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Lai n6i dau

Cuén sé tay nay dugc bién dich lai sang ti€ng Viét va an hanh bai T6 chuc Suc
khée Gia dinh Qudc té (FHI/Vietnam) véi su cho phép clia Pharmacom Media. Ban
géc tiéng Anh thudc ban quyén clia Cong ty trach nhiém hiu han Truyén théng

vé Dugc phdm (Pharmacom Media Ltd.), xuat ban bang nguén tai trg danh cho
gido duc cla t6 chuic Reckitt Benckiser.

Thong tin quan trong

N6i dung trong cudn sé tay nay chi c6 muc dich cung cap théng tin va dugc viét
trén co s& xem xét téng hagp tat ca cac bai bao khoa hoc, cac nghién ctiu da dugc
c6ng bd cho dén thai diém cudn sé tay dugc phat hanh. Nha xudt ban va cac don vi
lién quan khong chiu trach nhiém va khong c6 bat ky nghia vu phéap ly nao vé tinh
cap nhat cta théng tin, vé nhiing sai sét, nhiing diém chua chinh xac, ciing nhu
nhimng hau qua cé thé xdy ra do sir dung céac théng tin trong cuén sé nay.

Ngudi st dung khoéng nén coi cudn sé tay nay nhu mot can ci duy nhat dé dua
ra cac quyét dinh Iam sang ma phai tham khao thém cac théng tin khac vé thuéc
va cac hudng dan lam sang lién quan trudc khi ké don st dung déng thaoi bat ky
loai thuéc nao. Trong trudng hgp théng tin vé thudc va cac hudng dan lam sang
khéng day da, ngudsi ké don khéng dugc sir dung tai liéu nay lam tai liéu thay thé.
® Cong ty trach nhiém hitu han Truyén thong vé Dugc pham, Reckitt Benckiser, va (O]
FHI/Vietnam sé khong phai chiu trach nhiém vé bat c cac tuong tac khong mong
mudh nao co6 thé xay ra khi ké don buprenorphine/methadone véi cac thudc khac.
Cuén sach nay chinén dugc st dung nhu mot tai liéu tham khao.

G Viét Nam, ti 1& nhiém HIV va cac bénh ly tdm than dong dién & bénh nhan
nghién cac chat dang thuéc phién dugc diéu tri bang thudc thay thé tuong doi
cao. Do d¢, rat nhiéu bénh nhan diéu tri methadone cling déng thai dugc diéu tri
cac thudc khang virat, thudc Lao, khang nam, thudc diéu tri cac roi loan tam than.
Dé dap Ung nhu cau cung cép tai liéu tham khao vé tuong tac thubc cho cac bac
si diéu tri methadone cling nhu cac bac si & cac chuyén nganh khéac cé bénh nhan
dang diéu tri methadone, FHI/Vietnam da dé nghi Pharma Media cho phép bién
dich va xuat ban cuén sé tay gdc ra tiéng Viét. FHI/Vietnam chiu trach nhiém vé
chét lugng bién dich, d&m bao ndi dung bién dich khéng lam thay d&i néi dung
tai liéu g6éc. Tuy nhién, trong qua trinh bién dich va xuat ban khéng tranh khoi sai
soOt, chiing t6i rat mong nhan dugc y ki€n déng gop ctia ban doc. Cac y kién clia
quy vi xin gui vé:

T6 chtic Stic khode Gia dinh Quéc té (FHI/Vietnam)

Tang 3, S6 1, Phé Ba Triéu, Quan Hoan Kiém, Ha Noi

hoac Email: fhi@fhi.org.vn.

Xin chdn thanh cam on.
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Tuong tac thuéc

Chéat dang thuéc phién da dugc ghi nhan co tuong tac dang ké trén [am sang

vai nhiéu thu6c khac. Hau hét tuong tac giia cac thudc xay ra théng qua co ché
dugc ddong hoc nhung cling cé moét s6 thubce tuong tac theo co ché dugc luc
hoc. Tuong tac thuéc theo co ché dugc dong hoc thudng bao gom su kich thich
hoac tic ché enzym cytochrome P450 (CYP) clia gan (ngudi ta cling cho rang su
bién d6i khd ndng tham thau hang rao méau nao do thuéc gay ra cling c6 thé lam
thay d6i su phan bé cac thudc khac dugc hdp thu qua dudng tiéu héa). Tuong
tac dugc luc hoc c6 thé bao gém hiép luc tc ché hé than kinh trung uang.

Cac enzym cytochrome P450 (CYP), dugc tim thay & lusi ni bao nhan clia cac té
bao gan va té€ bao bi€éu mé rudt non. Ching dugc goi tén nhu vay bai vi ching
hap thu éanh séng & budc séng 450 nm. Cac enzym nay gay oxy hoa noi sinh va
ngoai sinh cac chat, lam tang kha nang hoa tan trong nudc clia cac chat nay va
chuén bi cho céc phan ting pha Il 1a phéi hap véi acid glucuronic va sau d6 bai
tiét ra khoi thé.

«  Hau hét cac thudc déu chuyén héa qua gan.

- Cothé ngusgi co trén 40 loai enzym CYP khac nhau.

. Sau loai enzym chiu trdch nhiém cho 90% chuyén héa thuéc & ngudi: @
CYP1A2, CYP3A4, CYP2C9, CYP2C19, CYP2D6 va CYP2E1.

- CYP3A4 la loai enzym dac biét quan trong, chuyén hda gan 50% cac thudc.

- CYP2A6, CYP2B6, CYP3A5 ddng vai tro tuong tu trén lam sang nhung it
quan trong hon.

Anh huédng cta tuong tac thudc

Tuong tac gilra cac thudc cling la déi tugng chuyén héa clia 1 loai enzyme c6
thé dan t6i su thay déi vé t6c d6 chuyén héa ctia mét hodc clia ca hai thudc va
cudi cling c6 thé anh huéng tGi ndng doé ctia thudc trong huyét tuang.

Cac thuéc dugc chuyén hoa bai cing mét loai enzyme sé canh tranh vi tri
chuyén héa véi nhau. Cac thuéc ¢6 i luc cao doi véi mot enzym c6 thé tic ché
hodc ngan chin chuyén héa clia cac thudc khac. Hé théng enzym CYP bi énh
hudng nhiéu do ca ché tc ché canh tranh nay.

«  C4c thudc tic ché hoat ddng enzym CYP 6 thé lam tdng néng do thudc
trong huyét tuong dan dén nguy co qua liéu hoac ngod déc.

Mot s6 thudc co thé lam tang téng hgp enzym CYP va vi vay lam tang s6 lugng
céc diém s&n c6 cho qua trinh chuyén hoa sinh hoc. Qua trinh nay dugc goi la
kich thich. Vi I& d6 (trong cing mét thai diém) s6 lugng thudc dugc chuyén héa
sé nhiéu hon.
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«  Céc thubc gay kich thich cdc enzym CYP c6 thé gay tang chuyén hoéa
thuéc va két qua la lam gidm nong dé thuéc trong huyét tuong va dan
dén giam hiéu qua diéu tri, va d6i vdi cac chat dang thudc phién, diéu nay
c6 thé gay héi chiing cai.

Buprenorphine: Do enzym CYP3A4 chuyén héa

Buprenorphine dugc chuyén hoa thanh norbuprenorphine nha enzym CYP3A4.
Buprenorphine co ai luc thap véi CYP3A4 va vi thé cling la chat tc ché yéu
enzym nay. G néng do diéu tri, khong cé su thay d6i hoat dong dang ké clia
enzym CYP3A4 sau khi st dung buprenorphine.

Trong khi cac chat tic ché CYP3A4 c6 thé lam tdng néng d6 buprenorphine trong
huyét tuang, buprenorphine cé dac tinh an toan, cu thé la cé tac dong tran ddi
VGi Uc ché ho hap, nghia la téac ddng nay hau nhu khéng de doa dén tinh mang.
Tuy nhién, van can phai luu y theo déi cac tac dung phu, dac biét la tac dung

an than, va cac bién chiing khac nhu ngd déc gan. Cac chat kich thich CYP3A4
c6 thé lam tang t6c d6 chuyén hda buprenorphine va dan dén gidm néng dé
buprenorphine trong huyét tuong gay ra hoi chiing cai chat dang thuéc phién.

Mac du c6 nhiéu nghién cttu trong phong thi nghiém (in vitro) cho thay
buprenorphine va norbuprenorphine cling c6 tac dong tic ché enzym CYP2DS6,
nhung trén ca thé (in vivo) cac thuéc nay khéng gay ra tinh trang tuong tac cd y
nghia ldm sang vai cac thubc khac dugc chuyén hoa béi enzym CYP2D6 (Umeda
va cong sy, 2005; Zhang va cong su, 2003; Umehara va cOng su, 2002).

Cac tuong tac theo co ché dugc luc hoc cé thé xay ra khi stt dung déng thaoi
buprenorphine vai cac cac thudc cé tac dung Uc ché hé hap nhu benzodiazepine.
Mac du téc dong tran 1én hé hap cia buprenorphine cé thé gidm nguy ca tac
doéng nguy hiém dén hé than kinh trung uong, mét sé trudng hop tirvong da
dugc ghi nhan khilam dung d6ng thdi ca cac thuéc nhom benzodiazepine lan
buprenorphine, dac biét khi s&r dung duong tiém chich tinh mach

Methadone: Do enzym CYP3A4, CYP2B6, CYP2C9, CYP2C19
va CYP2D6 chuyén hoa

Nhiéu enzym CYP & gan da dugc chiing to c6 tham gia qua trinh oxy hoa clia
methadone thanh sdn pham chuyén héa 6n dinh la 2-ethylidene-1, 5-dimethyl-3,
3-diphenylpyrrolidine (EDDP). CYP3A4 duac cho la enzyme CYP chii yéu tham gia
vao qua trinh chuyén hoa methadone nhung diéu nay khong déng nhat vai cac
nghién ctiu tuong tac thuéc & ngudi. Cac s6 liéu gan day (Gerber va cong su, 2004)
cho thay enzym CYP2B6 ddng vai trd quan trong nhat trong qua trinh chuyén

héa methadone va cac enzym CYP2C19 va CYP3A4 tham gia it han. CYP2C9 va
CYP2D6 ciing c6 mét s6 anh hudng lén chuyén hoa methadone.
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Gidi thiéu

Do c6 nhiéu enzyme tham gia vao qua trinh chuyén héa methadone nén
methadone tucng tac véi rat nhiéu nhém thudc khac nhau cuing dugc chuyén
hoa bai hé théng enzym CYP. Ngoai ra, s& dung methadone cung cac thuéc tic
ché cac enzym nay sé lam gidm chuyén héa methadone va két qua la gay tang
néng d6 methadone huyét tuong. Piéu nay c6 thé dan dén cac biéu hién qua
lieu, dac biét co nguy co tir vong do suy hé hap.

Nguac lai, cac thudc kich thich hé enzym CYP nay c6 thé lam tang téc do chuyén
hoa methadone c6 thé dan dén xuat hién hoi chiing cai chat dang thudc phién
trén bénh nhan. Do d6 can phai theo déi bénh nhan chat ché.

Cac tuang tac theo co ché dugc Iuc hoc cé thé xay ra khi st dung déng thoi
methadone véi cac cac thudc gay Uc ché ho hdp nhu benzodiazepine. Nhiéu
trudng hop tir vong da dugc ghi nhan khilam dung dong thoi cac thuéc nhém
benzodiazepine va methadone.

Nhiing luu y quan trong:
Hdi chiing xoan dinh (Hi chiing Torsades de Pointes)

Ho6i chiing xodn dinh(TdP) c6 lién quan dén viéc st dung methadone va c6 kha (O]
nang xay ra trén nhém bénh nhan dang st dung déng thai cac thuéc tuong
tac v6i hé isoenzyme CYP3A4 (Walker va cong su, 2003). Trong mot trudng
hgp gan day, mot bénh nhan xuat hién héi chiing xodn dinh sau khi ngting
lopinavir c6 ritonavir tang cudng (Luthi va cong su, 2007), mét phuc hgp da
dugc biét lam gidm nong d6 methadone (McCance-Katz va cong su, 2003).
Diéu nay nhan manh tdm quan trong cla viéc theo déi sat trén lam sang doi
V@i cac tuong tac thudc va hoi chiing xodn dinh. Trong s6 17 bénh nhan xuat
hién hoi chiing xoan dinh sau khi diéu tri duy tri bang methadone (MMT) liéu
cao, 14 bénh nhan c6 cac yéu té nguy co tién loan nhip tim (Krantz va cong
su, 2002). Cac yéu té nguy co da dugc xac dinh bao gébm: Ha kali mau, suy gan,
dang st dung cac thudc khéac co tac dung kéo dai khoang QT, cé tién st bénh
tim (Ehret va cong su, 2007). Cocaine cling c6 thé gay loan nhip tim va kéo dai
khoang QT théng qua co ché gidbng methadone (Krantz va cong su, 2005a).

Cho dén nay, hdi chiing xodn dinh chua dugc ghi nhan trén bénh nhan diéu tri
duy tri bang buprenorphine. Trong thuc t€, buprenorphine/naloxone (4/1) da
dugc ching t6 1a khéng cé dnh hudng dang ké [én khoang QT, ké ca hién tai bénh
nhan c6 st dung cocaine hay khéng (Baker va cong su, 2006). S6 liéu so sanh trén
450 bénh nhan da khang dinh Ia methadone c6 anh hudng lén khodng QT nhung
buprenorphine thi khong (Fanoe va cong su, 2007). Mdi chi c6 mét thir nghiém
ngau nhién c6 déi chiing (RCT) dugc thuc hién dé€ danh gia nguy co tuang déi
gilia cac liéu phap diéu tri bang thuéc doi véi nghién chat dang thuéc phién
(Wedam va cong su, 2007). Két qua thu dugc cho thdy cac bénh nhan st dung
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levo-alpha acetyl methadol (LAAM) hoac methadone cé nguy co xuat hién thoi
gian QT > 470 - 490 mgiay hodc tang hon 60 mgidy so v&i muc ban dau.

Coché

Cac nghién ctu trén phong thi nghiém (In vitro) cho thay rang methadone va
LAAM, nhung khéng thay & buprenorphine, chan kénh van chuyén K+ clia ca tim
& nhiing néng d6 nhat dinh trén lam sang, cac két qua nay gilp dua ra ca ché
gidi thich hop ly vé tdc dung ngoai y trén tim mach & mot s6 bénh nhan st dung
methadone (Katchman va céng sy, 2002). Theo Eap va cong su (2007) nhiing
genotype chuyén héa cham ctia enzym CYP2B6 gay nén khoang QT kéo dai lién
quan dén methadone, do d6 c6 thé lam gia tdng nguy ca loan nhip tim va dot tu.

Chuyén bénh nhan cé héi chiing xoan dinh sang si dung buprenorphine
Khi mét bénh nhan diéu tri duy tri bang methadone xuat hién héi chiing xoan
dinh. Krantz va cong su da chuyén bénh nhan sang st dung buprenorphine. Su
chuyén déi nay c6 két qua tét va khong quan sat thdy cac khoang QT kéo dai co
y nghia vé lam sang trong béi canh diéu tri tich cuc hay & giai doan theo déi sau
giai doan cap (Krantz va céng su, 2005¢).

@ Mot bdo céo khac trinh bay trudng hop moét bénh nhan duy tri methadone cé
hién tuong ngat tai dién va c6 héi chiing xoadn dinh tha phat sau kéo dai khoang
QT do methadone (Esses va cong su, 2008). Sau 12 thang chuyén sang dung
buprenorphine thanh céng, khoang QT cia bénh nhan van binh thusng va
khong c6 nhiing triéu chiing téi phat hay ghi nhan hién tugng loan nhip that.

Théi gian va d6 nhay liéu

Ty lé c6 khoang QT kéo dai & cac bénh nhan dang dugc diéu tri duy tri bang
methadone dao déng tir 16% (trén cac bénh nhan bat ky (Ehret va cong su,

2006) dén 85% (trén cac bénh nhan diéu tri thai gian dai & liéu 100-600 mg/ngay
(Maremmani va céng sy, 2005). Mac du diéu nay cho thdy viéc diéu tri liéu cao
methadone la c6 thé xay ra van dé, va mac du khoang QTc kéo dai da dugc chiing
minh la cé tuang quan vsi néng d6 methadone huyét tuong (Martell va cong su,
2005), c6 bang ching cho thay la khodng QTc c6 thé bi dnh hudng ngay tai liéu
thap ctia methadone (Maremmani va cdng su, 2005), nguy ca [6n hon khi liéu
methadone > 50 mg (Fanoe va cdng su, 2007). Thuc té, trong 10/42 bénh nhan co6
khoang QT kéo dai hodc cé héi chiing xoan dinh dugc bao cdo Ién Co quan Quan
ly Dugc pham va Thuc phdm Hoa Ky (FDA), tat ca cac anh hudng nay da xdy ra &
khoéng liéu methadone dugc khuyén cao dao dong tir 60-100 mg/ngay (Pearson
va Woosley, 2005). Mot ntia s6 bénh nhan c6 biéu hién trén phai nhap vién va 8%
trong s6 do ti vong. Trong khi d6, mot thi nghiém ngau nhién c6 déi chiing gan
day cho thay khoang QTc trén bénh nhan nhan dugc liéu c6 dinh trong 2 thang
ti€p tuc tang dan theo thai gian (Wedam va cong su, 2007).
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Gidi thiéu

Cac thong tin méi

Cac bao cao vé viéc kéo dai khoang QTc trén bénh nhan truéng thanh diéu tri
duy tri bang methadone va tham chi trén ca tré sg sinh sinh ra tir me dang diéu
tri duy tri bang methadone (Hussain va cong su, 2007), da dua ra cac khuyén céo
khéac nhau bao gobm: sang loc cac yéu té nguy cao vé tim mach trong cac bénh
nhan diéu tri duy tri bang methadone, kiém tra dién tim (ECG) thudng quy trong
trudng hop mai bat dau diéu tri methadone hodc véi cac bénh nhan co liéu
methadone >100 mg; cdnh bdo than trong vé methadone tai My va can nhac

Igi hai cho m6i bénh nhan dua trén nguy ca loan nhip tim ctia méi bénh nhan
(Schmittner va Krantz, 2006).

Dua trén nhiing s6 liéu ngay cang nhiéu vé van dé nay, khuyén céo ctia mot
nhom chuyén gia doc lap da dugc thong nhat gém: (1) danh gia cac nguy co
loan nhip tim lién quan dén methadone, (2) danh gia bénh s lam sang, (3) sang
loc ECG cho tat ca bénh nhan, (4) phan loai bénh nhan va theo déi bénh nhan
c6 khoang QT>450m gidy, va (5) cdnh bdo tuong tac thuéc giira methadone va
nhiing thudc khac c6 nguy ca kéo dai khodng QT hodc nhiing thudc lam cham
thai trr methadone (Krantz va cong sy, 2008).
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Thuoc an than
Benzodiazepine
va thudc gay ngu
Non-benzodiazepine




Thuéc nhém benzodiazepine phéi hop véi buprenorphine:
tong quan

Buprenorphine tuang tac véi mot s6 thuéc nhém benzodiazepine théong qua

co ché hiép luc cong duac luc hoc. Can than trong khi st dung thuéc nhém
benzodiazepine cho céc bénh nhan dang diéu tri duy tri bang buprenorphine
hoac khi chi dinh buprenorphine cho bénh nhan dang duing cac thuéc nhém
benzodiazepine. Bénh nhan can dugc canh bao vé su nguy hiém khi phdi hop
buprenorphine véi cac thuéc nhom benzodiazepine khong dung, dac biét khi st
dung duéng tiém chich vi c6 nguy cc gay suy ho hdp, hon mé va tir vong.

Thuéc nhém benzodiazepine phéi hop véi methadone:
tong quan

Methadone tuong tac véi nhiéu thuéc nhém benzodiazepine thong qua

co ché hiép luc cong duac luc hoc. Can trong khi st dung cac thuéc nhém
benzodiazepine cho bénh nhan diéu tri duy tri bang methadone hoac khi chi
dinh methadone cho bénh nhéan dang stt dung thuéc nhém benzodiazepine.
Bénh nhan can dugc cadnh bao vé su nguy hiém khi phdi hgp methadone khong
dung vai cac thudéc nhém benzodiazepine, dac biét khi stt dung dudng tiém
chich vi c6 nguy ca gay suy ho hdp, hén mé va ti vong.
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Thudc nhém benzodiazepine phéi hop véi buprenorphine:
tom tat

1.

Alprazolam: Chua c6 s6 liéu tai
thai diém in cudn sach nay cong
bé vé tuong tac giira alprazolam
va buprenorphine, tuy nhién
ciing nhu cac thuéc nhém
benzodiazepine khac, thu6c nay
cling c6 thé 1a mét yéu té nguy
cd nghiém trong khi st dung
doéng thai vai bat ky chat dang
thu6c phién nao vi cac tuong tac
hiép luc cong tc ché hé than kinh
trung uong.

Clonazepam: c6 thé |a mot yéu t§
nguy co nghiém trong khi st dung
déng thai vai bat ky chat dang
thudc phién nao vi cac tuong tac
hiép luc cong tic ché hé than kinh
trung uong.

