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TEN THUOC

T’z rong mai
ONCprra®

Tén thudc gbe
Methylphenidate hydrochloride

W

DANG BAO CHE VA HAM LUONG

Mdi vién nén phong thich kéo dai, ngay ubng 1 1an chira 18 mg, 27 mg, 36 mg, hoic 54
mg methylphenidate hydrochloride.

Vién nén phéng thich kéo dai - diang dudmg ung: N

e 18 mg: Vién hinh nhong mau vang, mot mat cé in chir “alza 18” mau den.

e 27 mg: Vién hinh nhdng mau xam, mét mat cé in chit “alza 27 mau den.

e 36 mg: Vién hinh nhdng mau tring, mot mit ¢6 in chit “alza 36” mau den.

e 54 mg: Vién hinh nhong mau ndu do, mdt mat cé in chir “alza 54 mau den,

Ta duogce: xem Danh sach ta duoc

PAC TINH LAM SANG W

Chi dinh diéu tri

CONCERTA duoc chi dinh cho diéu tri Ri Loan Tang Péng Giam Chi Y (ADHD).

Hiéu qua cia CONCERTA trong diéu tri ADHD d3 duoc xéc l4p trong nhimg nghién ciru
cd dbi chimg trén tré em va thanh thidu nién tir 6 dén 17 tudi va trén ngudi 16n tr 18 dén
65 duoc chan doan 1a ADHD theo DSM-IV.

CONCERTA phai duoc sir dung nhur 14 mot phan cia mot chuong trinh diéu tri toan dién,
mot liéu phap diéu tri don 1& d3 duoc chimg minh la thiéu hiéu qua. Mgt chuong trinh diéu
tri toan dién ADHD c6 thé bao gbm nhiing liéu phap khéc (tim ly, gido duc, xa hdi) cho
nhimg bénh nhén ¢6 rdi loan nay. Chan dodn phai dua vao nhimg tiéu chuin ctia DSM-IV
hoac nhimg huéng din ctia ICD-10 va phai dua trén tién st va danh gi4 toan dién bénh
nhan .

Piéu tri CONCERTA khéng chi dinh cho tit ca cac bénh nhian ADHD va quyét dinh dung
thudc phai dwa véo danh gia bénh nhén rat ky ludng vé mirc d6 ning cia cac tridu chimg.
Thudc kich thdn khéng duoc sit dung trén nhimg bénh nhén c6 triéu chimg thir phat véi
yéu td mdi truomg va/hodic nhimg rdi loan tdm than tién phat, bao gdm ca loan than. Thay
thé bang liéu phap gido duc thich hop 14 can thiét, va can thiép tdm ly thudng hitu ich.
Nguyén nhén dac hiéu cua hoi chimg nay chua duoc biét, va khong c6 test chin doan don
thuan. Chan do4n dy di doi hoi sir dung nhimg ngudn luc Y hoc, tAm 1y hoc dac thd, giao
duc, va x4 hdi. K§ ning hoc hoi c6 thé bi suy giam hodc khéng.
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Liéu lwong va eich ding

Théng tin licu dung chung

Nén ubng CONCERTA ngay mdt 14n vao budi séng c¢6 an sang hodc khéng. CONCERTA
phai duge nubt nguyén vién thudc véi 1 cbe nude, va khdéng duge nhai, chia nho hodc
nghién nhé (xem muc Nhitng canh bdo va thén trong die biét khi sit dung).

Bénh nhin méi dung Methylphenidate:

Liu khoi diu khuyén cdo cia CONCERTA cho bénh nhén hién tai khéng ding
methylphenidate hodc cac thude kich than khac khéng phai methylphenidate 1a 18 mg ngay
1 14n cho tré em va thanh thidu nién va 18 hodc 36 mg ngay 1 lan cho ngudi 16n (xem Bang

/

1y

BANG 1. Cac lidu khéi ddu va khoang liéu d¢é nghi cia CONCERTA®

D4 tudi bénh nhan Liéu khéi ddu dé nghj Khoang liéu

Tré tir 6-12 tudi 18 mg/ngay 18 mg - 54 mg/ngay

Thiéu nién tir 13-17 tudi | 18 mg/ngay 18 mg - 72 mg/ngay

nhung khang quéa 2 mg/kg/ngay
Nguéi I6m tir 18-65 tudi | 18 holc 36 mg/ngay 18 mg - 72 mp/ngay
I/
HA

Bénh nhén hién tai dang diing Methylphenidate:

Liéu cho bénh nhan hién tai dang ding methylphenidate ngay 2 hodc 3 1An véi lidu tir 10
dén 60mg/ngay duoc khuyén cdo theo Bang 2 . Cac khuyén nghi lidu dwoc dya trén phéc
d6 diéu tri hién tai va dénh gia 14m sang. Lidu chuyén d&i khéng vuot qua 72 mg mdi ngay.

Bang 2: Liéu chuyén d4i khuyén nghi tir cdic Methylphenidate khéc sang

CONCERTA
£ . — . Khai lidu CONCERTA
Liéu Methylphenidate dang diing hing ngay khuyBiedo

5 mg Methylphenidate ngay 2 hodc 3 lan 18 mg mdi sang

10 mg Methylphenidate ngay 2 hodc 3 l4n 36 mg mdi sdng

15 mg Methylphenidate ngay 2 hoic 3 lan 54 mg mdi sang

20 mg Methylphenidate ngay 2 hodc 3 lén 72 mg mdi sdng _

Céac phac d6 methyphenidate khac: Phai danh gid lai trén 1dm sang khi lya chon liéu bat

dau.

