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R - Thuée bin theo don
Norspan® 5 ug/h
Norspan® 10 pg/h
Norspan® 20 pg/h

Buprenorphine
Miéng dan tri liéu qua da
(Doc ky hirong dan sir dung truroc khi dimg
Néu cdn thém théng tin xin hoi y kién bdc sp)
THANH PHAN
Miéng dan trj liéu qua da 5 pg/h ¢6 chira: 5 mg buprenorphin.
Dién tich c6 chira hoat chét: 6,25 cm?.

Téc do giai phong thude : 5 microgram buprenorphin mi gidr (trong khoang thoi gian 7 ngay).

Miéng dan trj liéu qua da 10 pg/h c6 chira: 10 mg buprenorphin.
Dién tich ¢6 chira hoat chét: 12,5 cm®.

Téc @6 giai phong thude : 10 microgram buprenorphin mdi gio (trong khoang thoi gian 7 ngay).

Miéng dan tri liéu qua da 20 pg/h ¢6 chira: 20 mg buprenorphin.

Dién tich c6 chira hoat chat: 25 cm®.

Tdc dé giai phong thude : 20 microgram buprenorphin mdi gid (trong khoang thoi gian 7 ngay).
Ta diroc:

Cét dinh (c6 chira bupreqorphin): Oleyl oleat, Povidon K90, Levulinic Acid, DuroTak 387-2054
(polyacrylate dinh lién két chéo).

C6t dinh (khong chira buprenorphin): DuroTak 387-2051 (polyacrylate dinh khong lién két chéo).

Lép phan cach giira cac cot dinh c6 va khong c6 buprenorphin: Polyethyleneterephthalat 23 pm —
16p mong

Lép bdi: mang polyethyleneterephthalat — vai mong.

Lop 16t tach ra (& mat trude 1op c6t dinh cé chira buprenorphin) (phai dugc loai bo trudce khi dan
cac miéng dan): Polyethyleneterephthalat 100 pm — Iép mong, silicon hoa, dugc trang nhém trén
mdt mat.

MO TA

Miéng dan tri liéu qua da.

Miéng dan mau be véi cac gbe udn tron c6 dap chir:
Mién g dan hinh vuéng dap chit Nerspan® 5 pg/h
Miéng dan hinh chi nhat dap chit Norspan® 10 pg/h hoac
Miéng dan hinh vudng dap chit Nerspan® 20 pg/h

27 11 2008

",

= _Z
FrAR,

A

9

=

)

%



CHI PINH

Piéu tri dau khéng ac tinh ¢é cudng d6 trung binh dén ning, khi bénh nhan cin st dung mot thude nhdém
opioid dé cd duge tie dung gidm dau day da.

Norspan® khéng thich hop dé didu tri cdc con dau cép tinh.
LIEU LUQGNG VA CACH DUNG
Norspan® nén dung mdi 7 ngay.

: ; /

Bénh nhin tudi tir 18 tdi tro lén: Y

Norspan® v&i liéu thip nhét (miéng dén trj liéu qua da Nerspan® 5 pg/h) n@%ﬂr dung nhr liéu ban
dau. Can xem xét dén tién sit ding opioid trude d6 cua bénh nhin (xem phan Twong tac véi cac thude
khac va cac dang twong tac khac) cling nhu tinh trang tong quét hién tai va tinh trang ldm sang cua bénh
nhan.

Diéu chinh liéu.

Trong thdi gian bit dau diéu trj va diéu chinh lidu véi Norspan®, bénh nhén nén sir dung thude gidm dau
bd sung tic dung ngan theo lidu luong thdng thuong (xem phin Twong tae véi cae thube khac va ecie
dang twrong tiac khic) khi can thiét, cho dén khi dat duoc hiéu qua giam dau v&i Nerspan®.