Diazepam: dugc coi la mot yéu t6
nguy ca nghiém trong khi st dung
déng thaoi vai bat ky chat dang
thudc phién nao vi céc tuong tac
hiép luc cong tc ché hé than kinh
trung uong.

‘ ‘ FHI-Layout So tay MMT tieng Viet Final.indd 11

4.

6.

Flunitrazepam: dugc coi la moét
yéu t6 nguy co nghiém trong khi
st dung déng thai véi bat ky chat
dang thu6c phién nao vi cac tuang
tac hiép luc cong Uc ché hé than
kinh trung uong.

Midazolam: c6 thé [a mot yéu td
nguy cc nghiém trong khi st dung
dong thaoi vai bat ky chat dang
thudc phién nao vi cac tuong tac
hiép luc cong Uic ché hé than kinh
trung uong.

Triazolam: Chua c6 s6 liéu tai
thai diém in cudn sach nay cong
bé vé tuong tac cla triazolam

véi buprenorphine, tuy nhién
cling nhu cac thuéc nhém
benzodiazepine khac, thuéc nay cé
thé 1a mot yéu t6 nguy co nghiém
trong khi st dung dong thai véi
bat ky chat dang thuéc phién nao
Vi cac tuong tac hiép luc cong Uc
ché& hé than kinh trung uong.

Zolpidem: c6 thé Uc ché chuyén
hoéa buprenorphine va lam tang
néng d6 buprenorphine huyét
tuong. Khi st dung dong thoi hai
thuéc nay, can theo dodi bénh nhan
chat ché cac tdc dung phu trén hé
than kinh va ho hap.

H 2 mas i
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H 2 man

Thudc nhém benzodiazepine phéi hop véi methadone:
tom tat

1.

Alprazolam: C6 nhiéu trudng hop
st dung alprazolam va methadone
da bi t&r vong do qua liéu va 1
trudng hgp gay nhip cham xoang.

. Clonazepam: c6 thé la mot yéu

t6 nguy co nghiém trong khi st
dung dong thai véi bat ky chat
dang thu6c phién nao vi cac tuang
tac hiép luc cong Uc ché hé than
kinh trung uong .Thuéc nay dugc
st dung cho diéu tri duy tri bang
benzodiazepine trén bénh nhan
diéu tri duy tri bang methadone c6
[é thudc benzodiazepine.

Diazepam: dudc coi la mot yéu to
nguy co nghiém trong khi st dung
dong thai véi bat ky chat dang
thudc phién nao vi cac tuong tac
hiép luc cong tc ché hé than kinh
trung uang.

‘ ‘ FHI-Layout So tay MMT tieng Viet Final.indd 12 @

4. Flunitrazepam: dugc coi la mot

yéu t6 nguy cc nghiém trong khi
st dung déng thai véi bat ky chat
dang thuéc phién nao vi cac tuong
tac hiép luc cong tc ché hé than
kinh trung uong.

. Midazolam: c6 thé la mét yéu té

nguy ca nghiém trong khi st dung
dong thai vai bat ky chat dang
thudc phién nao vi céc tuong tac
hiép luc cong tic ché hé than kinh
trung uong.

. Triazolam: Gay giam sut tam than

van doéng, an than va tram cam
trong cac thi nghiém ngéu nhién,
c6 d6i ching, mu kép.

. Zolpidem: c6 thé tc ché chuyén

héa methadone va lam tang néng
doé methadone trong huyét thanh.
Bénh nhan can dugc theo déi chat
ché cac tac dung phu Ién hé than
kinh trung uong va hé hé hap khi
st dung cung luc 2 thuéc nay.
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Chuyén héa:

Alprazolam dugc chuyén héa & ngudi chti yéu nhd enzym CYP3A4, hinh thanh
hai san phdm chuyén hoéa chinh trong huyét tuong la: 4-hydroxyalprazolam va
a-hydroxyalprazolam. Alprazolam va cac san pham chuyén héa ctia né chi yéu
dugc thai trir qua nudc ti€u. Thai gian ban thai trung binh cla alprazolam sau
khi uéng dang vién phéng thich cham khoang tir 10,7-15,8 gi& & ngudi I6n
khde manh.

Alprazolam phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Hién nay chua c6 sé liéu vé tuong tac thudc theo co ché dugc luc hoc gilra
buprenorphine va alprazolam. Cling nhu véi bat ky cac chat dang thudc phién
khéc, phai than trong khi st dung buprenorphine cling cac thuéc an than khac
nhu benzodiazepine, bai vi da cé cac truong hop tir vong dugc ghi nhan sau
khi st dung cting hai loai thuéc nay. Nguy co dugc cho la tang lén khi st dung
alprazolam cung buprenorphine theo dudng tinh mach.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Alprazolam phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Cac thuéc nhém benzodiazepine dugc coi la yéu té nguy co khi sir dung véi bat
cUr chat dang thudc phién nao do tuong tac hiép luc cdng tc ché hé than kinh
trung uong. Do d6 phai than trong khi s&r dung dong thai cac thuéc nay. Cé mot
s6 bang chiing cho thay alprazolam, cing véi diazepam, c6 kha nang bilam
dung nhiéu hon cac loai benzodiazepine khac (Sellers va cong su, 1993).

Béang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.

Lam sang: Ashwath céng su da bao cdo vé mot trudng hop bénh nhan cé tién

st lam dung alprazolam c6 biéu hién nhip cham xoang khi bt dau diéu tri
methadone (Ashwath va cong su, 2005). Alprazolam ciing c6 lién quan dén mot
vai trudng hgp tt vong do qua liéu methadone/benzodiazepine (Rogers va cong
su,1997; Wolf va cong sy, 2005).

Tai liéu tham khao
Ashwath va cong su, 2005/Rogers va cong sy, 1997/Sellers va cong su, 1993/Wolf va cong su, 2005

‘ ‘ FHI-Layout So tay MMT tieng Viet Final.indd 13 @

YT ] ¢ [N ||

2/3110 11:02AM‘ ‘



Chuyén héa:

Clonazepam dugc chuyén héa phan 16n va chi c6 dudi 2% clonazepam dugc bai
ti€t qua nudc tiu (dudi dang khéng chuyén héa). Hé théng enzym CYP3A c6
thé déng vai trd quan trong trong qua trinh bién déi va oxy hda clonazepam.
Thai gian ban thai clia clonazepam ti 30 dén 40 gio

Clonazepam phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Mac du in vitro clonazepam khéng lam thay d8i chuyén hoa buprenorphine,
nhung tuong tac dugc luc hoc gitia 2 loai nay la c6 thé xay ra. Cling nhu bat ky
chat dang thudc phién nao, can phai than trong khi st dung buprenorphine cting
vGi cac chat an than khac nhu benzodiazepine, bai vi da c6 cac trudng hop tur
vong dugc ghi nhan sau khi str dung hai loai nay. Nguy ca dugc cho la tang 1én khi
st dung clonazepam cung buprenorphine theo dudng tinh mach.

Bang chiing:

In vitro: Khéng thay c6 su tc ché chuyén héa buprenorphine khi cé mat
clonazepam (Chang va Moody, 2005).

In vivo: Chua c6 s6 liéu tai thai diém in cuén séch nay.

Lam sang: Chua 6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Chang va Moody, 2005

Clonazepam phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Benzodiazepine dugc coi la yéu t6 nguy co do tuang tac hiép luc cong tc ché hé
than kinh trung uong khi st dung phoi hgp véi bat ky cac chat gay nghién nao.
Vi vay, can phai than trong khi sir dung déng thai 2 loai nay. Tuy nhién cac nghién
cliu 1am sang cho thay mét s6 lgi ich cla sir dung clonazepam dé diéu tri 1& thudc
benzodiazepine trong nhém bénh nhan diéu tri duy tri bang methadone.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Lam sang: Weizman va cong su (2003) diéu tri clonazepam cho 66 bénh nhan |é
thudc benzodiazepine diéu tri duy tri methadone va nhan thay day la phuong
phap diéu tri hiéu qua. Nam 2002, Bleich va cong su nhan thay 20 bénh nhan
dang diéu tri duy tri bang methadone c6 |é thudc benzodiazepine dung nap t6t
vai diéu tri duy tri bang clonazepam.

Tai liéu tham khao
Bleich va cong su, 2002/Weizman va cong su, 2003
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Chuyén héa:
Diazepam dugc chuyén héa chli yéu béi enzym CYP3A4 va S-mephenytoin
hydroxylase thanh temazepam va desmethyldiazepam.

Diazepam phéi hop véi buprenorphine

Kha ning tuong tac véi cac chat dang thudc phién:

Clng nhu bat ky chat dang thudc phién nao, can phai than trong khi st dung
buprenorphine cing véi cac chat an than khac nhu benzodiazepine, bai vi da co
cac truong hgp tir vong dugc ghi nhan sau khi st dung dong thai hai loai nay.
Nguy co dugc cho la tang lén khi s& dung diazepam cung buprenorphine theo
dudng tinh mach.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s8 liéu tai thai diém in cudn séch nay.

Lam sang: Mét nghién ctu héi clu trén 34 bénh nhan tl vong c6 lién quan
tGi buprenorphine da phat hién diazepam trén 4 trudng hgp va nordiazepam
trén 13 trudng hgp (Pirnay va cong sy, 2004). Cac liéu don diazepam gdy tang
tac dung an than va tang cudng anh hudng ctia thuéc trén cac bénh nhan
diéu tri duy tri bang methadone va buprenorphine. Tuy nhién, réi loan nhan
thiic nghiém trong han & nhom bénh nhan diéu tri thay thé bang methadone
(Lintzeris va cong su, 2006).

Liéu cao diazepam lién quan dén viéc tang cudng dé tac dong clia thudc
mang tinh ch quan theo thai gian va giam két qua kiém tra hoat dong tam
ly trong nhém bénh nhan diéu tri bang buprenorphine (Lintzeris va cdng su,
2007). Tuy nhién, nguac lai véi methadone, liéu cao buprenorphine (150% so
vdi liéu binh thusng) khéng cé bat ky lién quan téi viéc giam muc pO2 hoac
két qua test kiém tra.

Tai liéu tham khao:
Pirnay va cong sy, 2004/Lintzeris va cong su, 2006/Lintzeris va cong su, 2007

Diazepam phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Méc du nhiing bang ching lién quan dén tuong tac gitta methadone va
diazepam khong thong nhét, nhung céc thuéc nhém benzodiazepine van dugc
coi la yéu t6 nguy co chu yéu tuong tac véi bat ky cac chat dang thudc phién
nao. Vi vay can phai than trong khi st dung cling cac loai nay do tuong tac hiép
luc cong tc ché hé than kinh trung uong.
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Béang chiing:

In vitro: Iribarne va cong su (1997) da quan sat thay su Gc ché chuyén hoa
methadone trong khi d6 thi Foster va cong su (1999) lai céng bé diazepam
khéng anh hudng dén chuyén hdéa methadone.

In vivo: Khéng thay thay d6i nong dé methadone huyét tuong.

Lam sang: Liéu don diazepam gdy tang tac dung an than va cudng dé tac déng
cUa thudc trén bénh nhan diéu tri duy tri bang methadone va buprenorphine.
Tuy nhién, réi loan nhan thic nghiém trong hon 6 nhom bénh nhan diéu tri thay
thé bang methadone (Lintzeris va cong su, 2006).

Liéu cao cla diazepam da dugc chiing minh la lién quan téi viéc tang cudng dé
tdc ddong mang tinh ch quan clia thudc theo thai gian va giam két qua kiém tra
hoat dong tam ly trong nhém bénh nhan diéu tri bang methadone (Lintzeris va
cdng su, 2007). Liéu cao clia methadone (150% liéu binh thudng) c6 lién quan
dén viéc gidm muc pO2 va gidm két qua test kiém tra.

Tai liéu tham khao:
Iribarne va cong su, 1997/Foster va cdng sy, 1999/Preston va cong su, 1984/Lintzeris va cong su,
2006/Lintzeris va cong sy, 2007
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Chuyén héa:

Flunitrazepam chu yéu dugc chuyén hoa thanh desmethylflunitrazepam va
3-hydroxyflunitrazepam nha enzym CYP3A4 mdac du enzym CYP2C19 cling ¢
vai tro nhat dinh.

Flunitrazepam phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Cac tuong tac lam sang xuat hién theo co ché dugc luc hoc, du buprenorphine cé
thé thay d6i su phan b6 cac chat chuyén héa flunitrazepam in vivo nhu dugc gai y
gan day.

Béang chiing:

In vitro: C6 ba ti€u thé gan clia ngusi dugc sir dung dé danh gia chuyén hoa
thuéc. Kilicarslan va Sellers (2000) d& bao cao khéng cé cac tdc dong dang ké 1én
chuyén héa ctia buprenorphine hoac flunitrazepam, ggi y mét ca ché tuong tac
thuéc do ca ché duoc luc hoc.

In vivo: Trong mét nghién ctiu ngau nhién mu don trén déng vat clia Borron

va cong su (2002) trén loai chudt Sprague-Dawley, flunitrazepam da lam gidm
liéu gay chét trung binh clia buprenorphine tir 234, 6 xuéng con 38,4 mg/

kg. Nghién ctiu clia Mégarbane va cdng su (2006) cho thay dong luc phan bo
clia buprenorphine khong bi thay d6i sau khi st dung flunitrazepam. Su phdi
hgp nay da gay ra suy hé hap kéo dai, trong béi canh khéng cé tac dong dugc
dong hoc, cling ggi y cho tac dong clia ca ché duac luc hoc. Pirnay va cong su
(2008) két luan rang két hop buprenorphine liéu cao vdi flunitrazepam & chuét
Sprague-Dawley la nguyén nhan lam gia tang doc tinh trén hé ho hap, trong dé
su thay d8i viéc sap xép desmethylflunitrazepam qua trung gian buprenorphine
doéng mot vai tro quan trong.

Lam sang: Phan tich ti€p theo trén 34 trudng hop ti vong co lién quan dén
buprenorphine thi tim thay c6 flunitrazepam trén 3 trudng hop.

Tai liéu tham khao:
Borron va cong sy, 2002/Kilicarslan and Sellers, 2000/Pirnay va cong sy, 2004/Mégarbane va
cong sy
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Flunitrazepam phéi hop véi with methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Mac du chi cé it s6 liéu vé kha nang tuong tac gitia flunitrazepam va methadone,
nhung ca hai thuéc nay déu phu thudc cing mét sé enzym chuyén héa do d6
tuong tac c6 thé xay ra. Hon nita, cac thuéc nhém benzodiazepine dugc coi la
yéu t6 nguy co gay tuong tac hiép luc cdng tc ché hé than kinh trung uong khi
st dung cung vai bat ky chat dang thuéc phién nao. Khuyén céo phai than trong
khi st dung cting ldc hai loai thu6c nay.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Flunitrazepam lam gidm liéu gay chét trung vi cla methadone trén
chuot tir 22,5 mg/kg xudng con 13 mg/kg (Borron va cdng su, 2002).

Lam sang: Chua 6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Borron va cong sy, 2002
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Chuyén héa:

Chi ¢4 0,03% midazolam dugc bai tiét qua nuéc tiéu dudi dang chua chuyén
hoéa. Thuéc nay nhanh chéng chuyén héa thanh 1-hydroxymethyl midazolam,
sau dé dugc dao thai qua dudng nudc ti€u dusi dang phoi hgp. Thai gian béan
thai trir cia chat chuyén hoa nay giéng midazolam. Néng d6 clia midazolam
cao gap tir 10 dén 30 lan clia 1-hydrozymethyl midazolam. Cac enzym CYP3AT,
CYP3A2 va CYP3A4 déu tham gia vao qua trinh chuyén hoa thuéc.

Midazolam phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Cling nhu vai bat ky cac chat dang thuéc phién nao, phai than trong khi st dung
buprenorphine cing cac chat an than khac nhu benzodiazepine, bai vi da c6 cac
truong hgp tl vong dugc ghi nhan sau khi st dung cling ldc hai loai thuéc nay.
Nguy co dugc cho la tang Ién khi sir dung midazolam cung buprenorphine theo
dudong tinh mach.

Bang chiing:

In vitro: Quan sat trén in vitro cho thdy midazolam Uc ché chuyén héa
buprenorphin & muc d6 yéu (26%) (Chang va Moody, 2005; Bomsien va céng su,
2006).

In vivo: Phoi hop st dung midazolam va buprenorphine gay ra suy hé hdp nhanh,
manh va kéo dai trén 40 con chudt Sprague-Dawley (Gueye va cong su, 2002).
Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Tai liéu tham khao:
Gueye va cong su, 2002/Chang and Moody, 2005/Bomsien va cong sy, 2006

Midazolam phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Benzodiazepine dugc coi la yéu t6 nguy co khi sir dung cling vai bat ky chat
dang thudc phién nao do tuong tac hiép luc cdng tc ché hé than kinh trung
uang. Can than trong khi stt dung cling ltc hai loai thuéc nay

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.
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Luu y: Triazolam da tam thoi khéng dugc stir dung trén thi trudng tai mot s6
quéc gia tir dau nhitng nam 1990 do nhiing lo ngai vé cac tac dung phu nghiém
trong, chd yéu la cac tac dung phu vé tam ly khi st dung liéu cao. St dung
triazolam liéu thap dugc cho phép st dung tai nhiéu quéc gia nhung van chua
dugc phép sir dung tai Vuong quéc Anh.

Chuyén héa:

Triazolam va cac chat chuyén hoa clia né phan 16n dugc bai tiét qua dudng nudc
tiéu. Thai gian ban huy trung binh trong huyét tuong dugc bao céo rat ngén
khoang tur 1,5-5,5 gid. Nong do dinh huyét tuong dat dugc sau 2 gid ké tir sau
khi u6ng. Theo liéu khuyén cdo, ndbng dé dinh trong huyét tuong dat dugc dao
dong trong khoang 1-6 ng/mL.

Triazolam phdéi hop véi buprenorphine

Kha nang tuong tac véi cac chit dang thuéc phién:

Chua c6 s6 liéu tai thai diém in cudn sach nay vé tuang tac dugc luc hoc gitia
buprenorphine va triazolam. Cliing nhu véi bat ky cac chat dang thudc phién
khac, phai than trong khi s&r dung buprenorphine cling cac chat an than khac
nhu benzodiazepine, bai vi da cé cac truong hgp ti vong dugc ghi nhan sau khi
st dung dong thai hai loai thudc nay. S dung cling véi buprenorphine dusng
tinh mach dugc coi la tang nguy co

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua ¢6 s6 liéu tai thai diém in cudn sach nay.

Triazolam phdi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Cac thuc nhém benzodiazepine dugc coi la yéu t6 nguy co khi st dung cuing véi
bat ky chat dang thuéc phién nao do tuong tac hiép luc cdng tc ché hé than kinh
trung uang. Khuyén cdo phai than trong khi st dung déng thai hai loai thuéc nay.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén séch nay.

Lam sang: Thr nghiém trén cac déi tuong diéu tri duy tri bang methadone ngau
nhién, mu kép, c6 déi ching, Farré va cong su phat hién thay triazolam lam suy
giam hoat dong tam than van déng, gy ngu va tram cam (Farré va cong su,1998).

Tai liéu tham khao:
Farré va cong sy, 1998



Chuyén héa:

Zolpidem phu thudc vao nhiéu loai enzym trong gan dé chuyén héa sinh hoc.
Cu thé, CYP3A4 chiu trach nhiém chuyén hoa khodng 61% Zolpidem, CYP2C9
khodng 22%, CYP1A2 khodng 14%, va CYP2D6 va CYP2C19 khodng <3% (Von
Moltke va céng su, 1999).

Tai liéu tham khao:

Von Moltke va cong sy, 1999

Zolpidem phéi hop véi buprenorphine
Kha nang tuong tac véi cac chat dang thuéc phién:

Zolpidem dugc chiing minh gay Uc ché chuyén héa buprenorphine trén in vitro.

Cac théng tin vé zolpidem cho thdy trong qua trinh phéi hgp st dung hai loai
nay, bénh nhan can phai dugc theo déi nguy co hoé hap va tic ché hé than kinh
trung uong nang hodac kéo dai. Bénh nhan stt dung déng thai hai loai thuéc nay
can dugc tu van dé tranh cac hoat dong nguy hiém doi hdi phai tinh tao va phdi
hop van déng cho dén khi ho c6 thé hiéu dugc cac tac ddong cda thudc Ién co
thé clia ho nhu thé nao, va théng bao cho cac béc sy vé cac anh hudng nang va
kéo dai dén hé than kinh trung uong cé thé anh huéng téi cac hoat ddong hang
ngay clia bénh nhan.

Bang chiing:

In vitro: Zolpidem c6 hiéu luc tc ché manh su chuyén hoa buprenorphine
thanh norbuprenorphine bai enzym CYP3A4, tiic |a lam gidm chuyén héa
buprenorphine. Trudc khi bién d8i, hiéu luc tc ché tang Ién va do d6 gai y co
su hién dién clla mét thanh phan dugc kich hoat théng qua ca ché chuyén héa
trong qua trinh Gc ché (Bomsien va céng su, 2006).