Chinh liéu:

Liéu ding c6 thé tang thém 18mg trong khoang mdi tudn cho nhimg bénh nhan khéng dat
dwoe dép vmg t61 vu & mie lidu thép hon. Liéu hiang ngiy trén 54mg & tré em, 72 mg &
thank thiéu nién chuwa duoce nghién ctu va khdng duoc khuyén cgo. O ngudi 1ém, lidu hang
ngay trén 72mg khong dugc dé nghi.

C6 sin vién thude cé ham hrong 27mg trong trémg hop bac st mudn ké toa lidu gifta 18
mg va 36 mg,
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Piéu tri duy tri/kéo dai:

Khong thdy c6 bang chimg tir nhimg nghién ctru 1dm sang c6 kiém soat v& viéc chi dinh
bénh nhan mic ADHD nén diéu trj CONCERTA® trong bao lau. Tuy nhién mét cach tdng
quét, ngudi ta thdng nhit ring didu tri ADHD béng thudc c6 thé can phai kéo dai.

Hiéu qua cia CONCERTA khi str dung l4u dai, vi du hon 7 tudn chua dugce danh gia mot
cach c6 hé théng trong cic nghién ciu cé kiém ching. Nhimg thdy thudc ding
CONCERTA kéo dai cho bénh nhan ADHD phai dinh ky déanh gi4 lai loi ich lau dai cua
thubc trén ting bénh nhéan cu thé bang cach thir ngung thudc dé danh gia chic ning cia
bénh nhén khi khong c6 thudc. Viéc cai thién cé thé duge duy tri khi ngimg thudc tam thai

hoac vinh vien.

Giam lidu va ngimg thude:

Néu ¢6 triéu chtmg doi ngugc hodc tac dung ngoai ¥ xay ra, nén giam liéu, hoic, néu can
thiét, phai ngimg thude.

Néu khdng quan sat thdy cai thién nao sau khi d didu chinh liéu thich hop qua mot thang,
thi phai ngung thude.

Chéng chi dinh W

CONCERTA chéng chi dinh cho nhitng trudng hop sau:

o Nhimg bénh nhén c6 lo 4u, cing thing, bdi rdi rd rét, vi thubc ¢ thé lam ning thém
nhimg triéu chimg nay;

e Nhimng bénh nhan duoc biét qua min véi methylphenidate hozic bat ky thanh phan nao
cua thudc;

e Nhiing bénh nhén bi tdng nhan ap;

o Nhimg bénh nhén c6 tién sir gia dinh hoac chin doan c6 hoi chimg Tourette;

e Dang diéu tri thudc e ché monoamine oxide (MAO), va trong vong it nhat 14 ngay
ding thube e ché MAO (c6 thé tang nhay cam thudc) (xem muc Tuong tac).

Nhitmg canh bdo va than trong dic biét khi sit dung

. Cac bién cé tim mach nghiém trong

Tir vong ddt ngdt va cac bét thudng cAu tric tim hién dién tir truée hodc céc van dé nghiém
trong vé tim khac.

Tré em va thiéu nién

Tir vong d6t ngdt duoc bio cdo & tré em va thiéu nién bi bt thudng ciu triic tim hodc céc
van dé nghiém trong vé tim khac c6 diéu trj véi thudc kich thich hé than kinh trung wong &
lidu thong thuomg. Mic du mot sb bat thuong nghiém trong vé tim don 1€ c6 thé lam ting
nguy co ddt tir, nhung nhin chung khong nén sir dung cac thuc kich thich & tré hodc thiéu
nién bi bét thudng cAu tric tim, ¢ bénh co tim, bt thuong nhip tim nghiém trong, hoic
cac vin dé nghiém trong vé tim khéc vi c6 thé lam tang nguy co thuong tén hé than kinh
giao cam ctia thude kich thich.
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Nguwoi lon

Dot tir, ddt quy va nhdi mau co tim dugc bao cdo & nhitng bénh nhan nguoi 16n dung céc
thudc kich thich & liu binh thuong d& diéu tri ADHD. Mic du vin chua rd vai trd cla
thube kich thich dbi véi nhitng trudmg hop nay, nhung bénh nhan ngudi 16m cho thdy d& bj
bét thuong cdu tric tim, bénh co tim, rdi loan nhip tim nghiém trong, bénh déng mach
vanh hoic cac vin dé nghiém trong vé& tim khac, hon 14 tré em. N6i chung khong nén diéu
tri thudc kich thich cho nhimng bénh nhan ngudi 16n bi cac bit thudng nay.

Tang huyét 4p va cic tinh trang tim mach khic

Thudc kich thich 1am tang khiém tén huyét 4p trung binh (khoang tir 2 t&i 4mmHg) va nhip
tim trung binh (khoang 3 téi 6 1an/phut) [xem Cac phan tmg bét lgi], va mot sé c4 nhan c6
thé bi tang nhiéu hon. Mic du tri s& thay ddi trung binh don 1é khong gdy ra hé qua ngén
han, nhumg bénh nhan vin cin dugc theo dbi ky vé nhimg thay ddi 16n & nhip tim va huyét
4p. Khuyén céo can trong dugc dua ra khi diéu tri cho nhimg bénh nhan c6 tinh trang bénh
tiém 4n va bénh tiém 4n nay c6 thé bi trAm trong hon khi tang huyét 4p hoic nhip tim, vi
du nhu bénh nhan di tang huyét 4p trude do, bi suy tim, nhdi mau co tim gan day, hodc
loan nhip thét.