Liéu lugng khéng nén ting trude 3 ngay, khi tac dung tbi da cia mitc lidu da ding duoc thiét 14p. Liéu
dung sau do tang 1én co the tiep tuc duoe diéu chinh dua trén nhu ciu can giam dau thém va dap ong giam
dau cia bénh nhin véi cde miéng dan.

bé ting liéu, nén thay thé mat miéng dan 1&n hon miéng dan ma hién dang duge dung, hodc nén dan két
hop cac miéng dan & nhimng noi khac nhau dé dat duge liéu lugng mong mudn. Khuyén cdo khong sir
dung qua hai mieng dan cing mét lic, khong phu thude vae ham lugng. Khéng nén ding mét miéng dan

mé1 ¢ cung mot vi tri trén da trong 3-4 tudn tiép theo (xem phan Dirge dong hoo). Can theo d&i bénh nhén
can than va thuomg xuvén dé danh gia lidu lugng t51 vu va thoi glan diéu tri,

Chuyén doi fir cac thuoc opioid:

Norspan® cb thé dugce su dung nhur 13 mét thude thay thé cho didu trj bing cic thude opioid khéc Nhitng
bénh nhan nay can dugc bét dau véi lidu thap nhat ¢é sin (Mleng dan Norspan 5 nug/h) va tlcp tuc dung
thude giam dau bé sung tac dung ngan (xem phan Twong tac véi cac thude khac va cdc dang twong tic
khac) trong thoi gian diéu chinh 1idu, theo yéu cu.

Bénh nhdn dudi 18 tuoi:

Do Norspan® chira dugce nghién ciu & nhitng bénh nhan dudi 18 tudi, khong khuyén cdo sit dung
Norspan® & nhiing bénh nhan duéi mic twdi ndy.

Ngui cao tudi:
Khéng can diéu chinh liéu ciia Nerspan® & nhitng bénh nhin cao tudi.
Bénh nhdn suy than:

Khéng can diéu chinh 1idu lrgng dic biét cia Nerspan® & nhitng bénh nhin suy than,
Bénh nhdn suy gan:

Buprenorphin dugc chuyén héa qua gan. Cuong d6 va thdi gian tic dung ciia nd cé thé bi anh huong &
nhirng bénh nhan c6 chire nang gan suy giam. Do d6 bénh nhan suy gan cin dugce theo d6i can thin trong
khi didu tri v&i Norspan®.

Bénh nhén suy gan nang co thé tich lily buprenorphin trong khi didu tri véi Norspan®. Can xem xét cac
liéu phéap thay the va NorsPan® nén duge sir dung mét cach thin trong & nhirng bénh nhan nay.

Cach dimg miéng dan:

Cén dan Norqpangg vao vung da khong bi kich img, con nguyén ven ¢ bén ngod phin trén canh tay, phéin
trén ngre, phan trén lhing hodc cac ving bén cua ngwe, nhung khéng dén vao bat ky vung da nac c¢6 nhiing
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vét seo lom. Nén dan Norspan® vao ving da it 16ng hoic gan nhu khong c6 long. Néu khong c6 nhirng
ving da nhu vay, nén cét 16ng & nhimng ving da dé bang kéo, khong nén cao.

Néu phai lam sach c4c viing da dan thude, chi nén lam sach véi nuée sach. Khong duoc sir dung xa
phong, ruqru, dau, thude nude hodc cac dung cu mai mon. Da phai kho trude khi dan rmeng dan. Nén déan
Norspan® ngay 1p tirc sau khi lay ra tir bao bi goi kin. Sau khi bo cac 10‘p bao vé, miéng dan nén dugc ép
chat vao chd d6 bang long ban tay trong khoang 30 gidy, dam bao sy tiép xtc hoan toan, dac biét 1a xung

quanh cac canh. Néu cac canh cua miéng dan bat dau tach ra, cac canh c6 thé dugc dan xuong véi miéng
bang da phu hop.

Cac miéng dén can duoc dinh lién tuc trong 7 ngay.
Tam, hoic boi khoéng anh huong dén cac rm'éng dan. Néu mot miéng dan roi ra, nén dan mét rniéng mai.
Liéu trinh diéu tri:

Trong moi tnro*ng hop khéng nén sir dung Norspan® 13u hon thoi gian can t €u diéu tri dau lau dai
vai Norspan® 1a can thiét theo ban chét va mirc d6 nghiém trong cua bénh, sau d6 nén thuc hién giam sat
cép than va thuong xuyén (néu can thiét voi cac giai doan nghi trong diéu tri) dé xac dinh viéc tiép tuc
diéu tri cd can thiét hay khong hodc & mirc dé nao.