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Bomsien va cong sy, 2006
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Zolpidem phdi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Zolpidem gay Uic ché chuyén hdéa methadone. Cac théng tin vé zolpidem cho
thdy trong qua trinh phéi hgp st dung hai loai thu6c nay, bénh nhan can phai
dugc theo déi nguy ca suy ho hap va tc ché than kinh trung uong ndang hoac
kéo dai. Bénh nhan st dung dong thdi hai loai thuc nay can dugc tu van dé
tranh cac hoat ddng nguy hiém doi héi phai tinh tao va phéi hop van déng cho
dén khi ho biét dugc cac tac dong clia cac thubc lén co thé ho thé nao, va thong
bdo cho bac sy cac anh hudng nang va kéo dai [én hé than kinh trung uong co6
thé dnh huéng t6i cac hoat dong hang ngay ctia bénh nhan.

Bang chiing:

In vitro: Zolpidem Uc ché chuyén héa methadone. Trén in vitro cling thay
zolpidem c6 thé Iam tang dién tich dudi dudng cong (AUC) ctia methadone
(Bomsien and Skopp, 2007).

In vivo: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Lam sang: Chua c6 s6 liéu tai thdi diém in cudn sach nay.

Tai liéu tham khao:
Bomsien va Skopp, 2007
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Cac thuoc
Chong tram cam
va Gidi lo au




Téng quan

Cac thuéc chdng tram cam va giai lo au phaéi hop véi
buprenorphine: tong quan

Buprenorphine c6 thé tuong tac véi mot s6 thudc chéng trdm cam va thudc
hudng than. Can than trong khi sit dung buprenorphine vai cac thudc an than
khac do tuong tac hiép luc cong véi buprenorphine. Tuong tac nay cé thé lam
tang nguy co suy ho hap, hdn mé va tl vong. Bénh nhan can dugc khuyén cao
vé nguy hiém néu phéi hgp sir dung khéng hap ly buprenorphine véi cac thuéce
Uc ché& than kinh trung uong, dac biét khi st dung dudng tinh mach.

Piém Iuu y quan trong: Hoi chiing ngd ddc serotonin la do tinh trang tang

qua muc lugng serotonin & synap than kinh. Vi thé phéi hop nhiing thuéc
serotonergic théng qua nhirng ca ché& khac nhau c6 kha nang lam gia tang néng
d6 serotonin & synapese than kinh d&n mdc de doa t& vong (Gillman, 2005).
Thudng gap nhat la phoi hgp thuéc tic ché oxy héa monoamine (IMAO) véi
thudc Uc ché tai hap thu serotonin (SRI). Biéu hién ctia ngd doc serotonin bao
gbm mua giat, giat rung, tang phan xa, run, sét, tang ti€t mé hoi, tang nhip tim,
tang nhip tho, lo au va lan [6n.

Mac du buprenorphine dugc cho la khéng c6 dnh hudng dén hé théng serotonin
(Gillman,2005), theo ca s& dit liéu ctia WHO cho thay da co ba bao cao vé @
hoi chiing ngd doc serotonin co lién quan véi viéc phoi hop buprenorphine

va IMAO. Mét bao cao da cong bo vé trudng hap ngd déc serotonin do

dung buprenorphine/naloxone tu'y & mét bénh nhan dang dung dosepin,

amitriptyline va methadone (Isenberg va cong su, 2008).

)

Cac thudc chdng tram cam va giai lo au phdi hop véi
methadone: tong quan

Cac nghién ctru cho thay methadone tuong tac véi mét sé thudc chéng tram
cam va giai lo 4u.Than trong khi s dung methadone véi cac thuéc an than khac
do tuong téc hiép luc cong véi methadone vi cé thé gay tang nguy co suy hd
hap, hén mé va ti vong. Bénh nhan can dugc khuyén céo vé nguy hiém cda
viéc phoi hop stir dung khéng hop ly methadone véi cac thuéc e ché than kinh
trung uong, ddc biét khi str dung dudng tinh mach.
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Theo thong tin vé san pham, khéng nén dung methadone cho nhiing bénh
nhan da ting dung mét thuéc IMAO trong 14 ngay qua.

Mot nghién ctu 493 trudng hgp ti vong do methadone tai New York cho thay

phoi hgp sir dung methadone véi TCAs va/hodc BZDs c6 lién quan véi nguy co
gia tang qua liéu (Chan va céng sy, 2006).
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Piém luu y quan trong: Da c6 nhing bao cdo da dugc cong bd vé vé kha

nang ngé doc serotonin dan dén tir vong khi stt dung cac chat tic ché oxy

hoa monoamine (IMAO) phéi hgp véi methadone. Kha nang tic ché hap thu
serotonin clia methadone dugc cho rang gay ra tinh trang tang manh serotonin
& synap than kinh (Gillman va cong su, 2005). Biéu hién ctia ngd doc serotonin
bao gém mua giat, giat rung, tang phan xa, run, sét, tang tiét mé héi, mach
nhanh, nhip thé nhanh, lo du va lan 16n.
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Tom tat

)

4

O
>
O
_|
T
(-
O
O
O
T
O
pd
o
_|
X
>
<
O
>
<
<
>;
o
>

ny O

FHI-Layout So tay MMT tieng Viet Final.indd 28

1.

Amitriptyline: c6 thé gay suy ho
hap va ngd doc serotonin khi st
dung cung buprenorphine.

Desipramine: khong dugc coi la
6 thé gay ra tuong tac nghiém
trong véi buprenorphine. Chua
quan sat dugc cac biéu hién lam
sang cUa tuong tac.

Doxepin: c6 thé gay ngo doc
serotonin khi phéi hap vai
buprenorphine.

Fluoxetine: Chua quan sat thay
anh huéng Ién chuyén hda
buprenorphine khi st dung phaoi
hgp hai loai thuéc nay.

Fluvoxamine: c6 thé tc ché
chuyén héa buprenorphine gay
tang nong do6 buprenorphine
huyét tuang.

10.

Cac thuéc chéng tram cam va giai lo au phéi hop véi
buprenorphine: tom tat

Imipramine: chua c6 s6 liéu vao
thai diém in cuén sach nay.

Meclobemide: chua c6 s6 liéu
vao thai diém in cudn sach nay.

Paroxetine: chua c6 s6 liéu tai
thai diém in cuén sach nay vé
tuong tac véi buprenorphine. Cé
thé gay Uc ché nhe chuyén héa
buprenorphine.

Phenobarbital: chua c6 sé liéu
tai thoi diém in cudn sach nay
vé tuang tac véi buprenorphine,
nhung cac tuang tac néu xay ra
thudng khéng nghiém trong.

Sertraline: chua c6 s6 liéu vao
thai diém in cuén sach nay.
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Cac thuéc chéng tram cam va giai lo au phéi hop véi
methadone: tom tat

1.

Amitriptyline: két hgp methadone
va amitriptyline c6 lién quan véi ti
vong do qua liéu methadone.

Desipramine: néng do
desipramine tang cao cé thé xay ra.

Doxepin: két hop vGi methadone
c6 thé gay nén khoang QT kéo dai
va ngat xiu.

Fluoxetine: tic ché chuyén hoéa
methadone va c6 thé tdng ndng
d6 methadone huyét thanh.

Fluvoxamine: Uic ché chuyén hoa
methadone va c6 thé tdng ndng
d6 methadone huyét thanh.

Imipramine: phéi hop vGi
methadone cé thé dan dén tang
doc tinh tricylic.
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7.

10.

Moclobemide: c6 thé gay tinh
trang ng6 doc serotonin khi

dung chung véi methadone, do
meclobemide la chat tc ché men
CYP2D6 nén c6 thé gay tang néng
d6 methadone huyét tuong.

Paroxetine: sir dung dong thai co
thé gy tang ndng dé methadone
huyét tuong.

Phenobarbital: c6 thé kich thich
chuyén héa methadone va giam

nong d6 methadone huyét tuong.

Sertraline: da ching minh tang

néng d6 methadone trong in vivo.
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1. Amitriptyline

Chuyén héa:
Amitriptyline dugc loai methyl & gan thanh dang chuyén héa hoat dong la
nortriptyline nhd enzym CYP3A4.

Amitriptyline phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Cac s6 liéu cho thay ca buprenorphine va amitriptyline déu anh hudng & muc
d6 trung binh dén hoat déng tam than van déng nhung cac nha nghién ctu
cho rang tuong tac thudc gitia hai loai nay thudng nhe va chu yéu tac dong

Ién hé ho hap. Luu y theo ddi lam sang trong qua trinh st dung cling hai loai
thu6c. Ngo do serotonin co thé xay ra khi dung amitriptyline va buprenorphine/
naloxone.

Bang chiing:

In vitro: Tang buprenorphine cap khi sir dung amitriptyline gay tang dang ké suy

ho6 hap (Saarialho-Kere va cong su, 1987).

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Mot trudng hgp bao cao vé tinh trang ngd doc serotonin khi tu

y diing buprenorphine/naloxone ¢ mot bénh nhan dang uéng doxepin, @
amitriptyline va methadone (Isenberg va cong sy, 2008).

Tai liéu tham khao:
Saarialho-Kere va cong su, 1987

<

Amitriptyline phéi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Amitriptyline da dugc chiing té gay tc ché chuyén héa methadone trén in vitro
do canh tranh cac enzym CYP, ggi y kha nang tang nong dé methadone huyét
thanh khi st dung cung Itc hai loai thuéc nay. Trong khi chua c6 cac di liéu lam
sang cac diéu tra phan tich cho thay su cé mat ctia amitriptyline khong tuang
xung trén cac truong hgp ti vong lién quan dén methadone.
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Bang chiing:

In vitro: Amitriptyline Gc ché chuyén héa methadone. Amitriptyline c6 thé gay
tang dién tich duéi duong cong (AUC) clia methadone (Bomsien va Skopp, 2007).
In vivo: Khi xem xét 493 trudng hgp ti vong lién quan dén methadone xay ra
nam 2003 tai New York, Hoa ky, amitriptyline dugc thay c6 lién quan cé y nghia
dén céc ca tlr vong do qua liéu nay (Chan va céng su, 2006).

Lam sang: Chua 6 s6 liéu tai thdi diém in cudn sach nay.

ny O

Tai liéu tham khao:
Bomsien va Skopp, 2007/Chan va cong su, 2006
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2. Desipramine

Chuyén héa:
CYP2D6 la enzym chuyén héa desipramine quan trong nhat, mic du phucng
thic chuyén héa chinh xac chua dugc biét ro.

Desipramine phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Hién nay chua c6 bang chiing cho thay vai trd ciia CYP2D6 trong chuyén héa
buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Trong thr nghiém ngau nhién c6 doi chiing, Oliveto va cong

su (1995) da diéu tri 21 bénh nhan lé thuéc chat dang thuéc phién bang
buprenorphine (8 mg sl) phoi hgp desipramine (150 mg ngay/1 lan) trong 12
tuan. Khéng thdy co tuong tac lam sang xay ra khi s&r dung cuing ldc ca 2 loai
thuéc nay.

@ Tai liéu tham khao:
Oliveto va cong sy, 1995

Desipramine phéi hop véi methadone

Kha ning tuong tac véi cac chat dang thudc phién:

Do ca methadone va desipramine déu phu thuéc chd yéu vao enzym CYP2D6,
do d6 6 thé co tuong tac co y nghia vé lam sang. Vi vay, can phai theo déi chat
ché dap ting lam sang va néng doé ca hai thudc desipramine va methadone.

<

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: St dung cd methadone va desipramine c6 thé gay tang néng do
desipramine (Maany va cong sy, 1989).

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.
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Tai liéu tham khao:
Maany va cong su, 1989
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3. Doxepin

Chuyén héa:
Doxepin chl yéu do enzym CYP2D6 chuyén héa, CYP1A2 va CYP3A4 |a nhiing
phuong thuc chuyén héa phu.

Doxepin phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Mot vao s6 liéu gan day cho thay ngd déc serotionin c6 thé xay ra khi phdi hop
st dung doxepin va buprenorphine/naloxone.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: S&t dung doxepin hang ngay khéng lam thay d6i tac dong cda
buprenorphine & chim b6 cau (Macenski va cong su, 1990).

Lam sang: Bao cdo dau tién da cong bé vé tinh trang ngd ddc serotonin khi tu
y diing buprenorphine/naloxone & bénh nhan uéng doxepin, amitriptyline va
methadone (Isenberge va cong su, 2008).

Tai liéu tham khao:
Macenski va cong sy, 1990/Isenberge va cong su, 2008 @

Doxepin phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Doxepin cd lién quan tGi hoi chiing “Xoan dinh”TdP va phoi hgp doxepin va
methadone c6 thé gay ra khoang QT kéo dai va ngat xiu.

<

Do methadone la mot chat tc ché CYP2D6, do vay khi dung chung véi doxepin
c6 thé gay tang doc tinh ba vong. Gan day, nhiing hudng dan diéu tri da néu
rang methadone c6 thé tac dong hiép luc cong lam kéo dai khodng QT khi phéi
hgp véi nhiing thuéc cling c6 nguy co kéo dai khoang QT.
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Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: SU dung doxepin hang ngay c6 lién quan y nghia vdi viéc giam ti Ié dap
Uing clia methadone va anh huéng dén d6 dung nap ctia nhiing chat dang
thudc phién 6 bé cau (Macenski va cong su, 1990).

Lam sang: Mét trudng hop ngat xiu va khoang QT kéo dai & bénh nhan dung
methadone, doxepin, va mot thudc chan beta da dugc cong bé (Rademacher va
cong sy, 2005).

ny O

Tai liéu tham khao:
Macenski va cong sy, 1990/Rademacher va cong sy, 2005
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4. Fluoxetine

Chuyén héa:
Fluoxetine dugc chuyén hoa phan 16n & gan nhd enzym CYP2D6 thanh
norfluoxetine va mét s6 san pham chuyén héa khac chua dugc xac dinh.

Fluoxetine phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Buprenorphine c6 ai luc thap vai hé théng enzym CYP. Cho t6i nay, khong

c6 bang ching cho thay CYP2D6 tham gia thuc su vao qua trinh chuyén héa
buprenorphine. Do d6, cac tucng tac cé y nghia vé mat dugc dong hoc c6 thé
khong xay ra.

Bang chiing:

In vitro: Cac nghién ctiu cho thdy khoéng cé anh hudng cla fluoxetine 1én chuyén

hoéa buprenorphine (Iribarne va cong su, 1998).

In vivo: Trong th&t nghiém ngau nhién c6 déi ching, Oliveto va cong su (1995)

da diéu tri 21 bénh nhan 1é thudc chat dang thuéc phién bang buprenorphine

(8 mg sl) phéi hop vai desipramine (150 mg 1 lan/ngay), amantadine (300 mg

1 lan/ngay), hoac fluoxetine (60 mg 1 lan/ngay) trong 12 tuan. Khong thay cé
@ thong bao vé tuong tac gitia fluoxetine va buprenorphine trén lam sang.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn séch nay.

Tai liéu tham khao:
Iribarne va cong sy, 1998/Oliveto va cong sy, 1995

<

Fluoxetine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Fluoxetine gdy Uic ché enzym CYP3A4 va CYP2D6 va vi thé lam gidm chuyén
héa methadone, c6 kha nang lam tdng ndng dé methadone huyét tuong. Tang
manh néng d6 methadone huyét tuong co lién quan dén tang nguy co ti vong
do suy ho hép.
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Bang chiing:

In vitro: Fluoxetine gay Uc ché methadone N-demethylation

(Ki =55 uM) (Iribarne va cong su,1998).

In vivo: Fluoxetine gay tang néng dé methadone (Eap va cong su,1997).
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

ny O

Tai liéu tham khao:
Eap va cong su, 1997/Iribarne va cong sy, 1998
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5. Fluvoxamine

Chuyén héa:

Co ché/phuong thic/cach thic chuyén hoéa fluvoxamine hién chua dugc biét
rd. Trén in vitro, fluvoxamine dugc xac dinh la gay tc ché enzym CYP3A4 va
CYP2D6. Tuy nhién, cadc enzym CYP1A2 va CYP2C19 dugc cho rang déng vai tro
quan trong han trong chuyén héa fluvoxamine (Chritenseb va cong su, 2002).
Tuy nhién viéc tc ché cac enzym nay chua dugc chiing minh.

Fluvoxamine phdi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Viéc tc ché CYP3A4 béi fluvoxamine cé thé cé mét s6 anh hudng téi chuyén
héa buprenorphine. Tuy nhién, kha nang nong d6 buprenorphine tang cao
trong huyét tuong gay suy hé hap nang bi han ché do tac dong tran clia
buprenorphine. Buprenorphine co ai luc thap déi véi hé théng enzym CYP. Chua
ghi nhan dugc cac dnh hudng nghiém trong téi chuyén hoa cla fluvoxamine.

Bang chiing:

In vitro: Trong mét thir nghiém do Iribarne va céng su (1998) thuc hién cho thay

¢6 sy tc ché khir nhan alkyl ctia buprenorphine khi st dung fluvoxamine cting
buprenorphine. (O]
In vivo: Chua c6 s6 liéu tai thai diém in cuén séch nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Tai liéu tham khao:
Iribarne va cong su, 1998

<

Fluvoxamine phdi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

fluvoxamine gay Uc ché& enzym CYP3A4 va CYP2D6 va vi thé c6 thé giam chuyén
hoa methadone, c6 kha ndang lam téang néng dé methadone huyét tuong. Tang
nong d6 methadone huyét tuong c6 lién quan dén tang nguy co ti vong do suy
hé hap.
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Bang chiing:

In vitro: Fluvoxamine gay tic ché methadone N-demethylation (Ki = 7 uM) trén in
vitro (Iribarne va cong su, 1998).

In vivo: Fluvoxamine gay tang néng dé methadone Ién tGi 20 - 100% trén in vivo
(Bertschy va cong su, 1994).

Lam sang: Chua c6 s6 liéu tai thdi diém in cudn sach nay.

ny O

Tai liéu tham khao:
Bertschy va cong sy, 1994/Iribarne va cong su, 1998
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6. Imipramine

Chuyén héa:

Imipramine dugc chuyén héa chti yéu nhd enzym CYP2C19, CYP1A2,
CYP2C9, CYP2D6 cling nhu monoamine oxidase 1-4 (MAO-A va MAO-B) va
UDP=glucuronosyltransferase 1-4 (UGT1A4).

Imipramine phéi hgp véi buprenorphine

Kha ning tuong tac véi cac chat dang thudc phién:

Chua c6 s6 liéu tai thai diém in cudn sach nay vé tuang tac gilta imipramine va
buprenorphine. Chua cé bang chiing cho thay c6 tuong tac Iam sang ré rang
gilta buprenorphine va nhiing thuéc khac do men CYP2D6 chuyén héa.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Thuc nghiém trén chuét chiing minh rang imipramine tc ché tac dung
giam dau ctia buprenorphine & néng dé thap, nhung tc ché nay sé tang manh &
nong dé cao.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Imipramine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Chua ¢6 s6 liéu tai thai diém in cudn sach nay vé tuang tac gilia imipramine va
methadone. Do methadone la mot chat tic ché enzyme CYP2D6 nén khi phoi
hgp véi imipramine c6 thé lam tang déc tinh ba vong.

<

Theo thong tin chi tiét vé loai thu6c nay, khéng nén phéi hgp methadone cho
bénh nhan da tiing dung MAOQI trong 14 ngay qua.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Khéng nhu chi dinh diing ngén ngay, nghién ctu trén chim bé cau cho
thay phéi hgp imipramine va methadone trong diéu tri lau dai sé lam giam hiéu
qua cda methadone (Cleary va cdng su, 1986).

Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.
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Tai liéu tham khao:
Cleary va cong su, 1986
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7. Moclobemide

Chuyén héa:
Moclobemide dugc chuyén héa nha dong enzyme 2C19 va 206 thudc hé théng
enzym CYP450 va MAO-a va MAO-B.

Moclobemide phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Chua c6 s6 liéu tai thai diém in cuén sach nay vé tuong tac gitta moclobemide
va buprenorphine. Chua c6 bang chiing cho thay c6 tuong tac lam sang ré rang
gilta buprenorphine va nhiing thuéc khac do men CYP2D6 chuyén héa.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Moclobemide phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Co ché hoat dong ctia moclobemide lién quan dén su tic ché cé hoi phuc va @
chon loc cia MAO-A. M6t s6 bao cdo da cong bo vé nhing trudng hop nghi

ngd ngd doc serotonine khi phoéi hgp methadone véi nhing thuéc tc ché MAO.

Theo théng tin sdn pham, khéng nén phéi hap methadone cho nhiing bénh

nhan da tiing dung mét thuéc tc ché MAO trong 14 ngay qua. Do la chat Uc ché

CYP2D6, moclobemide c6 thé giam chuyén héa methadone, lam téng néng do

methadone trong huyét thanh.

<

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.
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8. Paroxetine

Chuyén héa:

Paroxetine dugc chuyén héa chti yéu nhd enzym CYP2D6 mac du 6 it nhat

mot enzym khéc tham gia vao qua trinh chuyén héa. Phan I6n thudc bi oxy hoa
thanh catechin trung gian va sau d6 dugc bién déi thanh glucuronide phan cuc
cao va cac chat sulphate chuyén hda nhd cac phan ting methyl héa va phan ting
két hop.

