1am sang thich hop khdng tc ché nhiéu sy chuyén héa clia cac thuc dugc

chuyén héa bdi cac cytochrome P450 isoenzyme, bao gém CYP1A2, CYP2A6,

CYP2C8/9/10, CYP2D8, CYP2E1, CYP3A4 va CYP3AS.

Mot tuén sau khi udng thuse, 70% liéu dung dugc thai trong nuéc tiéu va 14%

trong phan. Trong nudc tidy, risperi cling véi 9-hydroxy-risp tuong

(ing V6i 35 - 45% liéu udng. Phén con fai la cc chét chuyén héa khéng cé hoat

tinh, Sau khi céc bénh nhan tam th&n uéng thudc, risperidone dugc thai trif véi

thai gian ban thai khodng 3 gid. Thai gian ban thai clia 9-hydroxy-risperidone va

clia thanh phén thudc ¢ hoat tinh chéng loan thén 2 24 gid.

Tinh tuyén tinh

Néng dd trong huyét tuong clia risperidone ty 1& vi liéu diing trong pham vi iéu

didu tri.

Ngudi cao tudi, suy gan va suy thén

Mbt nghién cifu véi li6u duy nh&t & ngudi cao tudi cho th&y trung binh néng A%

trong huyét tong ciia thanh phén c6 hoat tinh chéng loan thén cao hon 43%, thai
lan béan thai dai hon 38% va sy thai trlf gidm 30%.

g bénh nhan suy than vifa, d¢ thanh théi ciia thanh phén c6 hoat tinh khodng

489% d thanh thai cha ngudi tré tudi khde manh. & bénh nhan suy thén néng, 66

thanh thai clia thanh phén c6 hoat tinh khodng 31% dd thanh théi clia ngudi tré

tudi khde manh. Thai gian ban thai clia thanh phén c6 hoat tinh Ia 16,7 gy &

ngudi tré tudi, 24,8 gis & ngudi I6n suy than viia (khoang 1,5 14n so v6i ngudi tré

tui) va 28,8 gid & ngudi suy than nng (khodng 1,7 IAn so véi ngudi 1ré tubi).

Néng db risperidone trong huyét tuong & binh thusng & bénh nhan suy gan,

nhung phén risperidone ty do trung binh trong huyét tudng tang khoang 37,1%.

D0 thanh thi va thai gian ban thai theo dudng udng clia risperidone va thanh

phén c6 hoat tinh & ngusi I6n suy gan viia va nang khdng khéc biét dang ké so

VGi ngudi tré tudi khde manh.

Tré em

Dugc déng hoe cla risperidone, 9-hydroxy-risperidone va ph&n nhd chét c6 hoat

tinh chéng loan thén & tré em tuong ty nhu & nguai I6n.

Gi6i tinh, chiing toc va théi quen hut thubc

Trong mét nghién cifu vé duge ddng hoc quén thé cho th&y khong cé &nh hudng

16 rang cdia gidi tinh, chiing t8c hoic théi quen hut thudc 18n duge déng hoc clia

risperidone hoc thanh phén c6 hoat tinh chéng loan thén.

QUY CACH DONG GOI: Hop 6 vix 10 vien

BIEU KIEN BAO QUAN: Noi kh, nhigt o khong qué 30°C, trénh &nh séng.

HAN DUNG: 36 thang k& til ngay san xuét.

TIEU CHUAN CHAT LUGNG: Tiéu chuén USP

€0 s SAN XUAT

6 chon loc vdi nhiing dac
serotonin 5-HT, v& dopamine
va ¢6 &i lyc th&p hon véi thy

TRACH NHIEM TRON VEN
DUCC PHAM SAVI (SaWipharm J.S.C)
L6 2.01-02-03a Khu c8ng nghiép trong Khu ché xuét Tan Thuan,
Phudng Tan Thuan Béng, Quan 7, Thanh Phé& H8 Chi Minh
Dién thoai: (84.28) 37700 142 - 37700 143 - 37700 144
Fax: (84.28) 37700 145
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