Dinh gi4 tinh trang tim mach & nhitng bénh nhén diéu tri véi cac thudce kich thich

Tré em, thiéu nién, hoic ngudi 1én dugce can nhic didu tr1 véi céac thudc kich thich phai
duoc danh gi4 tién sir cin than (bao gdm dénh gia tién sir gia dinh c6 ngudi dot tir hodc
loan nhip thit khéng) va kham l1am sang dé phét hién bénh tim, néu c6, bénh nhan s& duge
kiém tra thém vé tim (vi du nhu dién tim ¢ v siéu 4m tim). Nhimg bénh nhan khéi phat
céc triéu chimg nhu dau nguc géng stre, ngit khong nguyén nhén, hodc céc triéu chirng cho
thdy c6 kha nang bi bénh tim trong thdi gian diéu tri véi thudc kich thich phai duoc kiém
tra tham khdm tim ngay.

Thong tin hwéng din st dung cho bénh nhén

CONCERTA phai duoc nubt nguyén ca vién véi cbe nude. Vién thude khong duoc nhai,
chia nho hodc nghién. Thude duoc chira trong mdt vo khong tiéu dé giai phong thude véi
ty 1& c6 kiém soat. Vo vién thude, cing véi 161 khong tan, dugce dao thai ra khoi co thé;
bénh nhan khdéng nén lo ling néu tinh c& thy c6 vét gidng vién thudc trong phéan cia
minh.

e Cac tac dung ngoai y vé tam than

CONCERTA khéng dugc ding dé diéu tri trAm cam ning va/hodc phdng ngira hoidc didu
tri tinh trang mét mai thong thudng.

Chimg loan tim thin ¢6 sin tir truée

St dung céc thudc kich thich ¢ thé lam trdm trong hon céc triéu chimg rdi loan hanh vi va
rdi loan suy nghi & nhitng bénh nhén bi réi loan tim thin tir trude.

Chitng ludng cue

Cén phai c6 ché dd chim s6c dac biét khi str ding cac thudc kich thich dé diéu tri ADHD
(rbi loan ting déng giam chii ¥) & nhitng bénh nhan ddng thoi bi rdi loan ludng cue, bdi vi
lo ngai kha ning gay ra con hdn hop/hung phin & nhitng bénh nhan nay. Truée khi khéi tri
v6i mot thude kich thich, nhitng bénh nhin méc tridu chimg trim cam ddng thdi phai dugc
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kidm tra ddy dua dé x4c dinh ¢6 nguy co rbi loan ludng cuc hay khdng; cic ddnh gid kiém
tra nay bao gdm tién str tdm thin duoc ghi nhén chi tiét, ké ca tién str gia dinh 6 trudng
hop tu 1, rdi loan ludng cuc va trdm cam hay khong.

Xuit hién cic triéu chirng tim thin hodc hung cam méi

Didu tr1 loan thin hodc nhimg tridu chimg hung cam méi xuat hién, vi du nhw 4o gic,
hoang tudng, hodc hung cam & nhimg bénh nhan trude d6 khadng ¢é tien sir bénh tim than
hoic hung cam, nhimg triéu chimg nay ¢ thé do sir dung céc thude kich thich & lidu théng
thuromg gy ra. Néu nhimg tridu chimg nhur vAy xay ra, phai xem xét ¢6 thé ¢é vai trd nhan
qua ciia thude kich thich va ¢6 thé ngimg diéu trj. Trong két qua phan tich nhiéu nghién
clru 481 chimg gia duoc, ngn han, nhimg triéu chimg nay xay ra véi ti 18 khoang 0.1% &
nhém bénh nhan didu trj thude kich thich so v&i ti 18 0 & nhém gia duoce (4 trong sb 3482
bénh nhén diing methylphenidate hoic amphetamine trong vai tuin & liéu thong thudng bi __
bién b nay). ' /ﬁ/‘. {/
Hianh vi gy han

Théi d6 gdy han hodc chéng dbi thudng gip & nhimg bénh nhan mac ADHD, va da duoc
bdo c4o trong nhimg nghién crru 14m sang va kinh nghiém sir dung hdu mai cho mot sb
thude diéu tri ADHD. Mic dit khéng ¢6 bing chimg cé hé thdng nao vé& viée thude kich
thich 12 nguyén nhan gy thai d6 gy hén hoc chéng d8i, nhung nhitmg bénh nhan bit du
didu tri ADHD phai theo d&i sir xudt hién hodc ning 1én cia hanh vi gdy hin hoic chbng
ddi.

« Pong kinh

C6 bang chimg 13m sang cho thdy cac thude kich thich cé thé 1am gidm ngudng co git &
nhimg bénh nhén ¢6 tién sir déng kinh, & nhitng bénh nhan ¢6 bit thudng dién ndo dd ma
khéng cé co giat, va rat hiém & nhimg bénh nhin khéng c6 tién sir co gidt va bt thuomg
dién nio dd. Néu xuat hién con co giat, phai ngimg ding thubc.

o Uc ché tang trudng ldu dai

Theo dai cdn than chidu cao va can ning & tré tir 7 t&1 10 tdi duoe phan nglu nhién vao
nhém methylphenidate hodc nhém khong didu tri trong 14 thang , cling nhu & nhimg nhém
nhé trén thire té tré méi diéu tri methylphenidate va khéng didu tri thudc trong 36 thang (tir
10 téi 13 tudt), cho thiy nhitng tré didu tri déu (vi du 7 ngay mét tuin trong vong mdt nim)
c6 tdc dd tang tnrdng cham tam thdi (trung binh giam khoang 2cm chiéu cao va 2.7kg can
ning trong 3 nim), khéng thdy ¢6 bing chimg phuc hdi tang truéng trong giai doan phat
trién nay. Céc sb liéu cdng bd khong c6 du dé x4c dinh lidu dung da han amphetamines cé
thé gy trc ché tang trudng tuong tu hay khong; tuy nhifn ngudi ta du doan rang ching
cfing c6 tac dung nay. Do d6 phai theo d5i kha nang ting trudng khi didu tri voi cac thude
kich thich, va phar ngung didu trj néu bénh nhin khéng phat trién hodc cé duge cin ndng
hay chidu cao nhwr mong mudn.