Paroxetine phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Chua c6 s6 liéu tai thai diém in cudn sach nay vé tuang tac gilia paroxetine

va buprenorphine. Paroxetine tic ché manh CYP2D6 va Uic ché muc do nhe
CYP1A2, CYP2C9, CYP2C19 va CYP3A4 va do d6 c6 thé tac dong tdi chuyén

héa buprenorphine. Buprenorphine c6 ai luc thap véi hé thong enzym CYP. Tuy
nhién, kha nang néng d6 buprenorphine cao trong huyét tuong gay tc ché
nang hé hé hap bi gidi han do tac dong tran ctia buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.
@ In vivo: Chua 6 s6 liéu tai thai diém in cudn sach nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Paroxetine phéi hop véi methadone

Kha ning tuong tac véi cac chat dang thudc phién:

Paroxetine gay tc ché manh CYP2D6 va Uc ché muc dé nhe CYP1A2, CYP2C9,
CYP2C19 va CYP3A4 va nhu vay anh huéng téi chuyén héa methadone. Diéu
nay dan dén tang néng d6 methadone trong huyét tuong va c6 lién quan dén
nguy cd tir vong do suy ho hap.

<

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Paroxetine da dugc chiing minh gay tang néng dé methadone
(Begré va cong su, 2002).

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.
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Tai liéu tham khao:
Begré va cong su, 2002
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9. Phenobarbital

Chuyén héa:
Phenobarbital dugc chuyén héa chi yéu nha enzym CYP2C9 va CYP2C19, mac
du enzym CYP3A4 ciing c6 lién quan.

Phenobarbital phdi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Cho d@én nay chua co6 cac nghién ctu lam sang vé tuong tac thudc gidia
buprenorphine va phenobarbital. Su kich thich hé enzym CYP bdi phenobarbital
dan dén tang chuyén héa buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Phenobarbital phdi hgp véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Phenobarbital la tac nhan kich thich cytochrome P450 & gan bao gém CYP3A4 @
and CYP2D6, ca hai enzym nay déu rat can cho chuyén héa methadone. Do vay,

tuong tac véi methadone cé thé xay ra. Bénh nhan can dugc theo déi chat ché

va diéu chinh liéu khi can thiét dé tranh hoi ching cai.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Gidam néng dé methadone huyét tuong da dugc quan sat thay trén bénh
nhan uéng dong thai methadone va phenobarbital.

Lam sang: Biéu hién hoi ching cai trén [am sang da dugc quan sat thay khi uéng
déng thai methadone va phenobarbital. (Liu va Wang, 1984).
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Tai liéu tham khao:
Liu va Wang, 1984
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10. Sertraline

Chuyén héa:
Sertraline dugc chuyén héa thanh N-desmethylsertraline chi yéu nha enzym
CYP2D6 va CYP3AA4.

Sertraline phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Khong c6 s6 liéu chi tiét vé tuang tac thudc gitia sertraline va buprenorphine.
Buprenorphine c6 ai luc thap véi CYP3A4 va cling khong cé bang ching cho
thay CYP2D6 tham gia qua trinh chuyén héa thuéc nay.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Sertraline phéi hgp véi methadone
Kha nang tuong tac véi cac chat dang thuéc phién:

@& St dung cung luc sertraline va methadone c6 thé gay anh huéng dén chuyén
héa methadone. Su tic ché enzym CYP3A4 va CYP2D6 do sertraline gay ra c6
thé dan dén tang néng dd methadone huyét tuang. Chua ré viéc tang nong do
methadone nay c6 du gay cac anh hudng trén Iam sang hay khong.

Béng chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Sertraline gay tang methadone trén in vivo trong giai doan dau diéu tri
(Hamilton va céng su, 2000).

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

4

Tai liéu tham khao:
Hamilton va céng sy, 2000
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Cac thudc
Chéng co giat




Téng quan

Cac thuéc chdng co giat phéi hop véi buprenorphine:

tong quan

Chua quan sét thdy tuong tac manh trén lam sang khi sir dung buprenorphine
cling véi cac thudc chéng co giat.

Cac thudc chdng co giat phoi hop véi methadone:

tong quan

Mot s6 thudc chéng co giat dugc biét la gay kich thich hé théng enzym CYPva
do d6 c6 thé lam gidam néng dé methadone huyét tuong. Bénh nhan phai dugc
theo déi cac dau hiéu ctia héi chiing cai va diéu chinh liéu cho phu hgp.
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Tom tat

Cac thuéc chdng co giat phéi hop véi buprenorphine: tém tat
1. Carbamazepine: khong ghi nhan

dugc cac tdc dung ngoai y nghiém

trong trong cac thir nghiém st

dung d6ng thai buprenorphine va

carbamazepine.

2. Phenytoin: phenytoin dugc chuyén
hda nhd cac enzym clia gan khac
vé6i buprenorphine. Cac tac dung
phu da dugc bao cao khi str dung
buprenorphine cung véi phenytoin.

Cac thudc chéng co giat phdi hop véi methadone: tém tat
1. Carbamazepine: c6 thé gay gidm

nong dé methadone huyét tuong

do kich thich enzym CYP3A4.

@ 2. Phenytoin: gay giam nhanh
methadone trong huyét tuong do
d6 c6 thé xuat hién hoi ching cai.
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1. Carbamazepine

Chuyén héa:
Carbamazepine dugc chuyén héa phan 16n thanh carbamazepine-10,11-
epoxide chli yéu nhd enzym CYP3A4 va moét phan bai enzym CYP2CS8.

Carbamazepine phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Buprenorphine c6 ai luc thap vai hé théng enzym CYP. Su Uic ché enzym
CYP3A4 va CYP2C8 do carbamazepine gay ra c6 thé anh huéng dén chuyén hoéa
buprenorphine. Nguy ca tang néng dé buprenorphine huyét tuong gay suy ho
hap dugc gisi han do tac dong tran ctia buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén séch nay.

Lam sang: Trong thd nghiém ngau nhién co kiém chiing trén 26 bénh nhan

[& thuoc chat dang thudc phién, Seifert va cong su (2002) da khéng phat hién

thay cac biéu hién nghiém trong khi stt dung dong thai buprenorphine va

carbamazepine. Diéu nay cling da quan st thay trong mét thir nghiém lam sang

¢6 d6i chiing khéac do Paetzold va cong su thuc hién (2000) trén 27 d6i tuong. @

Tai liéu tham khao:
Paetzold va cong su, 2000/Seifert va cong sy, 2002

Carbamazepine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Do carbamazepine dugc xac dinh la chat kich thich CYP3A4 nén n6 co thé gay
tang chuyén héa methadone do dé c6 thé gay biéu hién hoi chiing cai. Vi vay,
bénh nhan phai dugc theo déi chat ché biéu hién hoi ching cai dé dugc diéu

chinh liéu cho phu hop.
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Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Giam néng dé methadone huyét tuong trong cac nghién ctu trén in vivo.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Saxon va cong su, 1989
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2. Phenytoin

Chuyén héa:
Phenytoin dugc chuyén hda phan 16n nhd enzym CYP2C9 va CYP2C19 thanh
arene — oxyt, sau d6 chuyén thanh 5-p-hydroxyphenyl-5-phenylhydantoin.

Phenytoin phéi hop véi buprenorphine
Kha nang tuong tac véi cac chat dang thudc phién:
Khong cé dau hiéu CYP2C9 va CYP2C19 tham gia vao chuyén hoa buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.

Lam sang: Yajnik va cong su (1992) phat hién trong thr nghiém ngau nhién
mu doi c6 d6i ching, 3 trong s6 25 bénh nhan sir dung phenytoin cling véi
buprenorphine liéu thap (0,2 mg) dé gdy mé c6 biéu hién tac dung phu trong
mot thang diéu tri.

Tai liéu tham khao:
Yajnik va céng su, 1992

Phenytoin phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Do phenytoin la chat kich thich CYP3A4 nén c6 thé gay tang chuyén héa
methadone do dé cé thé gay ra cac biéu hién cta héi chiing cai. Vi vay, bénh
nhan phai dugc theo déi chat ché biéu hién héi chiing cai dé dugc diéu chinh
liéu cho phu hop.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: cac nghién ctru nhan thay c6 su giam manh néng dé methadone huyét
tuang trong thai gian dau si dung phenytoin cing methadone.

Lam sang: Cac triéu ching cla héi ching cai da quan sat dugc trén cac bénh
nhan st dung déng thai methadone va phenytoin (Tong va cong su, 1981).
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Tai liéu tham khao:
Tong va cong su, 1981
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Thudc diéu tri HIV

va cac thudc
Khang vi rut khac




Téng quan

Thuéc diéu tri HIV va cac thuéc khang vi rat khac phéi hop
vGi buprenorphine: téng quan

Buprenorphine c6 vé nhu dugc dung nap tét khi st dung dong thai véi hau
hét cac thudc khang vi rat. Tuy nhién bénh nhan phai dugc theo déi va diéu
chinh liéu phu hgp @€ du phong tac dung phu hodc gidm hiéu qua diéu tri. C6
mot s6 bang chiing cho thay diéu tri duy tri bang buprenorphine c6 thé tang
tuan tha diéu tri cac phac dé khang retrovirus hiéu qua cao (HAART). Khi st
dung buprenorphine vai hai thuéc khang vi rut delavirdine va ritonavir da phat
hién c6 hién tugng khodng QTc kéo dai nhung hién tugng nay khong xay ra vai
efavirenz hoac nelfinavir.

Y1l N31G DONHL

Thuéc diéu tri HIV va cac thuéc khang vi rat khac phéi hop
v6i methadone: téng quan

Methadone c6 tuong tac dugc luc hoc va dugc dong hoc véi nhiéu thuéc diéu tri
HIV. S&r dung déng thai cac thudc nay cé thé dnh huéng téi ndbng dé méi thudc
do d6 phai theo déi bénh nhan chat ché dé tranh gidm hiéu qua diéu tri hoac
cac tac dung phu khéng mong muén.
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Tom tat

®

Thudc diéu tri HIV va cac thuéc khang vi rut khac phéi hop
v@i buprenorphine: tom tat

1.

Abacavir: Chua co s6 liéu tai thoi
diém in cudn sach nay.

Amantadine: dung nap t6t khi st
dung cuing véi buprenorphine.

Amprenavir: Chua c6 s6 liéu tai
thai diém in cudn sach nay.

Atazanavir: c6 thé gay Uc ché
chuyén héa buprenorphine do d6
lam tdng nong d6 buprenorphine
huyét thanh.

Delavirdine: ting néng do
buprenorphine huyét thanh.
Khodng QT kéo dai khéng c6 biéu
hién lam sang khi dung két hop
vGi buprenorphine. Khéng thay
tac dung ngoai y trén lam sang
trong 7 ngay dau st dung ca hai
loai thudc.

Didanosine: Chua c6 so6 liéu tai
thai diém in cuén sach nay.

Efavirenz: khong c6 dnh hudng
dang ké 1&n chuyén héa mét
trong hai thudc, trén khoang QT
hodc hoéi chiing cai khi st dung ca
hai loai thuoc nay.

Indinavir: c6 thé gay tc ché
chuyén héa buprenorphine.

Lopinavir: khong thay déi
dugc dong hoc buprenorphine
va khong thay tac dung phu
trén lam sang khi stt dung phéi
hop lopinavir/ritonavir véi
buprenorphine.
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10.

11.

12.

13.

14.

15.

16.

17.

Nelfinavir: s6 liéu hién tai cho
thay khong cé cac tac dong dang
ké 1én khoang QT sau khi strdung
cung luc 2 loai nay.

Nevirapine: kich thich hoat
dong cac enzym & gan tuy nhién
chua c6 nghién ctiu vé viéc su
dung déng thai thudc nay véi
buprenorphine.

Pegylated interferon alpha 2b:
Chua c6 s6 liéu tai thai diém in
cudn sach nay.

Ritonavir: gay ting nong do
buprenorphine huyét thanh
nhung khéng kem theo cac thay
déi quan trong trén lam sang.
Khoang QT kéo dai da dugc quan
sat thdy trén can lam sang khi s
dung cung buprenorphine.

Saquinavir: c6 thé gay Uc ché
chuyén héa buprenorphine do d6
lam tang ndng d6 buprenorphine
huyét thanh.

Stavudine: gay Uc ché hoat
doéng CYP3A4 nhung chua cé cac
nghién ctu lién quan dén anh
hudng khi stt dung thuéc nay
cung véi buprenorphine.

Tenofovir: Chua c6 s6 liéu tai thoi
diém in cuén sach nay.

Zidovudine: chua c6 s6 liéu

lien quan dén chuyén héa
buprenorphine. Chua quan sat
thay cac anh hudng lén nong d6
zidovudine in vivo.
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_|
L 1.
C
(@
)
D
— 2.
T
C
_{
> 3.
T
<
» 4,
j>/
)
>N
. 5.
_|
T
(@
O 6.
e
~
T
T 7.
=z
o
<
- 8.
_
_|
~
T
> 9.
)

Abacavir: c6 thé gay tang do
thanh thai methadone va vi vay
lam giam nong d6 methadone
huyét thanh.

Amantadine: c6 vé nhu duoc
dung nap tét trén bénh nhan diéu
tri duy tri bang methadone.

Amprenavir: kich thich hoat déng
clia CYP3A4 va c6 thé gay gidm
nong d6 methadone huyét thanh.

Atazanavir: Uc ché chuyén héa
methadone va c6 thé gay tang
néng d6 methadone trong huyét
thanh.

Delavirdine: tic ché chuyén hoa
methadone va cé thé gay tdng nong
d6 methadone trong huyét thanh.

Didanosine: khi st dung déng
thoi didanosine va methadone cé
thé gay gidm néng d6 didanosine.

Efavirenz: kich thich hoat dong
mot s6 enzym CYP va c6 thé gay
giam néng d6 methadone trong
huyét thanh.

Indinavir: Gc ché chuyén hoa
methadone va c6 thé gay tang
néng dé methadone trong
huyét thanh.

Lopinavir: la chat kich thich manh
chuyén héa methadone. Gay hoi
chiing cai do vay can phai tang
lieu methadone khi st dung déng
thdi ritonavir va methadone.
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11.

12.

13.

14.

15.

16.

17.

Thuéc diéu tri HIV va cac thuéc khang vi rut khac phéi hop
vGi methadone: tom tat

Nelfinavir: kich thich hoat dong
cGia CYP3A4 va giam dién tich
duéi dudng cong néng dé - thoi
gian clia methadone.

Nevirapine: kich thich chuyén
héa methadone va c6 thé gay
gidm néng d6 methadone trong
huyét thanh.

Pegylated interferon alpha 2b:
gdy tdng ndng dé methadone
huyét tuong sau khi sir dung dong
thaoi. Su thay déi nay c6 vé nhu
khong cé y nghia vé lam sang.

Ritonavir: c6 thé gay tc ché
chuyén héa methadone va tang
tham nhéap vao hé than kinh trung
ucng gay nén chuyén dich dudng
cong déap tiing nbng do sang trai.

Saquinavir: Uc ché chuyén hoa
methadone va c6 thé gay taing néng
dé methadone trong huyét thanh.

Stavudine: khi sir dung stavudine
cung véi methadone lam gidm
sinh kha dung va giam hap thu
cla stavudine.

Tenofovir: to ra la dung nap t6t
trén bénh nhan diéu tri duy tri
bang methadone.

Zidovudine: methadone c6 thé
gay Uc ché chyén héa zidovudine.
Tang liéu zidovudine c6 thé gay
triéu ching tuong tu nhu hoi
chiing cai methadone. Khéng dugc
tang liéu methadone néu khong
danh gia bénh nhan day du.
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1. Abacavir (ABC)

Chuyén héa:

Abacavir hau hét khong dugc chuyén héa bai hé théng enzym cytochrome
P450 ctia gan. Abacavir chuyén héa chd yéu qua than nhad enzym alcohol
dehydrogenase va glucuronyl transferase.

Abacavir (ABC) phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Khong c6 s6 liéu lam sang lién quan dén tuong tac gilra buprenorphine va
abacavir.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.
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Abacavir (ABC) phéi hop véi methadone
Kha nang tuong tac véi cac chat dang thudc phién:

® & liéu diéu tri, abacavir khdng thay gay anh hudng dén hoat dong ctia hé théng
enzym CYP450 nhung gay tang téc dé thanh thai methadone. St dung déng thoi
hai thuéc nay cling thay tang thanh thai abacavir. Theo déi chat ché cac dau hiéu
lam sang va diéu chinh liéu phu hgp dé tranh gay hoi chiing cai do methadone
va/hodc gidm hiéu qua cutia abacavir.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Da quan sat dugc su tang téc dé thanh thai cia methadone (23%).
Nghién ctitu khac thdy khi stir dung két hgp abacavir, mot chat da duoc biét

la kich thich CYP3A4, amprenavir, va methadone dan dén giam néng do
methadone huyét tuong. (Bart va cong su, 2001). C6 thé diéu nay xay ra chd yéu
do tac dung Uic ché CYP3A4 cGia amprenavir gay ra.

Lam sang: Chua c6 s6 liéu tai thdi diém in cudn sach nay.

J0NHL DY¥D YA AIH
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Tai liéu tham khao:
Bart va cong sy, 2001
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2. Amantadine

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Trong mét nghién thi nghiém ngau nhién c6 kiém ching kéo dai 12
tuan trén bénh nhan st dung cocaine (n = 21), Oliveto va cdng su (1995) khéng
quan sat thdy co tuong tac gitia buprenorphine va amantadine.

Chuyén héa:
N Amantadine dugc dao thai phan I16n duédi dang khéng chuyén hoa trong
c nudgc tiéu.
_|
I 7
c Amantadine phoi hop véi buprenorphine
O Kha nang tuong tac véi cac chat dang thuéc phién:
o Khéng thay cé tuong tac trén lam sang khi s dung déng thai buprenorphine va
W) amantadine.
M N
c Bang chiing:
_|
)

Tai liéu tham khao:
Oliveto va cong su, 1995

Amantadine phdi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Chua c6 s6 liéu tai thai diém in cuén sach nay vé tuong tac gitta amantadine va
methadone. Céc bao cdo lam sang khong ghi nhan cé tueng tac thuéc khi st
dung amantadine cuing lic v6i methadone.
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Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Amantadine c6 vé nhu dugc dung nap tét trén bénh nhan diéu tri
thay thé bang methadone (Leal va cong su, 1994).

IAN DONYHM

Tai liéu tham khao:
Leal va cong su, 1994
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3. Amprenavir

Chuyén héa:
Amprenavir, la thudc Uc ché protease, dugc chuyén hda phan 16n nha CYP3A4.

Amprenavir phdi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Hién tai chua co céc s6 liéu lam sang vé tuong tac gilia buprenorphine

va amprenavir. Buprenorphine co &i luc thap véi hé théng enzym CYP. Su

Uic ché enzym CYP3A4 do amprenavir ¢é thé anh hudng dén chuyén héa
buprenorphine. Khd nang néng dé buprenorphine cao trong mau gay suy ho
hdp nang bi gidi han do tac ddng tran ctia buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.
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Amprenavir phdi hop véi methadone

@& Kha nang tuong tac véi cac chat dang thuéc phién:
Amprenavir dugc biét la chat kich thich CYP3A4 va vi vay dugc coi la lam tang
t6c d6 chuyén hda methadone. Bénh nhan phai dugc theo déi chat ché vé lam
sang va diéu chinh liéu phu hgp dé tranh biéu hién héi chiing cai, va vi vay
khong can thiét phai ngling diéu tri.

J0NHL DY¥D YA AIH

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: trong mot nghién ctu, khi st dung déng thai dang két hop cua
amprenavir va abacavir véi methadone dan dén giam néng d6 methadone
huyét tuong tur 13% dén 21% (Hendrix va cong sy, 2004) va 35% trong mot
nghién ctu khac (Bart va cong su, 2001).

Lam sang: Khong thady c6 biéu hién hoi chiing cai sau khi ndong dé methadone
gidm tur 13% dén 21%. Khong can phai tang liéu methadone. Fosamprenavir la
mot tién chat cla amprenavir va dugc FDA cong nhan nhu la mét dang phong
thich cham cia amprenavir. Sau khi thém fosamprenavir 700 mg - ritonavir 100
mg ngay 2 lan & 26 ngudi I6n 1é thudc cac chat dang thudc phién, khde manh,
dang diéu tri thay thé bdng methadone, thi thdy khéng c6 ai c6 biéu hién cai
hodc ngd déc chat dang thuéc phién, hodc doi héi thay déi liéu methadone (Cao
va cong su, 2008).

IANONYHM

DYHX 1INY

Tai liéu tham khao:
Bart va cong sul, 2001/Hendrix va cong su, 2004/Cao va cong sy, 2008
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4. Atazanavir

Chuyén héa:
Atazanavir dugc chuyén héa phan 16n nhd enzym cytochrome P450, Ia CYP3A4.

Atazanavir phdi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Su tc ché enzym CYP3A4 béi atazanavir da dugc thay la gay gidam chuyén héa
buprenorphine trén vivo. Tuy nhién, nguy co néng dé buprenorphine cao trong
mau gdy suy hé hap nang bi giéi han do tac déng tran ctia buprenorphine.

Luu y: Bi€u hién an than da xuat hién trén cac bénh nhan Ié thuéc chat dang
thuéc phién khi st dung buprenorphine cling véi atazanavir va ritonavir.
Nén theo déi bénh nhan chat ché néu si dung déng thai cac thuéc nay va
c6 thé phai gidm liéu buprenorphine. Nong do6 atazanavir c6 vé nhu khéng
bi anh huéng.
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Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Khi sif dung buprenorphine cung Itc véi atazanavir 400 mg/ngay va
atazanavir/ritonavir 300/100 mg/ngay gay giam chuyén hoda buprenorphine va @
tang nong do6 buprenorphine trén bénh nhan Ié thudc chat dang thudc phién

(McCance Katz va cong sy, 2006a, 2007).