Ngimg diéu tri:

Sau khi bo miéng dan, nong do buprenorphm huyét thanh giam dan va do d6 tac dl,lng giam dau duqc duy
tri trong mot khoang thoi gian nhét dinh. Piéu nay can dugce xem xét khi diéu trj voi Narspan duge noi
tiép boi cac thue nhom opioid khac. Theo nguyén tic chung, khong nén ding mét opioid tiép theo trong
vong 24 gio sau khi loai bo cac miéng dan. Hién nay, chi ¢ rat it thong tin vé liéu khdi du ciia cac opioid
khéc dugc sir dung sau khi ngimg ding miéng dan (xem phan Twong tac véi cac thude khac va cac
dang twong tac khac).

Bénh nhan bj sét hodic co tiép xiic véi nguon nhiét bén ngoai:

Trong khi dung cac miéng dan, bénh nhéan cin duqc tu vin dé tranh sur tiép xc giira cac vi tri dan thude
v&i cac ngudn nhiét bén ngoai, chang han nhu rrueng dém sudi Am, chan dién, dén nhlet tdm hoi, bdn tim
nuée nong, cac dém chira nude noéng, vv...do sy gia tang hap thu buprenorphin cé thé xay ra. Khi diéu tri

bénh nhan sbt, can lwu ¥ rang sot ciing ¢6 thé lam tang su hap thu din dén tang ndng d9 trong huyét trong
cta buprenorphin va do d6 tang nguy co c6 phan rng opioid.

CHONG CHI PINH

Chdng chi dinh Norspan® trong cac truomg hop:
- Bénh nhan qua man véi hoat chat buprenorphin hoéc vdi bét ky ta dugc nao (xem Thanh ph?:m)
- Bénh nhan phy thugc opioid va diéu trj cai nghién ma tay

- Céc tinh trang ma trung tam va chirc ning hd hip bi suy giam nghiém trong hoic ¢6 thé bj nhu
vay

- Bénh nhan dang dung thudc rc ché MAO hoac da dung cac thude nay trong hai tuan trurge (xem
phan Twong tac véi cac thude khac va cic dang twong tic khac)
- Bénh nhén bi nhugc co ndng

- Bénh nhén bj sang ruou.
CANH BAO VA THAN TRONG

Diéc biét than trong khi sir dung Norspan & nhirg bénh nhan bj rdi loan co giat, chin thuong dau, séc,
suy giam y thirc khong rd ngudn gbc, ton thuong ndi so hodc tang ap luc ndi so, hodc ¢ nhitng bénh nhan
suy gan nang (xem Liéu lwgng va cich ding).

Suy hé hap dang ké c6 lién quan v6i buprenorphin, déc biét la khi sir dung bing dudng tinh mach. Mot s6
ca tir vong do qué liéu da xay ra khi nhirng ngudi nghién da lam dung buprenorphin bing dudng tinh
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mach, thuong 1a sir dung ddng thori vai céc thude benzodiazepin. Ngoai ra céc ca tir vong do qua liéu rugu
va céc benzodiazepin phdi hgp v6i buprenorphin da dugc bao céo.

Khong nén sir dung Norspa{z dé giam dau trong thoi gian ngay sau phf?iu thuat hodc trong c4c tinh hudng
khac dic trung bai chi s6 diéu trj hep hodc c6 nhu cau giam dau thay doi nhanh chéng.

Céc nghién ctru ¢6 ddi chimg trén ngudi va dong vat cho thiy buprenorphin ¢é nguy co phu thudc thap
hon so véi thude giam dau chu vén toan phan. O ngudi, tic dung gy sang khoai han ché da dugc quan sat
v&i buprenorphin. Diéu nay c6 thé din dén mot sd tinh trang lam dung ché phim va cin than trong khi ké
toa cho bénh nhan biét 12 ¢d, hoac nghi ngd ¢6 tién sir lam dung ma tay.

Nhur véi tat ca céc thudc oipoid, sir dung lau dai buprenorphin cé thé dan dén nghién thudc. Céc tn@u
chimg ngirng thudc (hoi chimg cai), khi xay ra, n6i chung 14 nhe, bit dau sau 2 ngay vaco thé kéo dai den
2 tuan. C4c triéu chimg nglmg thudc bao gdm kich ddng, lo au, cing thiang, mat ngu, ting dong, run va roi
loan tiéu hoa.