¢ Robiloan thj trwdng

Kho diéu tiét va nhin m& da duge bao cdo khi diéu trl vai cde thude kich thich.
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e Nguy co tic nghén dwing tiéu héa

Vi vién thuéc CONCERTA® khong bi bién dang va khong thay ddi hinh dang déng ké
trong duong tiéu héa, CONCERTA® khong nén dung cho bénh nhan bi hep da day rudt
ning truée d6 (do bénh 1y hodc do qua trinh chin doan va diéu tri, vi du nhu réi loan nhu
dong thuc quan, bénh viém rudt non, hdi chimg “rudt ngan” do dinh hodc giam thoi gian di
chuyén, tién sir viém phic mac, bénh xo nang, gia tic ngh&n dudmg rudt mén tinh, hodc tai
thira Meckel). Rat hiém béo cdo vé hdi chimg tic nghén & bénh nhan c6 chit hep lién quan
tiéu héa thude & dang khong bién dang giai phéng cé kiém soat. Do thiét ké vién thubc giai
phong c6 kiém soat, CONCERTA® chi sir dung cho bénh nhan c6 thé nudt ca vién thube.

o Theo déi huyét dong

Nén lam dinh ky céng thirc méau, dém té bao mau timg dong, s lugng tiéu cau khi didu tri

trong thoi gian dai. W
e Quin thé dan sb dic biét -

Tré em:

Str dung CONCERTA cho bénh nhan dudi 6 tudi chua dugc nghién ciru. CONCERTA
khéng duoc sir dung cho tré em dudi 6 tudi.

Negwoi gia:

Sir dung CONCERTA cho bénh nhan trén 65 tudi chua duoc nghién ciru.

e Ticldindi va vin dong

Céc thudc kich thich hé than kinh trung wong, bao gdm methylphenidate, cé lién quan t&i
khéi phat hoic 1am trAm trong thém tic 1&i néi va véan ddng. Do d6, cin phai danh gia 14m
sang vé tic cho bénh nhan truée khi diéu tri thudc kich thich. Can phai danh gi4 tién s gia
dinh.

e Lam dung va phu thudc thube

Cén trong khi ké toa CONCERTA cho nhiing bénh nhén c6 tién sur phu thude thudc hodc
nghién rugu. Lam dung man tinh c6 thé dua t61 su gidm dap {mg va phu thugc tdm ly rd rét
véi cac mite dd hanh vi bat thuong khac nhau. Con tdm than that su c6 thé xay ra dic biét
khi bénh nhén lam dung thudc bing dudng tiém. Can phai theo di sat sao khi ngung thude
vi lam dung, bai vi ¢ thé xay ra trAm cam nang. Ngung thubc sau thoi gian diéu tri man

tinh ¢6 thé gay boc 16 nhimg triéu chimg ctia mot rbi loan tiém 4n cin phai theo dai.

Twong tac

CONCERTA khong dugc ding cho nhitng bénh nhan dang diéu trj (hién tai hodc trong
vong 2 tudn) véi nhitmg thube e ché MAO (xem muc Chéng chi dinh).

Vi ¢6 thé 1am tang huyét ap, CONCERTA phai thin trong khi ding ciing v&i cac thude gay
tang huyét ap.

Nhimg nghién ctru duge hoc trén ngudi chi ra ring methylphenidate ¢ thé irc ché chuyén
héa cta thude chdng déng coumarin, thude chng co giat (vi du, Phenobarbital, phenytoin,
primidone) va mét s6 thudc chng trAm cam (thubc chéng trdm cam loai 3 vong va trc ché
tai hdp thu serotonin chon loc). Cé thé can giam liéu céac thudc nay khi dang cung véi

methylphenidate. C6 thé phai diéu chinh liéu va theo d3i ndng d6 thubc trong huyét tuong
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(hodc, trong trudmg hop st dung coumnarinphai theo dbi thdd gian déng man), khi bat diu
dung cung hodc ngimg dung cling methylphenidate.

Phu nit ¢6 thai, dang cho con bit, vi trong dé tudi sinh dé

Phy ni¥ cé thai

Methylphenidate cho thiy c¢6 tac dung gy quéi thai & thd khi ding liéu 200mg/kg/ngay,
cao hon khoang 100 14n va 40 1an lidu t&i da khuyén cdo cho ngudi tinh bing mg/kg va
mg/m?” twong tmg.

Mot nghién ciru sinh san & chudt cho thiy khong c6 bang chimg gdy hai cho thai véi lidu
I&n 161 30mg/kg/ngdy, gip khoang 15 lin va 3 l4n lidu khuyén cdo téi da cia
CONCERTA® cho ngudi tinh bing mg/kg va mg/m?2 twong (mg. Ham luong huyét thanh
tiép xtic véi methylphenidate va chit chuyén héa chinl PPAA cia né & chudt mang thai tir
1 — 2 lan gi4 tri quan sat duge & nhiing nghién ctru trén ngudi tinh nguyén va bénh nhan
v6i liéu khuyén cdo CONCERTA® tbi da dua vao AUC (dién tich dudi dudmg cong). /h Al‘ /
D& an toan cua methylphenidate sir dung cho ngudi trong thoi k¥ mang thai chua dugexac
lap. Khong c6 nghién ciru diy dit va kidm sodt tét cho bénh nhan mang thai.. CONCERTA
chi duoc sir dung trong thai ki mang thai khi Ioi ich cao hom nguy co cho bao thai.