Lam sang: Biéu hién an than xuat hién trén 3 trong s6 10 bénh nhan st dung

buprenorphine cling véi atazanavir va ritonavir (Bruce va Altice, 2006).

Tai liéu tham khao:
Bruce va Altice, 2006/McCance-Katz va cong su, 2006a/McCance-Katz va cong su, 2007
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Atazanavir phdi hgp véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Atazanavir dugc biét gay tic ché CYP3A4, CYP1A2 va CYP29C, va tat ca cac
enzym nay déu cé vai trd quan trong trong chuyén héa methadone. Nén theo
doéi bénh nhan chat ché do ndng dé methadone huyét tuong tang khi st dung
cling atazanavir. Tang ndng dé methadone huyét tuong c6 lién quan dén tang
nguy co qua liéu methadone.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: trén 16 bénh nhan st dung cung ldc atazanavir va methadone, khéng
thay c6 anh hudng dén néng d6 methadone trong huyét tuong (Friedland va
cong su, 2005).

Lam sang: Khdng c6 biéu hién 1am sang lién quan dén hoéi chiing cai hoac qua
liéu chat dang thuéc phién va do d6 khéng can diéu chinh liéu khi st dung ca
hai loai nay (Tossonian va cong su, 2007).

Tai liéu tham khao:
Friedland va cong su, 2005/Tossonian va cong su, 2007
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5. Delavirdine

Chuyén héa:

Delavirdine la chat tic ché manh hé théng enzym CYP3A va cling c6 thé dugc
chuyén héa nhg CYP2D6. Thai gian ban hay trong huyét tuong clia delavirdine
tang theo liéu; thai gian ban huy trung binh cta liéu 400 mg 3lan/ngay la 5,8
gig, dao dong tu2- 11 gio.

Delavirdine phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Buprenorphine c6 ai luc thap doi véi hé thong enzym CYP. Su tic ché enzym
CYP3A4 bai delavirdine c6 thé thay déi chuyén hda buprenorphine. Nguy co
noéng d6 buprenorphine cao trong mau gay suy ho hap bi gisi han do tac dong
tran clia buprenorphine.

W
_|
T
-
O
O
©
-
C
_|
X

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Delavirdine lam tang ndong d6 buprenorphine huyét tuong trén nhém

ngudi tinh nguyén HIV am tinh, khéng gay tac déng quan trong vé lam sang

va khéng thay thay d8i chuyén hoa delavirdine trong 7 ngay st dung cling hai

loai nay (McCance-Katz va cong su, 2006b). Khi dung chung véi buprenorphine, @
delavirdine gay kéo dai dang ké khoang QT c6 y nghia théng ké nhung khéng

thay c6 y nghia trén lam sang (Baker va cong su, 2006).

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Baker va cong su, 2006/McCance-Katz va cong su, 2006b
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Delavirdine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Do methadone la chdt chuyén hoa chii yéu qua hé théng enzym CYP3A va
CYP2D6, delavirdine c6 kha ndng gay tang néng d6 methadone trong huyét
tuong. C6 thé can gidm liéu methadone khi st dung cuing véi delavirdine.
(Rescriptor Product Information, 2001, Agouron Pharmaceuticals Inc).

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Methadone khéng lam thay d8i dién tich dudi dudng cong (AUC) hodc
nong dé dinh (Cmax) ctia delavirdine (600mg 2 lan/ngay) trén 16 ngudi tinh
nguyén dang diéu tri thay thé bang methadone va khéng nhiém HIV (40-120
mg/d) (Booker va cong su, 2001). Tuy nhién, cac nghién clru gan day da quan sat
dugc su thay déi c6 y nghia dién tich dudi dudng cong (AUC) hodc néng db toi
thiéu (Cmin), trong d6 dugc ddng hoc clia chat dang thuéc phién da bi thay déi
sau khi st dung delavirdine gay tang nguy ca ngd déc chat dang thudc phién
khi sit dung methadone cuing véi delavirdine (McCance-Katz va cong su, 2006).
Lam sang: Chua c6 s6 liéu tai thai diém in cudn séch nay.

Tai liéu tham khao:
McCance-Katz va cong sy, 2006b
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6. Didanosine

Chuyén héa:
Didanosine dugc cho la chuyén hoa chi yéu tai gan théng qua co ché tuong tu
viéc téng hap purine.

Didanosine phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Chua c6 s6 liéu Iam sang lién quan dén tuong tac gilra buprenorphine va
didanosine. Tuy nhién, nguy co ndbng d6 buprenorphine cao trong mau gay suy
ho6 hép bi gisi han do tac déng tran ctia buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.
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Didanosine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Cac nghién ctiu da cho thay khi st dung cuing luc didanosine va methadone c6 @
thé gay gidm sinh kha dung va lam cham qua trinh hap thu didanosine. Vi vay,

can st dung didanosine vdi liéu cao hon cho céc bénh nhan diéu tri thay thé

bang methadone. Khong cé bang chiing cho thay methadone bi anh huéng.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: st dung cung didanosine va methadone giam 63% dién tich dugi ducng
cong (AUC) va gidm 66% nong do dinh cta didanosine trong huyét tuong
(Rainey va cong sy, 2000).

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

D0NHL DYD YA AIH

Tai liéu tham khao:
Rainey va cong su, 2000
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7. Efavirenz

Chuyén héa:
CYP3A4 va CYP2D6 dugc cho la cac enzym chl yéu tham gia vao qua trinh
chuyén héa efavirenz.

Efavirenz phdi hgp véi buprenorpine

Kha nang tuong tac véi cac chat dang thudc phién:

Do buprenorphine c6 &i luc thap véi CYP3A4, cho nén khong xay ra tuong tac
dugc dong hoc quan trong.

Bang chiing:
In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.
In vivo: Khéng thdy c6 tac ddng dang luu y dén chuyén hoa efavirenz khi sur
dung cuing v&i buprenorphine. Trong nhém ngudi tinh nguyén HIV am tinh, sau
15 ngay st dung buprenorphine/naloxone cung vdi efavirenz, dién tich dudi
dudng cong néng dé clia buprenorphine giam di nhung khéng xay ra héi chiing
cai (McCance-Katz va cong su, 2006b). Trong mot nghién ctu duoc thiét ké dac
biét dé tham do dnh hudng Ién tim mach, khéng quan sat dugc cac thay déiy
nghia vé khoang QT (Baker va cong su, 2006).

@ Lam sang: Mac du burenorphine bi gidam khi st dung cling efavirenz, nhung
khéng c6 thay ddi trén thang diém danh gia hoi chiing cai khach quan (OOWs)
(McCance-Katz va cong su, 2005).

N
_|
T
-
O
O
©
T
C
_|
X

Tai liéu tham khao:
Baker va cong su, 2006/McCance-Katz, 2005/McCance-Katz va cong sy, 2006b

J0NHL DY¥D YA AIH
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7. Efavirenz

Efavirenz phéi hgp véi methadone

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: St dung cling efavirenz va methadone trén11 bénh nhan nhiém HIV
thdy c6 gidm néng dé methadone t&i 48%. Phai tang liéu methadone 22% dé
giai quyét tac dong nay (Clarke va cong su, 2001a). Tuong tu, 61% trong s6 18
bénh nhan can phai tang liéu khi s dung cung luc efavirenz va methadone:
trong trudng hgp nay liéu trung vi can tang la 7,5 mg (Tossonian va cdng

su, 2007). Mot nghién ctiu sdu hon trén bénh nhan diéu tri thay thé bang
methadone c6 sit dung cling efavirenz va didanosine thay néng dé methadone
gidm 55% va doi hoi phai tang liéu methadone trung binh la 52% (McCance- @
Katz va cOng su, 2002).

Lam sang: Nhan thay c6 tai str dung heroin khi sir dung methadone cling
efavirenz.

= Kha nang tuong tac véi cac chat dang thudc phién:

- Efavirenz dugc biét la gay kich thich cac enzym cytochrome P450, dac biét la
= CYP3AA4.

c Gidm n6ng d6 methadone trong huyét tuang c6 thé xay ra do efavirenz lam
O tang chuyén hda methadone thong qua enzym CYP3A4. Nhi€u nghién ctu cho
e thay can phai tang liéu methadone khi s&r dung cling efavirenz. Can phai theo
M déi cac ddu hiéu lam sang va diéu chinh liéu phu hgp dé giam kha nang xay ra
— hoéi ching cai.

T

- Bang chiing:
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Tai liéu tham khao:
Clarke va cong su, 2001a/McCance-Katz va cong su, 2002/Tossonian va cong sy, 2007

>\

T
<
<
>/
(@)
P
M
_|
T
c
O
(@)

IAN DONYHM

DYHX INY

FHI-Layout So tay MMT tieng Viet Final.indd 60 @ 2/310 11:02 AM ‘ ‘



/YT e [

8. Indinavir

Chuyén héa:
Indinavir dugc chuyén hoa chti yéu nhd enzym cytochrome P450 la CYP3A4 & gan.

Indinavir phéi hgp véi buprenorphine
Kha nang tuong tac véi cac chat dang thuéc phién:

Su tc ché CYP3A4 cla indinavir da cho thay la dan dén gidm chuyén héa
buprenorphine va cé thé gay tang ndong dé buprenorphine trong huyét tuong.
Tuy nhién, nguy co néng dé buprenorphine tang cao trong mau gay suy ho hap
bi gidi han do tac déng tran ca buprenorphine.

Bang chiing:

In vitro: Mot bd mau gém 13 microsomes clia gan ngudi dugc st dung dé
déanh gia tuang tac chuyén héa gidia indinavir va buprenorphine. Nghién ctu
nay cho thdy s&r dung déng thai hai loai thuéc nay dan dén tic ché chuyén héa
buprenorphine (Iribarne va cong su,1998).

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.
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@ Tai liéu tham khao:

Iribarne va cong sy, 1998

Indinavir phéi hop véi methadone

Kha ning tuong tac véi cac chat dang thudc phién:

Indinavir gay tc ché enzym CYP3A4 c6 thé gay ra gidm chuyén hda methadone.
Nong dé methadone tdng do hién tugng nay gay ra c6 thé dan dén nguy co
qua liéu.

J0NHL DY¥D YA AIH

Bang chiing:

In vitro: Cac nghién ctru cho thay indinavir Gic ché methadone N-demethylation
(Ki 3 uM) (Iribarne va cong su, 1998).

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

IANONYHM

Tai liéu tham khao:
Iribarne va cong sy, 1998
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9. Lopinavir

Chuyén héa:
Lopinavir trdi qua qua trinh chuyén hoa giai doan dau nhanh va manh nhg
CYP3A4. Lopinavir da dugc cho thay la gay tic ché CYP3A va CYP2D6 in vitro.

Lopinavir phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Trong thuc hanh, lopinavir thudng dugc ké don cling vdi ritonavir. Su phoi

hap nay co lién quan dén su tc ché ctia CYP3A, kich thich vira phai CYP1A2 va
CYP2C9 va kich thich manh hoat déng ctia CYP2C19. Do buprenorphine dugc
chuyén héa hau hét nhs CYP3A4, ndng dé buprenorphine huyét tuang co thé
tang. Tuy nhién, su phoi hop cing gay kich thich qua trinh két hgp vai acid
glucuronic ctia buprenorphine, mét duang thai tri khac ctia buprenorphine, do
d6 lam can bang anh hudng hoat déng CYP3A da bi giam.
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Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Dugc dong hoc clia buprenorphine khéng thay déi khi diéu tri chung

vai lopinavir/ritonavir, mac du buprenorphine gay tang nong dé lopinavir

(McCance-Katz va cong su, 2006¢). @
Lam sang: Khong thay c6 anh hudng quan trong trén lam sang vé nhan thiec,

cac ddu hiéu ngd déc, hoi chiing cai hoac cac tac dung phu khac sau khi

st dung lopinavir/ritonavir véi buprenorphine/naloxone (McCance-Katz va

cong su, 2006c¢).

Tai liéu tham khao:
McCance-Katz va cong sy, 2006¢
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Lopinavir phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Lopinavir la chat kich thich manh chuyén h6a methadone. Lopinavir thudng ducc
ké dan cung vdi ritonavir. Su phoi hgp nay co lién quan dén su kich thich vira phai
CYP1A2 va CYP2C9 va kich thich manh mé hoat dong ctia CYP2C19 - hai enzym
sau la hai enzym can cho chuyén héa methadone. Tuy nhién su phéi hgp nay
cling Uic ché CYP3A do d6 tac dong thuc su téi dugc ddng hoc cia methadone
kho uéc doan. Cac s6 liéu lam sang cho thay can than trong khi ngung diéu tri
phtic hop lopinavir va ritonavir vi c6 thé dan t&i tang néng d6 methadone huyét
tuong.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Cac nghién ctiu vé sir dung phéi hgp lopinavir/ritonavir cho thdy cé hién

tugng gidm dang ké dién tich dudi dudng cong néng do - thai gian (McCance-

Katz va cong su, 2003) t6i 36% (Clarke va cdng su, 2002) va cling gay gidm dang

ké néng do t6i da va t6i thiéu methadone (McCance-Katz va cong su, 2003).

Lam sang: Hoi chiing cai dan dén tang liéu methadone trong mét nghién ctiu
@ phoi hgp lopinavir/ritonavir (McCance-Katz va céng su, 2003) nhung nhiing

nghién ctu khéc thi khéng thay c6 biéu hién héi chiing cai hoac khéng can

phai tang liéu methadone (Clarke va cong su, 2002; Stevens va cong su, 2003;

Tossonian va cong su, 2007). Ngung lopinavir/ritonavir trén mot bénh nhan

sé dan dén hoi chiing xoan dinh (TdP) cdp, héi chiing nay dugc gidi quyét

bang cach thay methadone bang morphine (Luthi va cong su, 2007). Cac tac

gia cuing nhan thay khi ngting diéu tri ARV c6 thé gay tang sinh kha dung cla

methadone, va cling cac yéu t6 nguy cc khac, cé thé gay ra TdP.
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Tai liéu tham khao:
Clarke va cong sy, 2002/McCance-Katz va cong su, 2003/Stevens va cong sy, 2003/Tossonian va
cong sy, 2007/Luthi va cong su, 2007
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10. Nelfinavir

Chuyén héa:
Nhiéu enzym cytochrome P450 bao gém CYP3A4, CYP2C19, CYP2C9 va CYP2D6,
tham gia vao chuyén hoéa nelfinavir.

Nelfinavir phdi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Ngudi ta da thay nelfinavir kich thich hoat ddng CYP3A4. Vi vay dung nelfinavir
chung véi buprenorphine cé thé tang cudng chuyén héa buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: M3c du quan sat thay xu hudng nhe gay gidm chuyén héa
buprenorphine thanh norbuprenorphine nhung dudng nhu ban than nelfinavir
cling khéng c6 anh huéng dén ndng dé burenorphine trén gidy (McCance-Katz
va céng su, 2006c¢). Diéu nay co thé do nhiing tac ddng déi nghich xay ra déng
thai clia cac dudng chuyén hoa dugc dong hoc khéc. Trong mot nghién ciu
dugc thiét ké dac biét dé tham do anh hudng én tim mach cho thay khéng c6
thay d6i dang ké khoang QT (Baker va cdng su, 2006).

Lam sang: Khéng thdy c6 tac dung phu trén lam sang trong 5 ngay dung nelfinavir @
chung véi buprenorphine cho nhiing ngugi tinh nguyén cé HIV am tinh.

iYL N31G DONHL "0l

Tai liéu tham khao:
Baker va cong su, 2006/McCance-Katz va cong su, 2006¢
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Nelfinavir phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Nelfinavir gay kich thich hoat dong CYP3A4 do d6 c6 thé lam tang chuyén héa
methadone. Nén theo déi bénh nhan chat ché va diéu chinh liéu phu hgp dé
trdnh hoéi chiing cai.

IN DONYHM

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Thdy c6 giam dién tich dudi dudng cong néng d6 - thai gian tlr 43 - 51%
(Hsyu va céng su, 2006) va giam néng dé methadone huyét tuong (McCance-
Katz va cong su, 2004) sau khi dung methadone chung véi nelfinavir. Khéng
quan sat thay anh huéng dén néng dé nelfinavir.

Lam sang: Trong 8 ngay dung phéi hop methadone va nelfinavir, khéng thay co
biéu hién hoi chiing cai va khong can thay déi liéu methadone (McCance-Katz
va cOng sy, 2000).

DYHX 1Nd

Tai liéu tham khao:
McCance-Katz va cong su, 2000/McCance-Katz va cong sy, 2004/Hsyu va cong su, 2006
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11. Nevirapine

Chuyén héa:
Nevirapine dugc chuyén héa chd yéu & gan nhd enzym cytochrome P450,
CYP3A4 va CYP2B6.

Nevirapine phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Hién khéng co s6 liéu lam sang vé tuong tac gitia buprenorphine va

nevirapine. Nevirapine gay kich thich hoat dong CYP3A4 va do do6 khi st dung
buprenorphine cling véi nevirapine c6 thé gay tdng chuyén héa buprenorphine.
Vi vay phai theo déi héi chiing cai 8 bénh nhan dung chung 2 thudc nay.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

4L N31G DONHL “LL

Nevirapine phéi hop véi methadone

® Kha nang tuong tac véi cac chat dang thudc phién:
Nevirapine gay kich thich hoat déng CYP3A4, do dé st dung cung luc
methadone va nevirapine gay gidam néng dé methadone huyét tuong. Vi vay
phai theo doi chat ché biéu hién héi chiing cai va phai tang liéu methadone &
bénh nhan duing chung 2 thudc nay.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Sau khi s&t dung methadone cung vdi nevirapine (200 - 400 mg) gay
giam trung binh 36% - 63,3% n6ng d6 methadone, va muc d6 giam trung binh
nong doé dinh la 55,2% (Arroyo va cong su, 2007) va giam t6i da dén 70% (Clarke
va cong su, 2001b).

Lam sang: Xuat hién hoi ching cai trén cac bénh nhan st dung methadone
cung véi nevirapine (Altice va cong sy, 1999). Trong mét nghién cdiu cé téi

90% bénh nhan xuat hién héi chiing cai. 70-86% s6é bénh nhan can phai tang
lieu methadone. Muc tang liéu trung binh dugc théng bao la 15% trong mét
nghién ctu (Stocker va cong sy, 2004), 20mg/ngay trong moét nghién ctu khac
(Tossonian va cong sy, 2007).
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Tai liéu tham khao:
Altice va cong sy, 1999/Clarke va cong su, 2001b/Stocker va cong su, 2004/Arroyo va cong su,
2007/Tossonian va cong su, 2007
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12. Pegylated interferon alpha 2b
(Interferon alpha 2b thai trit cham)

Chuyén héa:

Liéu cao interferon alpha 2b lam suy y&u chuyén hoa qua hé CYP theo nhiéu
cach khac nhau, khong anh hudng dén mot sé enzym (CYP2E1) va anh hudng
dang ké dén mot s6 enzym khac (CYP1A2; gidm trung vi 60%). Dang thai trit
cham cua interferons (interferon két hgp polyethylene glycol) cé thé tang vai trd
chuyén héa ctia than va gidm anh hudng déi véi hé enzym cda gan.

Pegylated interferon alpha 2b phéi hop véi buprenorphine
Kha nang tuong tac véi cac chat dang thuéc phién:

Pegylated interferon alpha 2b c6 thé gay tic ché moét loat cac enzym clia hé CYP
va vi vay tang anh hudng ctia buprenorphine. Nguy co néng dé buprenorphine
huyét tuong tang cao trong mau gay suy hé hap bi gii han do tac dong tran
clia buprenorphine.

i¥L N31G DONHL "TlL

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén séch nay. @
Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Tai liéu tham khao:
Baker va cong su, 2006/Iribarne va cong sy, 1998/McCance-Katz va cong su, 2006¢
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Pegylated interferon alpha 2b phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Pegylated interferon alpha 2b c6 thé gay tic ché moét loat cac enzym cdia hé CYP
va vi vay lam gia tang anh hudng clla methadone.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Pegylated interferon alpha 2b s&f dung cing methadone lam tang

15% chat déi hinh hoat déng clia methadone ciing nhu tang S-methadone va
methadone toan phan (AUC va C(max)) (Gupta va cdng su, 2007).

Lam sang: C4c tac gia két luan la su thay déi trong huyét tuong clia methadone
thuong khong cé y nghia lam sang.

IN DONYHM

Tai liéu tham khao:
Gupta va cong sy, 2007
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13. Ritonavir

Chuyén héa:
Ritonavir dugc chuyén héa phan 16n do enzym CYP3A4 mac du CYP2D6 cling
dugc coi la c6 tham gia.

Ritonavir phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Ritonavir gay kich thich mot s6 enzym ctia hé CYP, nhung lai Gic ché manh
CYP3A4 va Uc ché chuyén héa buprenorphine. Cac &nh hudng lén tim mach
dugc phat hién khi dung ritonavir chung véi buprenorphine khéng cé y nghia
lam sang.