TUONG TAC VOI CAC THUOC KHAC VA CAC DANG TU AC KHAC

Khéng dugc sir dung dbng thoi Norspan v&i IMAO hodc trén nhitng bénh nhan duge dung IMAO trong
vong hai tudn trude (xem phan Chéng chi dinh).
Tac dung cua cac hoat chat khéc trén dioc dong hoc cua buprenorphin:

Buprenorphin dugc chuyén héa chu yéu boi qua trinh glucuronid héa va voi mét mirc do thap hon
(khoang 30%) bdi CYP3A4. Dung dong thoi vai cac thude e ché CYP3A4 ¢6 thé din dén ndng do huyét
tuong tang, kem theo tac dung ting cuong cua buprenorphin.

Mot nghién citu twong tac thude voi chﬁg irc ché CYP3A4, ketoconazol khong lam tang nong do tbi da
trung binh (Cmax) hodc muc do phoi nhiém buprenorphin (AUC) ¢6 ¥ nghia lam sang sau khi Norspan®
dung dong thai voi ketoconazol so véi Norspan® diing don doc.

Chua ¢ nghién ctru vé tuong tac giita buprenorphin va cic chat gay cam (mg enzym CYP3A4.

Str dung ddng thoi Norsp€n® va céc chit gay cam (ng enzym (vi du nhu phenobarbital, carbamazepin,
phenytoin va rifampicin) din dén ting thanh thai, c6 thé din dén giam hiéu qua.

Giam luu luong mau ¢ gan gy ra boi mot sb thude gy mé toan than (vi du nhur halothan) va céc thudce
khéc c6 thé dan dén giam tdc do thai trir qua gan ctia buprenorphin.

Twong tac dwgce lue hoc:
Nén than trong khi ding Norspan® véi:

Céac benzodiazepin: Sy két hop nay c6 thé ting cudng tac dung gay suy ho hip ngudn gbe trung wong, co
nguy co tu vong (xem phan Canh bao va thén trong).

Céc thudc tic ché hé than kinh trung wong khac: cac din xuét opioid khac (thudc giam dau va chéng ho ¢6
chtra vi du nhu morphin, dextropropoxyphen codein, dextromethorphan hofic noscapln) Mot s6 thude
chong trAm cam, thudc déi khang thu thé H1 ¢6 tac dun gan than, ruou, cac thude glal lo Au, thude an thian
kinh, clonidin va cac chit tvong ty. Nhitng phdi hop nay lam ting tac dung Grc ché than kinh trung vong.

Buprenorphin 14 mdt chi van mét phan thu thé mu nhung n6 duge mé ta 1a ¢6 chirc nang nhu mot chat
chu van thy thé mu don thuan & lieu giam dau théng thuong. Nhirng liéu nay tao ra mirc 9 phoi nhiém
buprenorphin twong duong hoac 1é6n hon so \-’O’l cac miéng dan tri liéu qua da Norspan® 5, 10, va 20 ug/h.
Trong cac nghién ctru 1am sang cua Norspan®, cac bénh nhan st dung cac opioid la chét chu vén toén
phan thy thé mu (1én dén 90 mg morphin ding durorng udng hodc tuong duong morphin dung dudng udng
mdi ngay) da dugc chuyén sang dung NorsPan , khoéng cb bao céo ve hoi ching cai hodc héi ching

ngirng thudc opioid trong thdi gian chuyén ddi tir opioid sang Norspan® (xem phin Céanh bdo va thin
trong).

PHU NU MANG THAI VA CHO CON BU

Phuy niv mang thai
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Khong ¢6 dir liéu tir viée sir dung Norspan® & phu nir mang thai. Cac nghién ciru trén dong vat da cho
thay ddc tinh trén sinh san. Chua rd cic nguy co tiém an ddi voi ngudi.