Phu nit dang cho con bu

Khéng biét methylphenidate ¢6 bai tiét qua sita ngudi hay khéng. Do rt nhidu thube duoc
bai tidt qua sita ngudi, phai than trong khi ding CONCERTA cho phu nit dang cho con bu,
Phy nit trong dp tudi sinh dé

Chura 18 anh hudng cia CONCERTA® lén su sinh dé clia ngudn.

Tdc dong trén kha ning vin hanh mdy mde va lai xe

Thube kich thin c6 thé 1am giam kha nang van hanh mdy méc va phuong tién. Bénh nhan
phai thin trong t6i khi c6 1y do nhit dinh ring CONCERTA khéng anh hudmg nhidu dén
kha ning cta ho véi nhimg cdng viée duge bd tri.

Phan ting bat loi

D¢ lidu nphidn creu ldm sang

Dit ligu mit dbi — nhitng phén ting bit loi dugc bdo cdo véi tin xubt 21%

Nhiing phan 1mg bt loi trong bang Nhitng phan g bat loi & nghién ciru mu ddi trén tré
em va ngudi 1ém cé thé 1ién quan dén ca hai nhém dbi tuong nay.

Bénh nhi:

An toan cia CONCERTA da duoc danh gia trén 639 bénh nhan ADHD trong 4 nghién ciru
1am sang mi1 dbi ¢6 kiém chimg véi gid duge. Thong tin trong phan nay ldy tir dir liéu téng
hep.

Nhimg phan tmg bt loi (ADRs) duroc bédo cdo 21% trén tré em va vi thanh nién duoc didn
tri CONCERTA trong nhitng nghién citu nay dugce dua ra & Bang 1.
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Bing 1. Nhirng phan ng bét lgi 1% ctia bénh nhén tré em va vi thanh nién|

diéu tri CONCERTA trong 4 nghién citu mu dbi ¢6 kiém chitng gia dwoc

Co quan/Hé théng CONE‘ERTA Glii dugc

Phan ting bét Ioi (n=321) )

) % %

Nhiém khuin va ky sinh triung

Viém miii hong 2,8 2,2
Réi loan TAm thin

Mit ngu* 2,8 0,3
Roi loan hé théng Thén kinh

Chéng mat 1,9 0
Réi loan nguec, trung that va hé hip

Ho 1,9 0,9

Dau miéng — hau 1,2 0,9
Réiloan Da day- Rut

Pau bung trén 6.2 3,8

Non 2,8 1,6
Nhirng rbi loan chung

Sot 2,2 0,9

W/

*Thuét nglt mat ngd bao gbm mat ngu tién phat (CONCERTA = 0.6%) va mét ngu

(CONCERTA = 2.2%)

Nhing phan tmg bat loi chu yéu ¢6 mirc db tir nhe dén trung binh.

Bénh nhdn nguoi lon:

Tinh an toan cia CONCERTA dugc danh gia trén 905 ngudoi 16n bi ADHD tham gia trong
3 nghién ciru mi d6i c¢6 dbi chimg véi gia duge. Thong tin & phan nay ldy tir dit liéu tdng

hop.

Phan ‘mg bét loi dugc bao céo véi tin xudt >1% trén nhimg bénh nhén ngudi 16n diéu tri

bing CONCERTA trong nhitng nghién ciru nay duoc thé hién & Bang 2.

Bang 2. Phan tng b:flt lgi dwge bdo cdo véi tin xudt >1% trén nhirng bénh nhin
ngudi 16m diéu tri bing CONCERTA trong 3 nghién cttu 1dm sang mu ddi, c6 déi

chirng voi gia dugce

) CONCERTA Gia dugce

Co quan/hé thong (n=596) (n=309)

Phan tmg bét loi % Yo
Nhiém khuin va nhiém ky sinh trung

Nhi&m khuén dudng hé hip trén 1.7 1.0

Viém xoang 13 1.0
Réi loan dinh dudng va chuyén héa

Giam ngon miéng 24.8 6.1

Chén dn 4.2 1.3
Réi loan tam thin

Mat ngu 133 7.8

Lo lang 8.4 2.9

Mét ngu tién phat 5.7 2.6

Tinh than suy sup 4.4 2.6

Bén chén 4.0 0

Kich dong 3.2 0.6
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Cang thing
Nghién rang lic ngl
Trim cam
Tinh khi that thutmg
Giam ham muédn tinh duc
Con hoang loan
Cang thing
Hung hang
Trang thai 1t 14n
Réi loan hé thin kinh
Pau diu
Choéang vang
Run
Di cam
Nhtre ddu cing thang
R6i loan thi gidc
Roi loan diéu tiét
Nhin mé&
Réi loan tai va tai trong
Chéng mat
Réi loan tim
Nhip tim nhanh
Danh tréng nguc
Réi loan mach
Tang huyét ap
Chimg bbc hoa
Réi loan hd hip, ngire va trung thit
Pau miéng — hau
Ho
Kh the
Réi loan da day — rudt
Khé miéng
Bubdn nén
Kho tiéu
Noén
Téo bon
Réi loan da va md duéi da
Tang tiét md hoi
R6i co xwong va mb lién két

Cang co

Coco 1.0
Réi loan hé sinh san va vi

R6i loan cuong 1.0
Réi loan chung

Cau kinh 52

Mét moi 4.7

Khat nurée 8

Suy nhuoc 2
C3n lam sang

Giam ¢én 8.7

Téng nhip tim 3.0

Tang huyét ap 2.5
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Tang men Alanine aminotransferase 1.0 0

Nhitng phén tmg bét loi chi yéu ¢6 mirc dd tir nhe dén trung binh.