Luu y: Thay c6 biéu hién ctia tdc dung an than trén bénh nhan phu thudc
cac chat dang thuéc phién cé dung buprenorphine chung véi atazanavir va
ritonavir. Nén theo déi bénh nhan chat ché néu dung chung cac loai nay.

Bang chiing:

In vitro: Cac nghién ctru trén 13 microsomes clia gan ngudi cho thay co tc ché
chuyén héa buprenorphine sau khi sir dung buprenorphine chung véi ritonavir.
In vivo: khi s&r dung chung véi buprenorphine, ritonavir gay tang vira phai anh
hudng cta buprenorphine (McCance-Katz va cong su, 2006c¢) va lam kéo dai
khoang QT c6 y nghia thong ké nhung khong c6 y nghia lam sang (Baker va
cdng su, 2006). Phéi hgp atazanavir (300 mg) va ritonavir (100 mg) trong 5 ngay
gay tang dang ké néng d6 buprenorphine va norbuprenorphine (McCance-Katz
va cong su, 2007).

Lam sang: Tang anh hudng clia buprenorphine khi st dung buprenorphine
chung vdi ritonavir khong thay co lién quan dén bat cir thay déi lam sang nao
(McCance-Katz va cong su, 2006c¢).

Tai liéu tham khao:
Baker va cong su, 2006/Iribarne va cong sy, 1998/McCance-Katz va cong su, 2006¢/McCance-Katz
va cong su, 2007
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13. Ritonavir

Ritonavir phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Ritonavir la chat (e ché ctia CYP3A4 nhung cling gay kich thich mot s6 enzym
CYP khac. Biéu nay lam cho tuong tac gilta cac thuéc kho du doan. Can theo doi
bénh nhan dung methadone chung véi ritonavir vi ndng d6 methadone huyét
tuong c6 thé dao dong.

Bang chiing:

In vitro: Ritonavir da dugc cho thay la gay tc ché chuyén héa methadone theo
co ché canh tranh (Hsu va céng su, 1998).

In vivo: Diéu tri don thuan ritonavir khéng gay anh huéng dang ké dén néng
d6 methadone huyét tuang (McCance-Katz va con su, 2003). Nguing ritonavir
trong phéi hgp vai lopinavir cé lién quan dén TdP trén bénh nhan diéu tri duy
tri bang methadone c6 thé do tang methadone trong huyét tuong (Liithi va
cong su, 2007).

Lam sang: Mot bénh nhan dang diéu tri thay thé bang methadone khi st

dung ritonavir, saquinavir va stavudine da xuat hién héi chiing cai (Geletko

va Erickson, 2000). Sau khi thém ritonavir va fosamprenavir, mot tién dugc va

la dang phong thich cham ctia amprenavir & 26 ngudi I6n 1é thudc chat dang
thuéc phién, khée manh, dang diéu tri duy tri véi methadone, thi khéng thay co ®
ngudi nao xudt hién ngd doc hodc hoéi chiing cai chat dang thudc phién, hodc
doi hai thay déi liéu methadone (Cao va cdng su, 2008).

4L N31G DONHL "€l

Tai liéu tham khao:
Hsu A va cong su, 1998/Geletko and Erickson, 2000/McCance-Katz va cong sy, 2003/McCance-Katz
2005/Luthi va cong su, 2007/Cao va cong su, 2008
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14. Saquinavir

Chuyén héa:
CYP3A4 chiu trach nhiém chuyén hoa 90% saquinavir & gan.

Saquinavir phdi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Saquinavir Uc ché hoat ddng CYP3A4 va dua dén gidm chuyén héa
buprenorphine in vitro. Tuy nhién, nguy co n6bng dé buprenorphine tang trong
mau gay suy hé hap bi gidi han do tac dong tran ctia buprenorphine.

Bang chiing:

In vitro: Iribarne va cdng su (1998) sir dung két hgp buprenorphine va saquinavir
trong mét nghién cu trén 13 microsome gan ngudi, két qua cho thay cac thuéc
nay lam gidm chuyén hoa buprenorphine.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

iYL N31G DONHL "vlL

Tai liéu tham khao:
Iribarne va cong sy, 1998

Saquinavir phéi hgp véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Saquinavir da dugc biét la gay tc ché hoat ddng CYP3A4 va viéc tc ché chuyén
héa methadone da dugc quan sat thay in vitro.
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Bang chiing:

In vitro: Quan sat thay c6 tc ché chuyén héa methadone (15 uM) (Iribarne va
cong su, 1998).

In vivo: Gidm methadone tu do (Shelton va cdng sy, 2004) & bénh nhan HIV am
tinh va giam dién tich duéi dudng cong & bénh nhan HIV duong tinh (Gerber

va cdng sy, 2001) da dugc quan sét thdy sau khi s& dung saquinavir va ritonavir
trong 2 tuan.

Lam sang: Khong co6 dau hiéu clia héi chiing cai va khéng can diéu chinh liéu
mac du co giam dién tich dusi dudng cong néng dd methadone sau 2 tuan diéu
tri saquinavir va ritonavir trén bénh nhan HIV am tinh (Shelton va cong sy, 2004)
va HIV duong tinh (Gerber va cong su, 2001).

IN DONYHM

Tai liéu tham khao:
Iribarne va cong sy, 1998/Shelton va céng su, 2004/Gerber va cong sy, 2001
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15. Stavudine

Chuyén héa:
Nhiéu enzym thuéc hé cytochrome P450, bao gom CYP3A4, tham gia qua trinh
chuyén héa stavudine.

Stavudine phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Stavudine da dugc biét la gay tc ché hoat déng CYP3A4. Chua c6 s6 liéu lam
sang vé tuong tac thuéc gilta buprenorphine and stavudine. Tuy nhién, nguy co
nong dé buprenorphine tang trong mau gay suy hé hap bi gisi han do tac déng
tran ctia buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

iYL N31G DONHL S

Stavudine phéi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién: @&
Cac nghién ctiu cho thay khi s dung stavudine chung véi methadone cé thé

gay gidm sinh kha dung va lam cham qua trinh hap thu stavudine. Vi vy, c6 thé

can liéu stavudine cao hon cho bénh nhan diéu tri bang methadone. Khéng co

bang ching cho thay su phan bé methadone bi anh hudng.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: St dung methadone cung vai stavudine gay giam 44% nong doé dinh clia
stavudine. Dién tich dudi dudng cong néng dé clia stavudine cling giam 25%
(Rainey va cong su, 2000).

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.
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Tai liéu tham khao:
Rainey va cong su, 2000
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16. Tenofovir

Chuyén héa:

Cac nghién ctu in vitro cho thdy ca tenofovir disoproxil (DP) va tenofovir déu
khoéng phai la chat chuyén hoa bai enzym hé CYP450. Tenofovir dugc bai tiét
qua mang loc cau than va bai tiét qua 6ng than. C6 thé xay ra su canh tranh bai
tiét gilra tenofovir va cac thudc dugc bai tiét qua than khac.

Tenofovir phéi hop véi buprenorphine

Kha ning tuong tac véi cac chat dang thuéc phién:

Khéng co sé liéu cho thay tenofovir DP 6 tuang tac cé y nghia lam sang vai
buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

iYL N31G DONHL "9l

Tenofovir phéi hop véi methadone

@& Kha nang tuong tac véi cac chat dang thuéc phién:
Khéng c6 s6 liéu cho thay tenofovir DP c6 tuang tac cd y nghia lam sang vai
methadone.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.

Lam sang: Khéng thay thay déi chuyén héa methadone hodc anh huéng
cla chat dang thudc phién trén 14 bénh nhan diéu tri tenofovir DP cling vdi
methadone (Smith va cong su, 2004).
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Tai liéu tham khao:
Smith va cong su, 2004
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17. Zidovudine (AZT)

Chuyén héa:

Zidovudine dugc chuyén héa theo mét sé dudng trong d6 hé enzym cytochrome
P450 c6 vé nhu déng vai trd thi yéu. Zidovudine dugc chuyén hda chd yéu thanh
dang glucuronide khéng hoat dong la GAZT théng qua cac enzym uridine-5"-dip
hosphateglucuronosyltransferase (UGT).

Zidovudine phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Cac nghién ctu in vivo cho thdy buprenorphine khong anh hudng téi néng

dé zidovudine. Hién cling chua c6 nghién ctu nao cho thay liéu chuyén héa
buprenorphine c6 bi anh hudng do viéc st dung déng thai véi zidovudine. Tuy
nhién, nguy co ndéng d6 buprenorphine tang cao trong mau gay suy ho hap bi
gidi han do tac déng tran ctia buprenorphine.

I¥L N31G DONHL "L

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Dugc déng hoc clia zidovudine uéng da dugc danh gia trén 52 bénh

nhan dugc diéu tri |é thudc chat dang thudc phién (LAAM, buprenorphine, hoac

naltrexone) va trén nhom ching bao gém 17 bénh nhan khong 1é thuéc chat (O]
dang thudc phién. Khéng thdy anh hudng in vivo dén néng dé zidovudine khi

diéu tri chung véi buprenorphine (McCance-Katz va céng su, 2001).

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
McCance-Katz va cong su, 2001
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Zidovudine phéi hgp véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Methadone gay Uc ché su hinh thanh GAZT, c6 thé la théng qua Uc ché UGT. Piéu
nay cé thé lam tang ndng do AZT huyét tucng va c6 thé phai diéu chinh liéu AZT.
AZT c6 vé nhu khéng gay anh hudng dén chuyén hda methadone mac du mot vai
trudng hop da dugc bao cao xuat hién céc triéu chiing giéng cac dau hiéu cta hoi
ching cai. Tuy nhién, cac biéu hién nay ciing cé thé do tang néng dé AZT. Vi vay,
than trong khi tang liéu methadone do cé thé gay tang déc tinh ctia AZT.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: St dung methadone chung véi AZT gay tang néng do AZT huyét tuong
(AUC) va gidm d6 thanh thai (McCance- Katz va cong su, 1998.

Lam sang: Khdng quan sat thay cac biéu hién cta hoi chiing cai sau khi diéu tri
methadone chung véi AZT.

Tai liéu tham khao:
McCance-Katz va cong su, 1998/Schwartz va cong sy, 1992
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Cac thuoc
Khang sinh
va Khang nam




Téng quan

Cac thuéc khang sinh va khang nam phéi hop véi
buprenorphine: tdng quan

Mot s6 thudc khéng sinh va khang nam cé anh hudng manh dén hoat déng ctia
cac enzym clia gan. Vi vay, can than trong khi st dung cac loai thuéc nay cing
vGi buprenorphine. Can theo doi bénh nhan chat ché va diéu chinh liéu phu hgp
dé du phong céc biéu hién lién quan dén héi chiing cai hodc qua liéu.

Cac thuéc khang sinh va khang nam phdéi hop véi
methadone: téng quan

Mot s6 thudc khang sinh va khang ndm da dugc biét la gay anh huéng dén
hoat dong methadone. B&nh nhan can dugc theo déi chat ché va diéu chinh
liéu phu hagp.
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Tom tat

® []

Cac thuéc khang sinh va khang nam phéi hop véi
buprenorphine: tom tat

1.

Ciprofloxacin: chua c6 s6 liéu
tai thai diém in cuén séch nay vé
tuong tac véi buprenorphine.

. Clarithromycine: (ic ché men

CYP3A4 c6 thé lam tdng néng d6
buprenorphine trong huyét tucng.

Fluconazole: chua c6 s6 liéu tai thoi
diém in cuén sach nay Vvé tuong
tac véi buprenorphine. Tuy nhién,
fluconazole da dugc biét la chat

Uc ché manh hoat déng CYP3A4

va vi vay c6 thé gay tdng nong do
buprenorphine huyét tuong.

. Erythromycine: chéng chi dinh

dung erythromycine chung véi
nhing thuéc cling tic ché enzym
CYP3A4. Buprenorphine la chat uc
ché yéu enzym CYP3A4.
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5. Ketoconazole: c6 thé uc ché

chuyén héa buprenorphine dan
dén tang ndng dé buprenorphine
huyét thanh.

6. Pentamidine: chua c6 s6 liéu vao

thai diém in cudn sach nay.

7. Rifabutin: chua c6 s6 liéu tai thoi

diém in cudn sach nay Vvé tuong
tac véi buprenorphine.

8. Rifampicin: khong c6 nghién

clu vé st dung rifampicin véi
buprenorphine. Tuy nhién,
rifampicin la chat Gc ché manh
hoat doéng clia enzym CYP3A4.

9. Sparfloxacin: chua c6 sé liéu tai

thai diém in cudn sach nay.
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Tom tat

Cac thuéc khang sinh va khang nam phéi hop véi
methadone: tom tat

1.

Ciprofloxacin: tic ché hoat déng
enzym CYP clia gan va c6 thé
gay tang nong d6 methadone
huyét thanh.

Clarithromycine: theo cadc huéng
dan chuyén mén, can than trong
khi diéu tri clarithromycine chung
v6i methadone do ¢6 lién quan
vGi TdP; la chat e ché CYP3A4,
clarithromycine c6 thé lam tang
nong dé methadone huyét tuong.

Fluconazole: (ic ché€ manh chuyén
hoa methadone va gay tang néng
d6 methadone huyét tuong.

Erythromycine: theo cac huéng
dan chuyén mén, can than trong
khi diéu tri clarithromycine chung
véi methadone do ¢6 lién quan
vGi TdP; chéng chi dinh diéu tri két
hagp erythromycine véi cac thuéc
Uic ché CYP3A4.
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5.

Ketoconazole: gay ra tdng n6ng
dd methadone huyét tuong do Uc
ché& chuyén héa methadone.

Pentamidine: theo cac huéng
dan chuyén mén, can than trong
khi diéu tri két hgp pentamidine
véi methadone do c6 lién quan
véi TdP.

Rifabutin: c6 thé gay hdi ching cai.

Rifampicin: c6 thé gay giam
manh nong d6 methadone huyét
thanh do kich thich cadc enzym
CYP cuia gan.

Sparfloxacin: theo cac huéng
dan chuyén mén, can than trong
khi diéu tri két hgp sparfloxacin
véi methadone do c6 lién quan
vGi TdP.
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1. Ciprofloxacin

Chuyén héa:
Ciprofloxacin dugc chuyén hoa chl yéu nhg enzym CYP1A2 va CYP3A4, cung VGi
su tham gia clla mét sé enzym khac.

Ciprofloxacin phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Hién chua c6 nghién ctu nao vé st dung ciprofloxacin cing véi buprenorphine.
Tuy nhién, buprenorphine c6 i luc thap véi CYP3A4 va khéng chuyén héa bdi
CYP1A2.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

J0NHL DOVYDO "1

Ciprofloxacin phéi hop véi methadone
Kha nang tuong tac véi cac chat dang thudc phién:

® Cac s6 liéu cho thay ciprofloxacin cé thé gay tic ché hoat déng ctia CYP3A4 va
CYP1A2. St dung cuing ltc hai thudc nay c6 thé gay tdng néng dé methadone
trong huyét tusng va c6 thé tang nguy co qua liéu va gay cac suy ho hap nguy
hiém dén tinh mang.

ONYHM

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.

Lam sang: mot bénh nhan diéu tri 6 nam bang methadone da tré nén |6 do va
[an 16n khi str dung cung ciprofloxacin (Herrlin va céng sy, 2000).

Tai liéu tham khao:
Herrlin va cong su, 2000
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2. Clarithromycine

Chuyén héa:
Clarithromycine dugc chuyén héa béi CYP2C19 va CYP3A4.

Pic diém chung:

Can than trong khi dung clarithromycine cho bénh nhan c6 bénh gan hoac than,
c6 cac van dé lién quan dén tim nhu kéo dai QT, nhip tim cham hodc réi loan
dién giai. Thay thu6c phai dugc théng bao vé bat ky thudc nao khac ma bénh
nhan dung cung luc véi clarithromycine.

Clarithromycine phdi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Hién chua c6 nghién ctiu nao vé tuong tac thudc gilia claritrhomycin va
buprenorphine. Tuy nhién, clarithromycine la chat c ché CYP3A4 va nhu vay n6é
c6 thé tac déng dén chuyén héa buprenorphine. Tuy nhién, nguy co néng do
buprenorphine tang cao trong mau gay suy hé hap bi giéi han do tac dong tran
clGa buprenorphine.

J0NHL DYD °¢C

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay. @
In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Clarithromycine phéi hgp véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Theo cac khuyén cao clia cac chuyén gia gan day (Krantz va cong su, 2008), cac
thay thu6c nén y thiic vé nguy co tuong tac gilta methadone vaéi cac thudc cd
ddc tinh lam kéo dai khoang QT hoac lam cham thai trir methadone. Ngoai ra, do
tac doéng Uc ché vai CYP3A4, clarithromycine c6 thé anh hudng dén chuyén hoa
methadone mac du cho dén nay chua c6 s6 liéu cu thé.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua co s6 liéu tai thai diém in cuén sach nay.
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Tai liéu tham khao:
Krantz va cong sy, 2008
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3. Fluconazole

Chuyén héa:
Fluconazole dugc dao thai chli yéu qua dudng tiét niéu, khodng 80% dudi dang
chua chuyén hoa.

Fluconazole phdi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Hién chua c6 nghién clu nao vé tuong tac thudc gitia fluconazole va
buprenorphine. Tuy nhién, fluconazole la chat tc ché CYP3A4 rat manh va do d6
c6 thé gay anh hudng dang ké dén chuyén héa buprenorphine. Tuy nhién, nguy
co néng d6 buprenorphine tang cao trong mau gay suy hé hap bi gi¢i han do
tac dong tran ctia buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén séch nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

J0NHL DYD "€

® Fluconazole phéi hgp véi methadone
Kha ning tuong tac véi cac chat dang thudc phién:
Fluconazole da dugc biét la gay tc ché CYP3A4, CYP2C9 va CYP2C19, ma tat
ca cac enzym nay c6 vai trd quan trong doi vai chuyén héa methadone. Do su
Uc ché cao nhu vay, nén theo déi bénh nhan chat ché do nong dé methadone
cao c6 thé lién quan tdi nguy co qua liéu. Da cé6 mot trudng hap suy hd hap
dugc ghi nhan.

ONYHM

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Trén nhitng ngudi tinh nguyén khi s& dung fluconazole cing methadone
thay c6 tang ndng d6 methadone huyét tuang dén 48% (Cobb va cong su, 1998).
Lam sang: Mot bénh nhan dang diéu tri véi liéu methadone én dinh xuat hién
cac biéu hién suy hé hap sau khi stt dung fluconazole (Tarumi va cong su, 2002).
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Tai liéu tham khao:
Cobb va céng su, 1998/Tarumi va cong su, 2002
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4, Erythromycine

Chuyén héa:
Erythromycine dugc chuyén héa hau hét bai CYP3A4.

Pic diém chung:

Erythromycine uéng gay kéo dai thai gian tai cuc clia tim va co lién quan dén
nhing bao cao vé cac trudng hop TdP. Cac thudc tic ché tac dung ctia CYP3A4 co
thé lam tdng néng dé erythromycine huyét tueng va qua doé lam tang nguy co
loan nhip that va dot tu.

Erythromycine phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Chéng chi dinh diéu tri két hgp erythromycine véi céc thudc tic ché CYP3A4.
Buprenorphine la mét chat tc ché yéu (ai luc thap) CYP3A4. Hién khéng c6 s6
liu vé tuong tac gita erythromycine va buprenorphine.

J0NHL DVYD ¥

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay. (O]

Erythromycine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac khuyén céo clia cac chuyén gia gan day (Krantz va cong su, 2008),
cac thay thuéc nén y thiic vé nguy ca tuong tac gilra methadone vai cac
thuéc cé dac tinh lam kéo dai khoang QT hodc lam cham thai trir methadone.
Methadone la mét chat Gic ché CYP3A4 va cling c6 thé co tuong tac chuyén
héa véi erythromycine cling nhu c6 cac tac dong hiép luc cong truc ti€p

Ién tim. Chéng chi dinh diéu tri két hop erythromycine véi cac thudc tic ché
CYP3AA4.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thoi diém in cudn sach nay.
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Tai liéu tham khao:
Krantz va cong sy, 2008
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5. Ketoconazole

Chuyén héa:
Ketoconazole dugc bai tiét phan I6n qua dudng mat vao ruét.

Ketoconazole phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Ketoconazole Ia chat tic ché manh CYP3A4 va da dugc biét [a gay Uc ché chuyén
héa buprenorphine in vitro.

Bang chiing:

In vitro: Trén boé mau gém 18 microsome clia gan ngudi, da quan sat thay co
Uc ché chuyén hoa buprenorphine sau khi st dung buprenorphine cling véi
ketoconazole (Iribarne va cong su, 1997).

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

J0NHL DVYD *S

Tai liéu tham khao:
Iribarne va cong su, 1997
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Ketoconazole phdi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Ketoconazole 1a chat tc ché CYP3A4. Vi vay, ketoconazole c6 thé gay giam
chuyén héa methadone khi st dung cling Itc hai loai thudc nay. Vi vay, can than
trong khi stt dung methadone chung véi ketoconazole dé ddm bao viéc ting
nong dé methadone trong huyét tuang khéng gay qua liéu.

Bang chiing:

In vitro: Cac nghién ctu da cong bo khi st dung ketoconazole va methadone co
thé gay giam dang ké chuyén héa methadone (Moody va céng su, 1997).