Dén cudi thai ky, lidu cao cia buprenorphin c¢é thé gay suy ho hap 0 tre so sinh thdm chi sau khi sir dung
mot thoi gian ngan. St dung 1du dai buprenorphin trong ba thang cudi cia thai ky ¢6 thé gay ra hdi ching
cai ¢ tré so sinh,

Vi vy khong nén sir dung Norspan® trong khi mang thai va & phu nir ¢6 kha ning mang thai khong sir
dung bién phap tranh thai hi¢u qua.

Phu nir cho con bui

Nghién ciru & chuét cho thiy buprenorphin ¢6 thé e ché tiét sira. Bai tiét cua buprenorphin vao sita 0

chuét da duoc quan sat.Chua c6 dir liéu vé s bai tiét vao sita me. Vi vdy nén tranh st dung Norspan®
trong thoi gian cho con bu.

ANH HUONG LEN KHA NANG LAI XE VA VAN HANH M?MC

Norspan® c6 anh huong Ic’m dén kha ning l4i xe va sir dung méy méc. Ngay ca khi dugc sir dung theo
dung huéng dan, Norspan® co thé anh hudng dén phan (ng cla bénh nhén v6i mét mirc d§ ma an toan
giao théng va kha ning van hanh may méc c6 thé bi suy giam. Diéu nay dac biét xay ra khi bat dau diéu
tri va khi két hop véi cac chét tac dung trung wong khac bao gdm rugu, thude an than thudc binh than va
thude ngu. Nhimg khuyén céo cho timg c4 nhan nén dugc dua ra boi bac si. Khong can thiét ¢6 su han ché
chung trong cac trurong hop da sir dung mét liéu én dinh.

O nhimg bénh nhan bi anh huong, chang han ‘nhu trong thoi gian bat dau diéu' tri hodc dang diéu chinh
lidu t&i mot lidu cao hon, ciling nhu trong it nhit 24 gitr sau khi d3 g& bo cic miéng dén, nhimg bénh nhan
nay khong nén lai xe hoac sir dung méay moc.

TAC DUNG KHONG MONG MUON
Phan (g c6 hai nghiém trong c6 thé lién quan véi viéc diéu trj bang Norspan® khi sir dung trén 1am
sang, tuong ty nhu cdc phan Ung quan sat vai thude giam dau opioid khac, bao gdm suy hé hip (dic biét

la khi sir dung véi céc chét tric ché than kinh trung wong khéc) va ha huyét 4p (xem phin Céanh bdo va
than trong).

Cic tac dung khong mong mudn sau da xay ra:

RAt thuong gap (=1/10), thudng gép (=1/100, <1/10), it gédp (=1/1000, <1/100), hiém gap (>1/10000,
<1/1000), rat hiém gap (<1/10000), khong rd tan suat (khong thé ude tinh tir dir liéu hién c6).

Cdc réi loan hé rhang mién dich

it gap: qua man

Rét hiém gip: phan tng phan vé, phan img kiéu phan vé

Cdc réi loan chuyén héa va dinh dwrong

Thuong gép: chan dn

It gap: mét nude

Cdc roi loan tdm than

Thuong gip: 14 1an, trdm cam, mat ngl, cang thing,

ft gap: rbi loan giac ngu, bon chén, kich dong, giai thé nhan cach
tam trang sang khoai, dé xtic cam, lo l?mg, a0 giac, ac mong

Hiém gap: r6i loan tdm than, giam ham mudn tinh duc

Rét hiém giip: phu thudce thude, thay dbi tam trang

Céc réi logn hé than kinh

Rat thuong gap: dau dau, chéng mat, budn ngu
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Thuong gap: di cam

It gap: an than, loan vi gidc, loan van ngdn, giam cam giac, giam tri nhd, dau nua dau, ngat, run, phoi hep

bét thudmg, rdi loan chi .