Dit liéu trong nghién ciru mo - Nhitng phdn irng bét lgi duwge bdo cdo c6 tan xudt >1%
B0 an toan cia CONCERTA da dugc ddnh gid trén 3782 bénh nhén nhi va nguoi lén bi
ADHD tham gia 12 nghién ciru 1am sang mé. Thong tin trong phan nay 1y tir di liéu tong
hop.

Nhitng phan tng bit loi (ADRs) cia CONCERTA duoc béo cdo >1% trén nhitng bénh
nhén trong nhitng nghién ctiru nay khéng dugc 1iét ké trong bang 1 va Bang 2 dugc duara
trong bang 3.

Biang 3. Nhitng phan tng bit lgi cia CONCERTA dwoc bdo cdo 1%
trén bénh nhan trong 12 nghién ciru 1Am sang mé.
Co quan/Hé théng e
Phan tmg bt loi (n=3782)
Yo ﬂ/
R6i loan tim than ﬁ’z
Chimg may co 2,0
Tam trang that thuong 1,1
R6i loan hé Than kinh
Budn ngu 1,0
Réi loan Da day — Rugt
Tiéu chay 2,4
Kho chiu & bung 1,3
Pau bung 1,2
Réi loan mé duwdi da va da
Phat ban 1,3
Nhitng rbi loan chung
DE kich thich 1,4

Nhimg phan tmg bét loi chi yéu c6 mirc d6 tir nhe dén trung binh.

Dir ligu trong nghién ciru mé va mit doi — Nhitng phdn tmg bit lgi dwge bdo cdo véi tin
xuit < 1%

Nhimg phén tmg bét lgi cia CONCERTA trén tré em va ngudi 1én xay ra <1% trong cac
nghién ciru lam sang mé& va mu déi duge dua ra trong bang 4.
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Bing 4. Nhitng phan wng bt lgi ciia bénh nhan ding CONCERTA trén tré
em va ngwdi lén dwge biao cdo <1% hodc trong nghién citu mé hodc trong
nghién cttu mu doi

Co quan/hé théng
Phén tmg bét loi

Roi loan méu va hé bach huyét
Giam bach cau

R6i loan tim thén

Gién di, rdi loan gidc ng, ting canh gidc, budn ba, thay dbi khi sic
Réi loan Than kinh

Tang van dong, Run, an diu, hon mé
Ro6i loan thij gidc

Khd mat

Roi loan mo6 Dwéi da va Da

Ban do '
Cén lam sang ﬂ"/lg‘//

Tiéng thdi & tim

Nhimng phan tmg bét loi chll yéu ¢6 mitc dé tir nhe dén trung binh.

Dir liéu sau khi dwa ra thi truong
Nhimg phan tmg bt loi sau dugc phat hién thém khi lwu hanh thubc CONCERTA®. Vi
nhimg phan img nay duogc bao cdo tu phét tir quf?m thé dan s6 véi sb luong khéng x4c dinh
nén khong thé danh gia mot cach dang tin cdy tin xuét cia ching.
R6i loan mau va hé bach huyét:
Giam toan b té bao mau, giam tiéu ciu, ban xuit huyét giam tiéu ciu.
R&i loan tim:
Dau thit nguc, nhip tim chidm, ngoai tAm thu, nhip tim nhanh trén thit, ngoai tdm thu
that
R6i loan thi gide:
Song thi, gian démg t, gidm thi luc
Réi loan chung:
Dau nguc, khé chiu & nguc, giam tac dung ctia thudc, sbt cao, giam dép tmg diéu tri
R6i loan hé ndi tiét:
Phan tmg man cam nhu phtt mach, phan tmg phan vé, sung tai, bong rop, bong da, may
day, bénh ngira NEC, ndi mén, phat ban, va ngoai ban NEC
Cian lam sang:
Ting men alkaline phosphatase trong mau, tang bilirubin mau, ting men gan, giam tiéu
cdu, sb lugng té bao bach ciu bit thuong
R6i loan co xwong, mé lién két va xwong:
Pau khép, dau co, gidt co
R6i loan hé thin kinh:
Co giit, dong kinh con 1én, réi loan vin déng
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Réi loan tAim thén:

Mét dinh huéng, 4o giac, 4o thinh, 2o thi, nghién, hung cam, nhiéu 1oi
Réi loan da va md dwéi da:

Rung téc, ban do
Réi loan mach:

Héi chimg Raynaud

Qua liéu

Triéu chitng va diu hiéu

Déu hiéu va triéu chimg cia qué lifu CONCERTA la do kich thich qua muc hé than kinh
trung wong va tac dong qua mc lén hé giao cam, co thé bao gém: ndn, kich dong, van co,
co gidt, con co giat toan thé, trang thai 14 14n, a0 gidc (2o thanh va/hodc 4o thi), tang tiét
md hdi, dau déu, sét, nhip tim nhanh, tréng nguc, loan nhip xoang, ting huyét ap, gian
ddng tir, kho miéng. ﬁNL//
Piéu tri

Diéu trj bao gdbm cac bién phép hd tro thich hop. Bénh nhan phai duge bao vé tranh tur gy
tén thuong, tranh nhimg kich thich tir bén ngoai cé thé 1am trdm trong thém nhimg kich
thich qué murc da sin cé. C6 thé rira da day néu duoc chi dinh. Trudce khi rira da day, phai
kiém so4t dwoc kich ddng va co gidt va bao vé dudng tha. Nhitng bién phép khac dé lam
gidm ddc tinh & rudt bao gdm ding than hoat va thudc tiy nhe. Phai chim séc tich cuc dé
dam bao tudn hoan va ho hép; Néu c6 sbt thi ha sbt.