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

>\

Tai liéu tham khao:
Moody va cong su, 1997
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6. Pentamidine

Chuyén héa:
Pentamidine dugc chuyén hoa bai CYP2C19 tai cac micrsosomes & gan va la
chat tc ché CYP2C8/9.

Pac diém chung:

Pentamidine |a mét thudc khang khuén, khang ky sinh trung, dugc dung qua
dudng tinh mach dé diéu tri bénh nhiém trypanosoma, leishmania hodc viém
phdi do pneumocystis. Pentamidine gay TdP va cac réi loan nhip khac & bénh
nhan AIDS va & nhirng ngudi c6 suy giam hé mién dich. Tac déng nay dugc cho
la do pentamidine c6 tuong dong cdu tric véi procainamide.

Pentamidine phéi hop véi buprenorphine
Kha nang tuong tac véi cac chat dang thudc phién:
Hién chua c6 cac nghién cidu vé tuong tac gitia pentamidine va buprenorphine.

J0NHL OVYD "9

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay. (O]

Pentamidine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan clia cac chuyén gia gan day (Krantz va cong su, 2008), cac
thay thuéc nén luu y nguy co tuong tac gilra methadone véi cac thuéc co dac
tinh lam kéo dai khoang QT hoac lam cham thai trir methadone.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén séch nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Krantz va cong sy, 2008

~
T
>
z
()
(V2]
z
T
<
>»
2\
T
>N
z
o
z
x>
<

FHI-Layout So tay MMT tieng Viet Final.indd 86 @ 2/310 11:02 AM ‘ ‘



AT e O

7. Rifabutin

Chuyén héa:
Rifabutin dugc chuyén héa phan 16n do CYP3A4, mac du ca ché chinh xac van
chua dugc biét ro.

Rifabutin phdi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Rifabutin va buprenorphine déu la chat tc ché yéu CYP3A4. Tuy nhién, chua co
nghién cfu nao vé sir dung déng thai hai loai nay.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

J0NHL DVYD *L

Rifabutin phdi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Rifabutin la chat tic ché yéu CYP3A4 va khong c6 bang chiing cho thay khi st
@ dung rifabutin cing methadone gay ra tuong tac thuéc dang luu y. Tuy nhién,

c6 mot s6 biéu hién nhe clia hdi chiing cai da dugc quan sat thay va vi vay van

can theo déi bénh nhan chat ché.

ONYHM

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Khéng quan sat thay su khac nhau c6 y nghia déi véi nong doé dinh
methadone huyét tuang, thai gian dat dugc nong dé dinh, hodc do thai trur khi
st dung rifabutin cung véi methadone (Brown va cong su, 1996).

Lam sang: 75% bénh nhan trong nghién ctru vé miic d6 an toan bao cdo co it
nhat mot biéu hién ctia hoi chiing cai sau khi stt dung methadone va rifabutin
mac du cac triéu ching déu nhe (Brown va cdng su, 1996).

Tai liéu tham khao:
Brown va cong su, 1996
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8. Rifampicin

Chuyén héa:
Rifampicin dugc chuyén héa qua chu trinh ruét gan.

Rifampicin phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Hién chua cé nghién ctiu nao danh gia kha nang tuong tac gila rifampicin va
buprenorphine. Tuy nhién, rifampicin la chat kich thich manh CYP3A4. Vi vay,
theo doi bénh nhan chat ché khi st dung cung hai loai nay.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

J0NHL DYD °8

Rifampicin phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Rifampicin da dugc biét la chat kich thich manh nhiéu loai enzym cytochrome

P450 bao gém CYP3A4, CYP2B6 va CYP2C9 (Rae va cong su, 2001). Vi vay, sttdung @
cung v6i methadone cé thé gay tang chuyén hoa methadone va cé thé gay hoi

chuing cai. Can phai theo déi chat ché lam sang va diéu chinh liéu phu hop.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: St dung methadone cuing vdi rifampicin c6 lién quan dén giam manh
nong dé methadone huyét tuong (Kreek va cong sy, 1976).

Lam sang: Chua c6 s6 liéu tai thoi diém in cudn sach nay.

Tai liéu tham khao:
Kreek va cong sy, 1976/Rae va cong sy, 2001
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9. Sparfloxacin

Chuyén héa:
Sparfloxacin dugc chuyén hda & gan va khéong anh hudng dén CYP450.

Pic diém chung:

Sparfloxacin la mét khang sinh thuéc nhém fluoroquinolone dugc chi dinh dé
diéu tri bénh viém phdi mac phai & cong déng, dot cap cta viém phé quan man,
bénh phong, va bénh lao. Sparfloxacin gay kéo dai khoang QT va khi diéu tri
chung véi methadone c6 thé lam tang nguy co TdP.

Sparfloxacin phéi hgp véi buprenorphine
Kha nang tuong tac véi cac chat dang thuéc phién:
Hién chua c6 cac nghién cidu vé tuong tac gilia sparfloxacin va buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

J0NHL DVYD "6

ONYHM

Sparfloxacin phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan clia cac chuyén gia gan day (Krantz va cong su, 2008), cac
thay thudc nén luu y nguy co tuong tac gitra methadone véi cac thuée cé dac
tinh lam kéo dai khodng QT hoac lam cham thai trlr methadone.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Krantz va cong sy, 2008
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Cac thudbc
Tim mach va
Chéng loan nhip




Céc thudc chdng loan nhip/cac thuéc tim mach phéi hop véi
buprenorphine: tong quan

Cac s6 lieu d6i chiéu khdng dinh methadone chit khéng phai buprenorphine cé
nhiing tac dung quan trong lén tinh trang kéo dai khodng QT, va chua cé bdo
cdo vé trudng hop TdP nao & bénh nhan dugc diéu tri duy tri véi buprenorphine.
Theo céc s6 liéu nay, diéu tri buprenorphine chung véi cac thuéc gay kéo dai QT
bao gém cac thuéc chéng loan nhip va cac thudc tim mach khéng gay ra nhiing
nguy ca dang ké.

Tuy nhién, do buprenorphine dugc chuyén héa qua trung gian ctia isoenzyme
CYP3A4 nén viéc diéu tri buprenorphine chung vai cac thudc gay Uic ché hoat
déng ctia CYP3A4 c6 thé lam gidm thai trir ctia buprenorphine.

Buprenorphine la mét chat tic ché yéu CYP3A4 va trong mét sé trudng hop
buprenorphine c6 thé &nh hudng dén cac thudc gay kéo dai khoang QT dugc
chuyén héa qua CYP3A4. Can than trong trong nhiing trudng hop nay.

Cac thudc chdng loan nhip/cac thudc tim mach phéi hop véi
methadone: tong quan

Cac thay thu6c lam sang nén luu y kha nang cé tuong quan nhan qua gitia
methadone va loan nhip tim trong boi cdnh ngay cang cé nhiéu s6 liéu cho thay
mai lién hé gitta methadone véi loan nhip tim (Krantz, 2008). Mot trong nhimng
khuyén cdo ctia nhém chuyén gia tim mach cho rang cac bac sy nén luu y nguy
€O tuong tac gilta methadone vai cac thubc c6 dac tinh lam kéo dai khoang QT
hodc lam cham thai trir methadone (Krantz va cdng su, 2008). Cac tuong tac
dugc luc hoc c6 thé xay ra khi dung methadone chung véi cac thudc cé kha
nang anh huéng dén nhip tim bao gém céac thuéc chéng loan nhip tim nhém |
va lll va cac thu6ce chen kénh can-xi.

Can than trong khi diéu tri methadone chung vai cac thudc cé kha nang gay réi
loan dién giai (ha magié mau, ha kali mau) gay kéo dai khoang QT.

Ngoai ra, vi methadone dugc chuyén hda qua trung gian ctia mot s6 isoenzymes
nén diéu tri methadone chung vai céc thudc tic ché hoat déng clia cac enzyme
nay c6 thé lam giam t6c do thai trir cla methadone.

Tuong tu, methadone Uc ché mét s6 enzyme va c6 thé tang tadc dong clia cac
thu6c gay kéo dai QT dugc chuyén héa bdi cdc enzyme nay. Can than trong
trong nhiing trudng hgp nay.
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Cac thuéc chéng loan nhip/cac thudc tim mach phdi hop véi
buprenorphine: tom tat

1.

Amiodarone: Uc ché dang ké
CYP3A4 va c6 thé lam tang néng
d6 buprenorphine huyét tucong.

Bepridil: chua co s6 liéu tai thoi
diém in cudn sach nay; thuéc
khong con dugc st dung tai My.

Disopyramide: (ic ché CYP3A4;
c6 thé lam tdng ndng do
buprenorphine huyét tuang.

Dofetilide: buprenorphine, véi
vai trd Uic ché CYP3A4, c6 thé
l[am tang tadc dong toan than cla
dofetilide.

Ibutilide: chua c6 s6 liéu tai thoi
diém in cudn sach nay.

Mexiletine: chua c6 s6 liéu tai
thoi diém in cudn sach nay.

‘ ‘ FHI-Layout So tay MMT tieng Viet Final.indd 93

7.

10.

11.

Probucol: |a chat Uc ché CYP3A4
& muc d6 vira phai; c6 thé lam
tang néng dé buprenorphine
huyét tuong; khong con dugc st
dung tai My.

Procainamide: chua co s6 liéu tai
thai diém in cudn sach nay.

Quinidine: chua c6 s6 liéu tai thoi
diém in cuén sach nay.

Sotalol: c6 thé c6 tuong tac duoc
luc hoc hiép déng cong khi phoi
hop véi cac thuéc tc ché hé than
kinh trung uong.

Verapamil: Gic ché CYP3A4; c6 thé
lam tang ndng d6 buprenorphine
huyét tuong.
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Cac thuéc chéng loan nhip/cac thudc tim mach phdi hop véi
methadone: tom tat
Theo cac huéng dan chuyén mén, can than trong khi diéu tri methadone chung
vGi cac thu6c chéng loan nhip/cac thuéc tim mach do nguy co gay TdP.

1.

Amiodarone: nguy ca gay TdP
thap; Uc ché dang ké CYP3A4
va c6 thé lam tang néng dé
methadone huyét tuong.

Bepridil: chua c6 s6 liéu tai thoi
diém in cudn sach nay; thuéc
khéng con dugc st dung tai My.

Disopyramide: (ic ché CYP3A4; c6
thé lam tdng néng d6 methadone
huyét tuong.

Dofetilide: methadone, véi vai tro
ic ch& CYP3A4, c6 thé lam tang
tac dong toan than clia dofetilide.

Ibutilide: chua c6 s6 liéu tai thoi
diém in cuén séch nay.

Mexiletine: chua c6 s6 liéu tai
thai diém in cudn sach nay.
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7.

10.

11.

Robucol: la chat tc ché CYP3A4 &
muc doé vira phai; c6 thé lam tang
nong dé methadone huyét tuong;
khong con dugc st dung tai My.

Procainamide: chua c6 s6 liéu tai
thai diém in cuén sach nay.

Quinidine: tic ché€ manh CYP2D6;
lam tang nbng d6 methadone
huyét tuong.

Sotalol: c6 thé c6 tuong tac dugc
luc hoc hiép dong congkhi phéi
hap vai cac thudc tic ché hé than
kinh trung uong va véi cac thudc
gay kéo dai QT; methadone thudc
hai nhém nay.

Verapamil: (ic ché CYP3A4;

c6 thé lam tang nong do
methadone huyét tuong; c6 thé
tac dong lén tim.
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Chuyén héa:
O ngudi, CYP3A4 la enzyme lién quan dén chuyén héa amiodarone thanh chat
chuyén héa chinh la desethylamiodarone (DEA).

Pac diém chung:

Amiodarone dugc phan loai la thu6c chéng loan nhip nhém IlI, gay kéo dai pha
3 cla dién thé dong & tim. Chat chuyén héa chinh DEA cling c6 dac tinh chéng
loan nhip. Nguy co & n{ gidi cao hon & nam gidi. Amiodarone la chat tc ché
manh clia mot s6 isoenzyme khac nhau ctia hé CYP ké ca CYP3A4.

Amiodarone phéi hop véi buprenorphine
Kha ning tuong tac véi cac chat dang thudc phién:

La chét tc ché CYP, amiodarone c6 thé tac dong dén chuyén héa buprenorphine.

Tuy nhién, nguy cg gay suy h6 hap nang do ndng dé cao clia buprenorphine
huyét tuong bi gidi han béi tac ddng tran clia buprenorphine.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.

Amiodarone phéi hop véi methadone

Kha ning tuong tac véi cac chat dang thudc phién:

Theo cac huéng dan chuyén mén gan day, cac thay thudc nén y thiic vé nguy
co tuang tac gilra methadone vai cac thudc co dac tinh lam kéo dai khoang QT
hodc lam cham thai trit methadone.

Bén canh d6, amiodarone Uc ché dang ké CYP3A4 nén theo déi bénh nhan can
than vi néng dé methadone c6 thé tdng va c6 nguy co qua liéu.

Béng chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.
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Chuyén héa:

Cac dudng chuyén hoa ctia bepridil chua dugc sang té mét cach hoan toan,
nhung c6 [& CYP2D6 la enzyme chti yéu lién quan dén chuyén héa sinh hoc cla
bepridil.

Pac diém chung:

Bepridil la thuéc chen kénh can-xi véi dac tinh chéng dau that nguc. Thudc hién
da ngung str dung & My. Cac bién c6 lién quan dén tim nhu loan nhip kiéu TdP,
QT kéo dai, cham nhip tim, block tim d6 1 da xay ra khi dung bepridil.

Bepridil phéi hop véi buprenorphine
Kha nang tuong tac véi cac chat dang thuéc phién:

Hién chua cé bat ci nghién ctiu nao vé tuong tac gitia bepridil vsi buprenorphine.

Khéng c6 bang chiing vé tuong tac co y nghia lam sang gilra buprenorphine véi
cac thudc dugc chuyén héa qua CYP2D6.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.

Bepridil phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén mén gan day, cac thay thudc nén y thiic vé nguy
€O tuong tac gitta methadone vai cac thubc c6 dac tinh lam kéo dai khoang QT
hodc lam cham thai trit methadone.

Vi bepridil va methadone déu dugc chuyén héa qua CYP2D6 nén c6 thé xay ra
cac tuong tac gilta 2 thudc nay.

Béang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thdi diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.

YT ] ¢ [N |
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Chuyén héa:
Disopyramide dugc chuyén héa nh& CYP3A4. Disopyramide cé tac dung Uic ché
déi vai CYP3A4.

Pac diém chung:

Disopyramide la thuéc chong loan nhip tim nhém |, nghia la ngan can truc tiép
viéc khit cuc clia mang tim va do dé déng vai trd mot chat lam 6n dinh mang.
Nguy co gay kéo dai QT cla disopyramide & n{ gidi cao han nam gidi. Nén tranh
diéu tri disopyramide chung véi cac thudc gay kéo dai QT do lam tang nguy co
loan nhip.

Dysopyramide phdi hgp véi buprenorphine

Kha ndng tuong tac véi cac chat dang thuéc phién:

Hién chua c6 s6 liéu vé tuang tac gilta dysopyramide véi buprenorphine. Tuy
nhién, disopyramide la mét chat tc ché CYP3A4 va nhu vay, n6 c6 thé tac dong
[én chuyén hoéa clia buprenorphine. Tuy vay, nguy cd gay suy hé hap nang bi
han ché béi tac dung tran ctia buprenorphine.

Bang chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thoi diém in cudn sach nay.

Disopyramide phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

La mét chat tc ché CYP3A4, disopyramide anh huéng dén chuyén hoa clia
methadone mac du cho dén bay gid van chua cé s6 liéu cu thé. Theo cac huéng
dan chuyén moén gan day, cac thay thuéc nén y thiic vé nguy co tuong tac gilra
methadone véi cac thuéc cé dac tinh lam kéo dai khoang QT hoadc lam cham
thai tr methadone.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.
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Chuyén héa:

Dofetilide dugc chuyén héa mét phan nhé nha CYP3A4. Cac chat tic ché CYP3A4

c6 thé lam tang tac déng toan than ctia dofetilide.

Pic diém chung:

Dofetilide khéng phai la chat tic ché CYP3A4 hodc nhiing isoenzyme khac clia
hé cytochrome P450 va khéng lam tang néng doé cac thuée dugc chuyén hoa
b&i CYP3A4.

Do viéc kéo dai khoang QT cé tuang quan véi liéu lugng clia dofetilide, nhiéu
béc sy chi bat dau diéu tri véi dofetilide cho nhitng bénh nhan nao dugc theo
déi lién tuc bang monitor hoac c6 thé thuc hién viéc do lién tuc QT trén dién
tam d6.Ti lé TdP co lién quan véi liéu lugng va chiém 0,3 - 10,5%.

Dofetilide phéi hop véGi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Hién chua c6 s6 liéu vé tuong tac gilia dofetilide vGi buprenorphine. Tuy nhién,
la mot chat Gc ché CYP3A4, buprenorphine cé thé lam tdng &nh huédng toan
than cua dofetilide.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.

Dofetilide phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén mén gan day, cac thay thudc nén y thiic vé nguy
€O tuong tac gitta methadone vai cac thubc c6 dac tinh lam kéo dai khoang QT
hodc lam cham thai trit methadone.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.
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Chuyén héa:
Mac du cac duding chuyén héa cla ibutilide chua dugc xac dinh day dd, c6 vé
nhu ching khéng lién quan dén isoenzyme CYP3A4 hoac CYP2D6.

Pac diém chung:

Ibutilide Ia thuéc chéng loan nhip nhém lll, dung qua dudng tinh mach dé diéu
tri rung nhi va cuéng déng nhi. Loan nhip gay t&r vong (chang han nhu nhip
nhanh that da hinh) c6 thé xay ra véi ibutilide, thudng cé lién quan véi TdP; cac
nguy cad xay ra & nir gidi cao han nam gidi. Nén tranh diéu tri ibutilide chung véi
cac thuoc gay kéo dai QT.

Ibutilide phéi hop véi buprenorphine
Kha ndng tuong tac véi cac chat dang thuéc phién:
Hién chua c6 s6 liéu vé tuong tac gilia ibutilide vai buprenorphine.

Béang chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.

Ibutilide phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén moén gan day, cac thay thudc nén y thiic vé nguy
co tuang tac gilra methadone véi cac thudc co dac tinh lam kéo dai khoang QT
hodc lam cham thai trtr methadone.

Béang chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.
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Chuyén héa:
Mexiletine dugc chuyén héa chi yéu bsi CYP2D6, va CYP1A2.

Pac diém chung:

Mexiletine la thuéc chéng loan nhip. Mexiletine tic ché nhe su dan truyén va
hoat dong co ca tim; mexiletine c6 thé lam tang nguy ca loan nhip, va cling c6
thé gay kéo dai khoang QT.

Mexiletine phdi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Hién chua c6 bat c nghién clru nao vé tuang tac gira mexiletine vGi
buprenorphine. Khong cé bang chiing vé tuong tac co y nghia lam sang gilra
buprenorphine véi cac thudc dugc chuyén héa qua CYP2D6.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.

Mexiletine phéi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén mon gan day, cac thay thudc nén y thic vé nguy
€O tuong tac gilta methadone vai cac thubc c6 dac tinh lam kéo dai khoang QT
hodc lam cham thai trtr methadone.

Vi mexiletine va methadone déu dugc chuyén hda qua CYP2D6 nén cac tuong
tac gilia 2 thudc nay cé thé xay ra.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.
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Chuyén héa:
Probucol la mot chat tc ché CYP3A4 & muc do vira phai.

Pic diém chung:
Probucol gay kéo dai khoang QT & ngudi. Do dé, khong nén diéu tri probucol
chung v@i cac thu6c khac ciing gay tac dung khéng mong muén nay.

Probucol phéi hop véi buprenorphine
Kha nidng tuong tac véi cac chat dang thuéc phién:
Hién khéng co s6 liéu vé tuong tac gilra probucol vai buprenorphine.

La chét tc ché CYP3A4, probucol cé thé tdc dong Ién chuyén héa clia
buprenorphine va cé thé tang néng dé buprenorphine huyét tuang. Tuy nhién,
nguy co suy ho hap nang bi giéi han bai tac dung tran ctia buprenorphine.

Béang chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.

Probucol phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén moén gan day, cac thay thudc nén y thiic vé nguy
co tuang tac gilra methadone véi cac thudc co dac tinh lam kéo dai khoang QT
hodc lam cham thai trtr methadone.

Ngoai ra, tac dung tic ché CYP3A4 c6 nghia la can phai theo déi cdn than bénh
nhan vi ndong dé methadone huyét tuong cé thé tang.

Bang chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thoi diém in cudn sach nay.
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Chuyén héa:
Procainamide dugc chuyén héa nhd hé CYP2D6, tao nén san phdm chuyén hoa
chinh la N-hydroxyprocainamide.

Pic diém chung:

Procainamide la thuéc chéng loan nhip nhém la, dugc chi dinh dé diéu tri cac
loan nhip that de doa dén tinh mang nhu nhip nhanh that kéo dai. Procainamide
gay kéo dai khoang QT va dugc nhin nhan la c6 nguy co gay TdP.

Procainamide phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Hién chua c6 bat ky nghién ctiu nao lién quan dén tuong tac gilta procainamide
va buprenorphine. Khéng c6 bang chiing vé cac tuong tac cé y nghia lam sang
gilta buprenorphine va cac thuéc dugc chuyén hda qua CYP2D6.