Hiém gap: roi loan sy ¢in bing, rbi loan 1 néi,

Rét hiém gip: Co thit co khong ty chi

Cac réi loan mdt

ft gap: kho mét, meo mit

Hiém gap: roi loan thi giac, pht mi mat, co déng tir
Rdi loan tai va mé dao

it gip: U tai, chong miit

RAt hiém gip: dau tai

Céc rdi logn ¢ tim

ft gap: dau thit ngwe, danh trong ngue, nhip tim nhanh
Céc roi loan mach mdu

Thudmg gip: gidn mach

It gap: ha huyét ap, truy tudn hoan, ting huyét ap, d6 bimg
Cde v6i logn hd hdp, ngiee va trung thet

Thudng gip: khé thd

it gap: hen suyén trim trong hon, ho, giam oxy mau, viém mili, éﬁ:k‘%(o khé, tang théng khi, néc

Hiém gip:trc ché ho hip, suy hd hip

Céc roi loan tiéu héa

Rét thuong gap: tio bon, khd miéng, bubn ndn, ndn
Thudmg gap: dau bung, tidu chay, khoé tiéu

It gip: day hoi

Hiém gap: viém tai thira, khé nudt, tic rudt
Céc réi loan gan mdt

Hiém gap: con dau quin mat

Cac roi loan da va mé dwdéi da

Rét thuong gap: ngira, ban 86

Thuémg gap: phat ban, d& md héi, ban do

it gap: da kho, pht mat, ndi mé day

Rét hiém gip: ndi mun, mun nude

Cdc réi logn co xieong va mo lién két

ft gip: chudt rit co, dau co, yéu ¢, co thit co
Cdc réi logn thdn va tiét nidu

It gap: rbi loan bi tiéu, tiéu tién

Cdc r6i loan hé sinh san va vii

ri‘fﬂvﬁ/

Hiém gap: r6i loan chirc nang cuong duong, réi loan chire nang tinh duc

Cde réi loan todn thin va cic inh trang tai vi tri dimg thude
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Rt thuomg gap: ngira tai vi tri dan thudc, phan img tai vi tri dan thude

Thuong gap: ué oai, suy nhuoc, dau, phu ngoai bién, ban do tai vi tri dan thudc, ndi ban tai vi tri dan
thuodc, dau nguc

ft gap: mét moi, triéu ching giéng ciim, sét, rét run, kho chiu, phi, hoi chimg ngirng thude
Hiém gap: viém tai vi tri dan thudc

Cac xét nghiém

It gip: tang alanine aminotransferase, giam trong lugng

Chdn thicong, ngé dic va cdc tai bién vé quy trinh sir dung

it gap: chan thuong do tai nan, nga ) f\/|/

* Trong mot sd truong hop, phan img di ng mudn tai chd xay ra véi dau hiéu W trang viém.

Trong nhitng triong hop nay, phai ngirng diéu tri bing Norspan”.

Buprenorphin it ¢6 nguy co bi phu thuge thé chat. Sau khi ngimg dung Norspan®, cac triéu ching nging
thudc duong nhur it xay ra. Piéu nay co thé 1a do su phén tach rit cham cua buprenorphm tir cac thy thé
opioid va do giam dan nong do trong huyét trong clia buprenorphin (thudong la trong khoang thoi gian 30
gi¢r sau khi bo cac miéng dan cudi ciing). Tuy nhién, sau khi sir dung Norspan® trong thoi gian dai, ¢6 thé
khong loai trir hoan toan cdc tri¢u chung cai thudc trong tu nhu Xay ra trong qua trinh ngirng cac thude
opioid. Nhirng triéu chimg nay bao gdm kich déng, lo 4u, cang thing, mit ngy, ting dong, run va réi loan
tiéu hoa.
Théng bdo cho bdc sj cdc tic dung khong mong muén gap phdi khi sir dung thubc.

QUA LIEU

Tri€u chirng: Céc triéu chirng twong tu nhu thube giam dau tac dung trung vong khac. Cac triéu chimg
bao gdm suy hé hép, an than, budn ngu, budn nén, ndn, truy tim mach va co dong tir dang ké.

Di?u tri: Go& bq cac miéng dan khoi da cua bénh nhan. Thiét‘lép va duy tri mét duong tho, hd trg hodc
kiém soat hé hap nhu duoc chi dinh va duy tri nhiét d6 co thé va can bang th€ dich diy diu.Nén sir dung
oxy, dich truyén, thudc co mach va cac bién phap hd trg khac nhur dugc chi dinh.

Mot chit dbi khang opioid, vi du nhu naloxon ¢6 thé dao nguoc tac dung ciia buprenorphin. Liéu naloxon
c6 thé 1a trong khoang 5 dén 12 mg ding dudng tinh mach Khai phat tac dung ciia naloxone cé thé bi tri
hozn dén 30 phiit hoic nhiéu hon. Duy tri thdng khi ddy du 14 quan trong hon so véi diéu trj bing naloxon.