Chua thiy hidu qua ctia loc mang bung hodc loc méau ngoai co thé véi nhitng bénh nhén
qué liédu CONCERTA.

Dang phéng thich kéo dai ciia methyphenidate trong CONCERTA can dugc xem xét khi
diéu tri bénh nhan qué liéu.

CAC TINH CHAT DUQC LY

Tinh chit dwoe lwc hoce

Nhém duge hoc diéu tri: Kich thich than kinh giao cam trung wong,

ACT code: NO6BA04

Co ché hoat dpng:

Methylphenidate hydrochloride 14 1 chét kich thich than kinh trung wong. Co ché tac dong
trong diéu tri ADHD chua duoc biét. Methylphenidate duoc cho la ngan can tai hip thu
norephedrine va dopamine & tién synap va tang giai phdng cic monoamine nay & khoang
gian bao than kinh. Methylphenidate 14 1 hdn hop racemic bao gdm 2 déng phan d- va I-.
Pong phan d- ¢6 tac dung duoc 1y manh hon déng phén I-.
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Tinh chit duge dong hoc

Hfip thu

Methylphenidate dé hip thu. Nguoi lén sau khi uéng CONCERTA, ndng do
methylphenidate tang nhanh dat ndng dé dinh ban dau khoang 1 dén 2 gid, sau d6 tang dan
trong vai gior tiép theo. Thude dat ndng d6 dinh trong mau trong khoang 6 dén 8 giv sau dé
ndng d6 giam dan. CONCERTA ngay mét lan cé dao dong ndng do dinh - day téi thiéu so
v6i methyphenidate giai phong ngay ngay 3 lin. Sinh kha dung twong ddi cua
CONCERTA ngay 1 14n tuong dwong véi methyphenidate ngay 3 l4n trén ngudi 1on.

Céc chi sd dugc ddng hoc trung binh trén 36 ngudi 1én sau khi uéng CONCERTA 18mg

ngay 1 14n va methylphenidate hydrochloride Smg ngay 3 lan duoc téng két trong béﬂr;g/l./

Bang 1
Chi s6 dwge ddng hoc trung binh + SD
Chi 56 CONCERTA Methylphenidate
(18 mg ngay 1 lan hydrochloride
(n=36) (5 mg ngay 3 l4n)
(n=33)
C max (ng/mL) 3.7+£1.0 42+1.0
T max (h) 6.8+1.8 65+ 1.8
AUC ipr(ng-h/mL) 41.8+13.9 38.0+11.0
t1n(h) 3.5+04 3.0+0.5

Khéng cé su khéc biét trong dugc dong hoc cia CONCERTA trong tich liy thudc khi
udng liéu don dd¢ va nhic lai ngay mot lan. AUC va ty, gidng nhau gitra liéu dau tién va
lidu nhic lai ngay 1 1an cia CONCERTA.

Ty I8 liéu

Sau khi ngudi 16n khoe manh uéng nhitng don lidu CONCERTA 18, 36, va 54 mg/ngay,
Crax va AUC(q.ing) ciia d-methylphenidate ty 1€ véi liéu, trong khi d6 I-methylphenidate Cpax
va AUCg.inp) tang 1én bét tuong ximg véi lieu. Sau khi ubng CONCERTA, ndng d6 trong
huyét trong ctia ddng phan 1- xép xi 1/40 ndng dd trong huyét turong cia ddng phan d-.
Trén nhimg ngudi trudng thanh khoe manh, lidu don va lidu da cia CONCERTA ngay 1
lan trong khoang 54-144mg/ngay cho két qua tuyén tinh va ting Cmax VA AUCins ty 16 véi
litu déi véi tdng methylphenidate (MPH) va chat chuyén héa chu yéu, (alpha)-phenyl-
piperidine acetic acid (PPAA). Liéu don va trang thai hang dinh (ngay 4) chi s thanh thai
va ban thai 1a nhu nhau, chi ra ring khdng ¢6 su phu thude vao thoi gian trén dugc dong
hoc ciia methylphenidate. Ty 1& cua chét chuyén héa (PPAA) véi thudc me 1a hing dinh
trong dai lidu 54 dén 144mg/ngay, trong ca don liéu va da liéu.

Trong 1 nghién ciru da liéu trén tré ADHD vi thanh nién tudi tir 13-16 ubng CONCERTA
18 dén 72 mg/ngay, Cmax v AUCray trung binh cia d- va tdng methylphenidate tang ty 1&
véi liéu.

Phan bé

Né6ng dé methylphenidate trong huyét tuong & ngudi 16n giam theo ham sd mi sau khi
ubng. Thoi gian ban huy cia methylphenidate & ngudi lém sau khi ubng CONCERTA

khoang 3,5 gid.
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Chuyén héa

Trén ngudi, methylphenidate chuyén héa ban diu bang cach khir este héa thanh
(alpha)-phenyl-piperidine acetic acid (PPAA), mot chét c6 it hodc khéng ¢é tic dung dwoc
1y. Trén ngudi 16n, chuyén héa CONCERTA ngay 1 lan duoc danh gia bang chuyén hoa
thanh PPAA tuong tu véi methylphenidate ngay 3 lan. Chuyén hoa cia CONCERTA don
lifu va lidu nhic lai 1a nhw nhau.

Thai trie

Sau khi uéng methylphenidate danh diu phdng xa & ngudi, khoang 90% hoat tinh phéng
xa thu lai dugc trong nuée tiéu. Chét chuyén hoa chi yéu trong nude tiéu 1a PPAA, bang
khoang 80% liéu.

Anh hwéng ciia thire in

Trén bénh nhin, khéng c6 su khic biét ké ca vé dugc dong hoc va duoc luc hoc cia
CONCERTA udng sau | bira n sang cé nhiéu chat béo. Khéng c6 bing chimg gidm liéu
khi c¢6 hay khong cd thirc an.