DUQC LUC HOC

Nhém dwgce ly: Thube giam dau, nhém opioid; ma ATC: NO2 AEO1

Buprenorphin 1a mét chi van opioid mdt phan, téc dong tai cac thu thé opioid mu. N6 ciing c6 tac dung
d6i khang véi céc thu thé opioid kappa.

Hiéu qua da dugc chimg minh trong ndm nghién ciru pha III then chdt trong khoang thai gian lén dén 12
tuan ¢ nhimg bénh nhan dau khéng 4c tinh c6 ngudn goc khac nhau. Nhtmg bénh nhan nay bao gdm
nhitng bénh nhén thoai hoéa khop mirc d§ vira va néng va dau lung. Norspan™ da chimg minh lam giam
diém dau c6 y nghia 1am sang (khoang 3 diém trén thang BS-11) va kiém soat dau 1on hon dang ke so véi
placebo.

Mot nghién ciru nhan mo kéo dai (n = 384) ciing da dugc thuc hién trén nhitng bénh nhan dau khéng ac
tinh. V6i liéu man tinh, 63% s6 bénh nhan duoc duy tri kiém soat dau trong vong 6 thang, 39% bénh nhéan
kiém soat dau trong 12 thang, 13% bénh nhén kiém soat dau trong vong 18 thang va 6% kiém soat dau
trong 21 thang. Khoang 17% da dugc 6n dinh voi liéu Smg, 35% véi liéu 10mg va 48% vai liéu 20mg.

DUQC PONG HQC
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D ¢6 bing chimg vé chu trinh gan rudt.

Céc nghién ciu ¢ chuft khong mang thai va mang thai cho thay buprenorphin qua hang rio mau-nio va
hang rao nhau thai. Nong d6 thude trong ndo sau khi tiém (trong d6 chi tinh buprenorphin dang khdng
dbi), cao hon sau khi uong 2-3 lan. Sau khi tiém bép hodc udng, buprenorphin duwdng nhu tich tu trong
long dng tiéu hoa cia thai nhi - ¢é 18 do bai tiét qua mat, do chu trinh gan rudt chua phat trién day du.

Méi mleng dan giai phéng lugng 6n dinh cia buprenorphin trong khoang thoi gian lén dén bay ngay.
Trang thai 6n dinh dat duoc trong lan dung dau tién. Sau khi g& bé Norspan®, ndng dd buprenorphin giam
dén, giam khoang 50% trong 12 gid (trong khoang 10-24 gid).

Hp thi: I\~

Sau khi ddn Nerspan®, buprenorphin khuéch tan tir cc miéng dan qua da’ Trgn\g cac nghién cou duge ly
lam sang, gi4 trj trung vi cua thoi gian dé "Norspan® 10 pg/h" giai phong/nong“}do buprenorphin & miuc
con ¢o thé phat hién duge (25 picogram/ml) 13 khoang 17 gio. Phén tich lugng buprenorphin con lai trong
cac miéng dan sau khi sir dung 7 ngay cho thiy 15% liéu nap ban ddu da dugc giai phong. Mot nghién clu
vé sinh kha dung, so voi dudng tidm tinh mach, khang dinh rfing lugng thudc nay duge duge hép thu toan
than. Nang d6 buprenorphin van twong déi hing dinh trong thoi gian 7 ngay ding miéng dan.

Vi tri dan thudc:

Mdt nghién ctru & ngudi khde manh da chimg minh ring dirgc déng hoe clia buprenorphin giai phéng tir
Norspan® twong tr nhau khi ddn trén bén ngoai canh tay, phéan trén nguc, phan trén lung hoac mat bén
canh cia nguc (dudng gifta nach, khoang lién sudn thir 5). Sy h:?ip thu khac nhau & mdt mie d6 nhat dinh,
phu thudc vao vi tri dan va mac dd hép thu nhiéu nhét, cao hon khoang 26% khi dan & lung so vidi cde mit
bén cua nguc.