Nhitng déi twong dic biét

Gidi: Trén nhiimg ngudi 16n khoe manh gia tri AUCg.inp trung binh cia CONCERTA la
36,7 ng'h/mL & nam gidi va 37,1 ng'h/mL & nir gidi, khong c6 su khéac biét gitta 2 nhém.
Chiing tgc: Trén nhitmg ngudi khde manh ding CONCERTA, AUC g inpy hdng dinh qua céc
nhém sic toc; tuy nhién ¢& miu cé thé chua du dé phat hién khéc nhau vé duoc dong hoc
gifta cac nhom séc tdc.

Tuéi: Dugc dong hoc cia CONCERTA chua duogc nghién ctru trén tré em dudi 6 tudi.

Suy thdn: Chua cé kinh nghiém sir dung CONCERTA trén bénh nhén suy than. Sau khi
ngudi ubng methylphenidate déanh ddu phéng xa, methylphenidate chuyén héa va khoang
80% hoat tinh phéng xa bai tiét trong nude tiéu dudi dang PPAA. Vi d6 thanh thai than
khéng quan trong trong con duong thanh thai methylphenidate, do vdy suy thin anh hudng
rat it 1én duoc ddéng hoc cuia CONCERTA.

Suy gan: Chua c6 kinh nghiém sir dung CONCERTA trén bénh nhéan suy gan.

DU LIEU TIEN LAM SANG

Trong 1 nghién ctru gdy ung thu trén chudt nhat, methylphenidate hydrochloride gay ting
ung thu bidu md tuyén té bao gan, va chi trén con duc, ting u nguyén bao gan tai liéu hang \o
ngay xap xi 60mg/kg/ngay. Liéu nay cao hon liéu khuyén cdo co ban trén ngudi. U nguyén /} g

bao gan la loai u 4c tinh hiém gip trén loai gdm nhdm. Khéng ting téng sb cac loai u gan
4c tinh. Chiing chudt dung nghién ctru nhay cam véi s phat trién ctia u gan, nhimg két qu

r T
¢6 ¥ nghia nay chua dugc biét trén nguoi. AS :“"'"““
Mbt nghién ciru twong tu trén chudt cbng véi methylphenidate hydrochloride liéu t {/ #:*3
45mg/kg/ngay khong thdy c6 biang chimg gdy nén ung thu. 14 -7;{_.,."’

-~

Trong | nghién ctu 24 tubn trén chust kit bién di gien ching pS3+-, kiing c6 bR\ NS
rong 1 nghién ctru tuan trén chudt nhit bién do1 gien chung p53+/-, khéng c6 bin ,\ “E”d"

>

_— -

chimg giy ung thu ciia methylphenidate hydrochloride véi liéu 1én t&i 74mg/kg/ngay. QU

\

z

Khéng c6 tac dong ddc tinh nghiém trong trong 2 nghién ciru 30 ngay trén chd riéng biét
v6i CONCERTA liéu t6i 72mg/ngay (t6i 8.6mg/kg/ngdy) va 144mg/ngay (16
22mg/kg/ngay). Methylphenidate khong gdy dot bién gen trong phén tich in vitro dot bién
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nguoc Ames hozc trong phan tich in vitro d6t bién té bao lympho chudt. Su thay ddi nhiém
sic tir va khac thuong nhiém séc thé tang 1én trong thir nghiém in vitro trén méi trudng té
bao trimg ctia chudt Hamster Trung Quéc. Methylphenidate am tinh trong phén tich vi hat
nhén tiy xuong chudt nhit.

Nhimmg dir liéu an toan khac lién quan dén ké don da duoc dua ra trong nhimg phén thich
hop.

THONG TIN CUA THUOC

Danh sach ta dwgc

Butylated hydroxytoluene, carmnauba wax, cellulose acetate, hypromellose, lactose,
phosphoric acid, poloxamer, polyethylene glycol, polyethylene oxides, povidone,
propylene glycol, sodium chloride, stearic acid, succinic acid, synthetic iron oxides,
titanium dioxide, and triacetin.

Tinh twong ki

Khéng duoc biét. :
Han dung W
2 niam ké tir ngdy san xuét.

Luu y dic biét trong bao quan

Bao quan ¢ nhiét d6 khong qua 30°C. Giit trong bao bi kin.
Huwéng dan sit dung:

Khéng c6 yéu cdu dic biét.

Bian chét va s6 lwgng ciia bao bi déng g6i

Chai HDPE c¢6 chita 30 vién nén phdng thich kéo dai.
Thuébc bdn theo don.

Khéng ding thube da qud han sit dung ghi trén bao bi.
Poc kj huong din sit dung trieée khi diing.
Néu cin thém théng tin, xin héi y kién bic s.
Dé xa tim tay tré em.

San xuét tai: Janssen -Cilag Manufacturing L.L.C, o e
Dia chi: State Road 933, KM 0.1, Mamey Ward, Gurabo, Puertd }QJ{EOE(}%%E{Q“(}
Dién thoai: (787) 272 -7171; Fax: (787) 272 -7454 ._;’I'fg}uyé-n vam Zotvansv
Déng gdi boi: Anderson Packaging, Inc. .
Dia chi: 4545 Assembly Drive, Rockford, IL 61109, USA
Dién thoai: 815 484 8900; Fax: 815 484 8901
Xuét xuodng tai: Janssen Ortho LLC,
Pia chi: State Road 933, KM 0.1, Mamey Ward, Gurabo, Puerto Rico 00778
Dién thoai: (787) 272 -7171; Fax: (787) 272 -7691.
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