Trong mdt nghién clru & nhitng ngudi khoe manh ding Norspan® nhiéu lan & cling mdt vi tri, da quan sat
thay mirc d§ hap thu gan nhis tang gap ddi trong khoang thoi gian con lai 14 ngay. Vi 1y do nay, khuyén
cdo thay doi vi tri dan thube, va khéng nén dan mdt miéng ddan mdi tai cling mét vi tri trong 3-4 tuan.

Trong mot nghién ciru trén nhimmg nguoi khoe manh, khi dan mdt miéng dém nong truc tiép trén miénGr
dan tri liéu qua da d& lam ting thodng qua tir 26 - 55% nong d trong mau cua buprenorphin, Cac ndng dd
tro lai binh thudng trong vong 5 gio sau khi logi bo nguon nhigt. Do vay, khdng nén dé cac miéng dan tiép
Xuc truc tiép voi cac ngudn nhiét nhu chai nude nong, migng dém ndng hodc chan dién. Mot miéng dém
nong tiép xiic tai vi tri dan Nerspan® ngay sau khi loai bo miéng dan, khéng 1am thay d6i hdp thu thude tir
kho dur trit & da.

Phén bé:
Buprenorphin lién két véi protein huyét trong khoang 96%.

Nghién ciu cua buprenorphin dung dudmg tinh mach da cho thdy mét thé tich phan bd [én, goi ¥ sir phan
b rdng rdi cha buprenorphin. Trong mdt nghién ciu cua buprenorphin ding dudng tinh mach & nguvi
khée manh, thé tich phén bo & trang thai én dinh 14 430L, phan 4nh thé tich phan bé 1ém va tinh than lipid
ciia hoat chét.

Sau khi tiém tinh mach, buprenorphin v cac chét chuyén hoa ciia né duge bai tiét vao dudmg mit, va
trong vong vai phut, phén b vao dich ndo tay. Nong d6 buprenorphin xudt hién trong dich nio tuy vdo
khoang 15% dén 25% néng d6 trong huyét twong cing thai diém.

Chuyén dang sinh hoc va thai te:

Chuyén héa ciia buprenorphin & da sau khi dan Nerspan® 13 khéng dang ké. Sau khi dan tham théu qua
da, buprenorphm duoc thai trir théng qua chuyen hoa ¢ gan, tiép theo 1a thai trir qua mét va bai tiét qua
than voi cac chat chuyen héa hoa tan. Chuyén hda ¢ gan, théng qua enzym CYP3A4 va UGT1A1/1A3,
dan dén hai chét chuyén hoa chinh tuong (mg 12 norbuprenorphin va buprenorphine3-O-glucuronid.
Norbuprenorphin dwgce glucuronid hda trude khi thai trir. Buprenorphin cting dugce thai trir qua phén.
Trong mt nghién ciru & nhitng bénh nhan sau phau thuét, thanh thai toan phin cia buprenorphin cho thdy
khoang 55L/h.

Norbuprenorphin 14 chat chuyén héa ¢6 hoat tinh duy nhét da biét cia buprenorphin.

Tac dung cua buprenorphin trén dirge ding hoc cua cdc hogt chdt khdc:
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Dua trén céc nghién ciru in vitro & microsomes ngudi va té bao gan, buprenorphin khéng cé kha nang (rc
ché qua trinh chuyén hoéa xic tac bdi cac enzyme CYP450 CYP1A2, CY'P2A(§ va CYP3A4 ¢ cac nong do
dat dugc bang viéc sir dung miéng dan Norspan® 20pg/h. Tac dung trén chuyén héa xuc tac bai CYP2CS,
CYP2C19 va CYP2C9 chua dugce nghién clru. N

i i /[
BAO QUAN '
Bao quan khéng qua 30°C.
Dé xa tam tay tré em

QUY CACH PONG GOI
Hop 2 miéng dan tri liéu qua da.

HAN DUNG
24 thang ké tir ngay san xuét.

NHA SAN XUAT
LTS Lohmann Therapie-Systeme AG, Lohmannstrasse 2, D-56626 Andernach, Germany.

CHU SO HUU GIAY PHEP LUU HANH SAN PHAM
Mundipharma Pharmaceuticals Pte. Ltd., Singapore

®: NORSPAN la nhan hiéu da dang ky
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