Béang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.

Procainamide phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén mon gan day, cac thay thudc nén y thic vé nguy
€O tuong tac gilta methadone vai cac thubc c6 dac tinh lam kéo dai khoang QT
hodc lam cham thai trtr methadone.

Vi procainamide va methadone déu dugc chuyén héa qua CYP2D6 nén c6 thé
Xay ra cac tuong tac gilta 2 thuéc nay.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.
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Chuyén héa:
CYP450NF la enzyme chinh lién quan dén oxy héa quinidine tai cdc microsomes
& gan. Quinidine la mét chat tic ché manh va cé chon loc ctia CYP2D6.

Pac diém chung:
Giong nhu cac thudc chéng loan nhip khac thuéc nhom la, quinidine gay kéo
dai khodng QT va c6 thé dua dén TdP.

Quinidine phdi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Hién chua c6 bat ky nghién ctu nao lién quan dén tuong tac gilia quinidine va
buprenorphine. Khéng cé bang chiing vé cac tuang tac cé y nghia lam sang
gilra buprenorphine va cac thuéc dugc chuyén hda qua CYP2D6.

Bang chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thoi diém in cudn sach nay.

Quinidine phdi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén moén gan day, cac thay thudc nén y thic vé nguy
€O tuang tac gilra methadone vai cac thudc co dac tinh lam kéo dai khoang QT
hodc lam cham thai trtr methadone.

Ngoai ra, quinidine lam tdng dang ké néng dé methadone va chat chuyén héa c6
hoat tinh ctia methadone trong pha hap thu. Diéu nay dugc suy doan la do tac
dung Uc ché cta quinidine [én hé théng bom P-glycoprotein (P-gp) ra khéi té bao
& rudt hon la qua trung gian cac microsomes & gan. Quinidine ciing tac dong dén
chuyén hoa ctia methadone théng qua kha nang tc ché manh CYP2D6.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.

Lam sang: Hai nghién cttu ngau nhién, mu déi, c6 doi chiing véi gia dugc &
nhiing ngudi khde manh cho thay 600 mg quinidine lam tang (P < 0,05) ndng
dé methadone huyét tuong trong giai doan hap thu, lam giam tmax va lam tang
co dong tur sau khi udng methadone (Kharasch va cong su, 2004).

Tai liéu tham khao:
Kharasch va cong su, 2004
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Chuyén héa:
Sotalol 6 sinh kha dung gan 100% va dudng nhu khong bi anh hudng bai
chuyén héa giai doan dau. Sotalol dugc thai trir cht yéu qua dudng tiét niéu.

Pic diém chung:
Sotalol dugc chi dinh @& diéu tri cac réi loan nhip nhanh that hodc nhi. Véi liéu

160 mg hoac cao hon, sotalol thudng gay kéo dai QT theo tuong quan liéu lugng.

Sotalol phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Diéu tri sotalol chung véi buprenorphine cé thé lam tang tac dung gay ha huyét
ap va/hodc tc ché hé than kinh trung uong.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.

Sotalol phéi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén mén gan day, cac thay thu6c nén y thiic vé nguy
€O tuong tac gitta methadone vai cac thu6c co dac tinh lam kéo dai khoang QT
hodc lam cham thai trir methadone.

Diéu tri sotalol chung véi methadone cé thé lam tang tac dung gay ha huyét ap
va/hodc tc ché hé than kinh trung uong.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.
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Chuyén héa:

Verapamil dugc chuyén hoa sinh hoc chti yéu nhd CYP3A4. CYP1A2 va cac
enzymes thuéc phan nhém CYP2C ciing c6 lién quan dén chuyén héa clia
verapamil.

Pac diém chung:
Verapamil la thuéc chen kénh can-xi va la thu6c chéng loan nhip nhém IV.
Verapamil lam gidm dan truyén tim va cé thé gay nhip tim cham.

Verapamil phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Can than trong khi diéu tri verapamil chung véi buprenorphine vi ca 2 thuéc nay
déu dugc chuyén héa qua CYP3A4. Tuy nhién, buprenorphine c6 &i luc thap doi
vai CYP3A4 va c6 tac dung tran d6i vai Uc ché ho hap. Cac sé liéu in vivo gaiy la
verapamil c6 thé lam gia tdng hap thu buprenorphine & nao.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Su lién quan ctia P-glycoprotein (P-gp) trong van chuyén buprenorphine
6 hang rao mau-nao clia chuét da dugc nghién cudu in vivo (Suzuki va cong su,
2007). C4c chét tic ché P-gp bao gém ca verapamil da lam tang hap thu biéu
kién ctia buprenorphine vao nao lén gap 1,5 lan.

Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Suzuki va cong sy, 2007
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Verapamil phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Diéu tri verapamil chung vai cac thubc tic ché CYP3A4 c6 thé lam tang ndng
d6 methadone huyét tuang. Can xem xét kha nang kéo dai va/hoac lam tang
cac tac dong dugc ly cila methadone, nhu tc ché hé hap va hé than kinh trung
uong. Theo cac huéng dan chuyén mén gan day, cac thay thuéc nén y thiic

V€ nguy co tuang tac gilta methadone vdi cac thudc cé dac tinh lam kéo dai
khodng QT hoac lam cham thai trir methadone.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: M6t nghién ctru vé van chuyén methadone qua nhau thai ngugi cho
thay la methadone da lam thay déi vi tri gan két vao P-gp & nhau cla verapamil
va su biéu hién cuing hoat tinh cia P-gp da anh huéng dén su phan bd
methadone & nhau (Nanovskaya va cong sy, 2005).

Lam sang: Trong mdt nghién ctiu thi diém cta Uc, verapamil dugc diéu tri
chung véi methadone trong 2 tuan & vgi giam liéu methadone uéng hang ngay
(Shulman va cong sy, 1998). Khong ghi nhan cé téc dung phu.

Tai liéu tham khao:
Nanovskaya va cong su, 2005/Shulman va cong sy, 1998
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Cacthudec
Chéng loan than




Téng quan

Cac thuéc chdng loan than phéi hop véi buprenorphine:
tong quan

Bupenorphine c6 thé tuong tac véi mot sé thube chéng loan than. Can than
trong khi diéu tri buprenorphine chung véi cac thudc tic ché hé than kinh trung
uang do nguy ca tuang tac dugc luc hoc hiép déng cdng. Cac tuong tac chuyén
hoéa cling c6 thé xdy ra khi diéu tri buprenorphine chung véi cac thudc dugc
chuyén héa nhd CYP3A4.

Cac thudc chdng loan than phéi hop véi methadone:

tong quan

Methadone c6 thé tuang tac véi moét sé thudc chéng loan than. Can than trong
khi diéu tri methadone chung véi cac thuéc tc ché hé than kinh trung uong do
nguy co tuang tac duac luc hoc hiép déng cong.

Cac huéng dan chuyén mén vé tac dung déi vai tim clia methadone khuyén cac

thay thudc 1am sang nén y thiic vé nguy cao tuong tac gitta methadone véi cac

thudc c6 dac tinh lam kéo dai khoang QT hodc lam cham thai trir methadone

(Krantz va céng su, 2008). Mét s6 thubc chéng loan than c6 tac dung lam kéo

dai khoang QT, va/hoac c6 tac dung Uc ché déi véi CYP3A4 hoac CYP2D6. Do do, @
can than trong khi diéu tri methadone chung véi cac thuéc nay.
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Tom tat

® [ ]

Cac thuéc chéng loan than phéi hop véi buprenorphine:
tom tat

1.

Chlorpromazine: chua co s6 liéu
tai thai diém in cuén sach nay.

4. Pimozide: c6 thé c6 tuang tac

dugc luc hoc hiép déng cong khi
phoi hgp véi cac thudc tc ché

2. Haloperidol: chua c6 sé liéu tai hé than kinh trung uong va cac
thai diém in cudn sach nay; diéu thudc chuyén héa béi CYP3A4;
tri haloperidol chung véi cac thudc burpenorphine thuéc hai nhém
gay kéo dai khoang QT va/hoac véi thuéc nay.
cac thudc dugc chuyén hoa qua
hé CYP c6 thé dac biét nguy hiém; . Thioridazine: c6 thé c6 tuong tac
buprenorphine la chat tc ché yéu dugc luc hoc hiép déng cong khi
CYP3A4. diéu tri chung véi cac thuéc tic ché
hé than kinh trung uong.
3. Mesoridazine: chua c6 s6 liéu tai
thai diém in cudn sach nay.
® Cac thuéc chdng loan than phéi hop véi methadone:
tom tat

Theo cac huéng dan chuyén mén, can than trong khi diéu tri methadone chung
Vi cac thudc chéng loan than do nguy co gay TdP.

1.

Chlorpromazine: chua c6 s6 liéu
tai thai diém in cudn séch nay.

Haloperidol: diéu tri haloperidol
chung véi cac thuéc gay kéo

dai khodng QT va/hodc véi cac
thudc dugc chuyén héa qua hé
CYP c6 thé dac biét nguy hiém;
methadone thudc ca hai nhém
thudc nay.

Mesoridazine: chua c6 s6 liéu tai
thoi diém in cudn sach nay.
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4. Pimozide: c6 thé c6 tuang tac

dugc luc hoc va/hodc tuong tac
dugc dong hoc khi phéi hop voi
cac thudc tic ché hé than kinh
trung uong, cac thuéc chuyén hoa
b&i CYP3A4 va cac thubc gay kéo
dai khodng QT; methadone thudc
cac nhom thudbe nay.

. Thioridazine: c6 thé c6 tuong tac

dugc luc hoc hiép déng cong khi
diéu tri chung véi cac thudc tc ché
hé than kinh trung uong.
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1. Chlorpromazine

Chuyén héa:
Su chuyén héa ctia chlorpromazine can dén cac isoenzymes CYP1A2 va CYP2D6
cua hé CYP450.

Pac diém chung:

Chlorpromazine la mot thudc an than kinh dugc dung dé diéu tri bénh tam than
phan liet. & mot s6 bénh nhan dung chlorpromazine thay cé bién dang khéng
dac hiéu séng Q va T nhung thudng c6 kha nang héi phuc; dét tir do ngling tim
cling dugc bao cdo.

Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.

>\

—

- Chlorpromazine phdi hgp véi buprenorphine

S Kha nang tuong tac véi cac chat dang thuéc phién:

@ Hién chua c6 bat ky nghién ctiu nao lién quan dén tuong tac gitia

— chlorpromazine va buprenorphine. Khéng c6 bang chiing vé cac tuong tac cé y
T nghia lam sang gilta buprenorphine va cac thuéc dugc chuyén hoa qua CYP2D6.
(@

O Bang chiing:

M In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

o) In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay. @
T

O

=

(@)

Chlorpromazine phéi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén mén gan day, cac thay thudc lam sang nén y thiic
V€ nguy ca tuong tac gilta methadone vai cac thubc c6 dac tinh lam kéo dai
khoang QT hodc lam cham thai trir methadone.

Chlorpromazine c6 thé tucng tac chuyén héa véi methadone vi ca hai thuéc nay
déu dugc chuyén héa qua CYP2De6.

NYHL NVOT

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.
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2. Haloperidol

Chuyén héa:
Haloperidol dugc chuyén héa nha CYP2D6 va CYP1A2.

Pic diém chung:

Cho dén nam 2007, yéu cau ctia FDA vé nhan hiéu cta haloperidol da dugc stia
déi dé dua vao mot cadnh bao vé nguy co gay kéo dai khodng QT va nguy co gay
hoi chiing xodn dinh. Cac nguy co nay sé gia tang khi dung haloperidol dusng
tinh mach hoac véi liéu cao hon binh thuong.

Haloperidol phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Hién chua c6 bat ky nghién ctu nao lién quan dén tucng tac gitra haloperidol
va buprenorphine. Khéng c6 bang chiing vé cac tuong tac cé y nghia lam sang
gilta buprenorphine va cac thuéc dugc chuyén hda qua CYP2D6.

Bang chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
® Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.

Haloperidol phéi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Nhirng thuéc gay kéo dai khodng QT c6 thé c6 tac dung hiép déng cong khi
dung chung vai haloperidol, va viéc dung haloperidol chung vai cac thudc dugce
chuyén héa qua hé CYP cé thé dac biét nguy hiém. Methadone thudc ca hai
nhém nay, do d6 tranh dung methadone chung véi haloperidol.
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Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thoi diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.
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3. Mesoridazine

Chuyén héa:
Mesoridazine dugc chuyén héa nha CYPD6.

Pic diém chung:

Mesoridazine la mét thudc chéng loan than loai phenothiazine dugc chi dinh dé
diéu tri cac bénh nhan bi tam than phan liét khéng dap ting hoac khéng dung
nap vdi cac thudc chong loan than khac. Mesoridazine gay kéo dai khoang QT
khi téng liéu. Tac dung nay c6 thé lam gia tang nguy cd loan nhip that nang gay
tlrvong, nhu réi loan nhip kiéu xoén dinh.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.

>\

w

- Mesoridazine phdi hop véi buprenorphine

S Kha nang tuong tac véi cac chat dang thuéc phién:

M Hién chua co s6 liéu lién quan dén tuong tac gilra mesoridazine va buprenorphine.
— Tuy nhién, & bénh nhan dung phéi hgp hai thuéc nay c6 thé lam gia tang tac dung
T hiép dong cong hodc hiép dong tang mic [én hé than kinh trung uong nhu tac

(- dung an than, nhat 1a & bénh nhan cao tudi hodc suy nhugc.

(@2

M Bang chiing:

o) In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay. @
T

O

=

(@)

Mesoridazine phdi hgp véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Theo cac huéng dan chuyén mén gan day, cac thay thudc lam sang nén y thiic
vé nguy ca tuong tac gilta methadone vai cac thubc ¢ dac tinh lam kéo dai
khodng QT hoac lam cham thai trir methadone. Ngoai ra, 8 bénh nhan dung
phdi hgp cac thudc nay cé thé lam gia tang tac dung hiép déng cong hoac hiép
doéng tang muic [én hé than kinh trung uang nhu tac dung an than, nhat la &
bénh nhan cao tudi hodc suy nhugc.

NYHL NVOT

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.
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4. Pimozide

Chuyén héa:

Pimozide dugc chuyén héa mot phan nhd CYP3A4, va mét phan nhé hon vai
CYP1A2. Do d6, khong nén diéu tri pimozide chung véi cac thudc tc ché hé
enzyne chuyén héa nay.

Pac diém chung:

Pimozide la mét thudc udng chéng loan than. Thuéc dugc chi dinh dé ngan
chan chiing mdy co van dong va phat am & bénh nhan bj héi chiing Tourette.
Pimozide c6 lién quan dén nguy co gay kéo dai khoang QT. Khéng nén diéu tri
pimozide chung vi cac thudc khac ciing gay kéo dai khoang QT hoac véi cac
thuéc dugc chuyén héa qua CYP3A4.

Pimozide phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Vi pimozide co6 lién quan dén nguy co gay kéo dai khoang QT, do d6 khong nén
diéu tri pimozide chung véi cac thuéc khac cling gay kéo dai khoang QT hoac
vdi cac thubc dugc chuyén héa qua CYP3A4. Buprenorphine la mot chat dc ché
yéu (co ai luc thap) cia CYP3A4.

Pimozide cling c6 thé lam ting tac dung clia cac chat Uc ché hé than kinh trung
uong bao gém cac thudc giam dau, an than, giai au lo, va rugu. Vi ly do nay,
pimozide c6 thé lam tang tac dung gay ngl clia buprenorphine.
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Bang chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.

Pimozide phdi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Vi pimozide c6 lién quan dén nguy co gay kéo dai khoang QT, do d6 khong nén
diéu tri pimozide chung véi cac thudc khac cling gay kéo dai khoang QT hodc
vdi cac thudc dugc chuyén héa qua CYP3A4. Vi methadone thudc ca hai nhém
nay, do d6 nén tranh diéu tri pimozide chung véi methadone.

NYHL NVOT

Pimozide cling c6 thé lam tang tac dung clia céc chat dc ché hé than kinh trung
uong bao gém cac thuéc gidm dau, an than, giai au lo, va rugu. Vi ly do nay,
pimozide c6 thé lam tang tac dung gay ngl clia methadone.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.
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5. Thioridazine

Chuyén héa:
Thioridazine dugc chuyén héa nhg CYP2D6.

Pic diém chung:
Thioridazine la mot thu6c chéng loan than dan xuat ti piperidine va thudc

nhom thuéc phenothiazine. Thioridazine gay kéo dai khoang QT va tac déng nay
¢6 tuong quan véi liéu lugng thudc.

Thioridazine phéi hop véi buprenorphine

Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.

>\

o Kha nang tuong tac véi cac chat dang thuéc phién:

) Hién chua co s6 liéu lién quan dén tuong tac gilia thioridazine va buprenorphine.
S Tuy nhién, & bénh nhan diing phéi hap hai thuéc nay cé thé lam gia tang tac

@) dung hiép déng céng hoac hiép déng tang muc I1én hé than kinh trung usng nhu
— téc dung an than nhat 1a & bénh nhan cao tudi hodc suy nhugc. Do d6, khédng nén
T diéu tri thioridazine chung vai cac thudc giam dau nhu buprenorphine.

(@

O Bang chiing:

M In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

o) In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay. @
T

O

=

)

Thioridazine phéi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén mén gan day, cac thay thuéc nén y thiic vé nguy
€O tuong tac gitta methadone vdi cac thudc c6 dac tinh lam kéo dai khoang QT
hoac lam cham thai trr methadone.

Ngoai ra, thioridazine c6 thé gay budn ngti va khéng nén diéu tri chung véi cac
thuéc giam dau gay ngt nhu methadone vi cé thé gay tac dung hiép déng céng
hodc hiép déng tang muc, nhat la & bénh nhan cao tudi hodc suy nhugc.

NYHL NVOT

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.
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Tai liéu tham khao

Krantz MJ, Martin J, Stimmel B, Mehta D, Haigney MC. Sang loc khoang QT trong diéu trj
methadone. Ann Int Med, 2008
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Cac thuoc
Choéng non
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Téng quan

Cac thuéc chdng ndn phai hop véi buprenorphine:
tong quan

Mot s6 thudc chéng nén chéng chi dinh dung chung véi céc thudc tc ché
CYP3A4. Buprenorphine la mét chat tic ché yéu ctia CYP3A4.

Cac thudc chdng nén phdi hop véi methadone:

tong quan

Cac hudng dan chuyén mén vé tac dung Ién hé tim mach ctia methadone
khuyén céc thay thuéc lam sang nén y thiic vé nguy co tuang tac gilia
methadone véi cac thubc c6 dac tinh lam kéo dai khoang QT hodc lam cham
thai trr methadone (Krantz va cong su, 2008).

Do tac dung lam kéo dai khoang QT nén mot s6 thudc chéng nén chéng chi
dinh dung chung véi cac thuéc gay kéo dai QT va/hodc vai cac thubc tic ché
CYP3A4; methadone thudc ca hai nhém nay.
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Tom tat

Cac thuéc chéng nén phéi hop véi buprenorphine: tém tit

1. Domperidone: chua cé sé liéu 2. Droperidol: khéng quan sat thay
tai thai diém in cudn sach nay; droperidol c6 tac dung d6i véi hiéu
burpenorphine cé tac dung tc ché qua giam dau clia burpenorphine
yéu véi CYP3A4; chong chi dinh & chudt; diéu tri droperidol chung
duing domperidone véi cac thuéc vGi cac thubce kéo dai QT va/hodc
Uic ché CYP3A4. Vi cac thudce dugce chuyén héa bai

hé CYP c6 thé dac biét nguy hiém;
buprenorphine la chat tc ché yéu

clia CYP3A4.
Cac thuéc chéng nén phéi hop véi methadone: tom tat
1. Dromperidone: ch6ng chi dinh 2. Droperidol: st dung droperidol
duing chung v&i cac thu6c kéo dai cung véi cac thuée kéo dai QT va/
QT va/hodc vai cac thudc tic ché hodc véi cac thudc dugc chuyén
CYP3A4; methadone thudc ca hai héa bai hé CYP c6 thé dac biét
nhom nay. nguy hiém; methadone thuéc ca X
@ hai nhém nay.
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1. Domperidone

Chuyén héa:
Domperidone dugc chuyén héa bsi enzyme CYP3A4.

Pic diém chung:
Da c6 mét vai trudng hgp bao cdo la c6 kéo dai khodng QT va loan nhip nhanh
that véi domperidone.

Domperidone phdi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Hién chua c6 s6 liéu lién quan dén tuong tac gitta domperidone va
buprenorphine. Nha san xuat dua ra chéng chi dinh dung domperidone
V@i cac thude tic ché CYP3A4, do d6 tranh dung chung domperidone véi
buprenorphine.

Biang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.

®

Domperidone phdi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Vi domperidone & néng dé cao c6 thé kéo dai khodng QT, nén nha san xuat dua
ra chéng chi dinh dung domperidone chung véi cac thudc tic ché CYP3A4 va/
hoac vai cac thudc gay kéo dai khodng QT. Methadone thuéc ca hai nhom nay
nén tranh dung domperidone chung véi methadone.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.
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2. Droperidol

Chuyén héa:
Droperidol Ia mét chat chuyén héa bdi enzyme CYP3A4.

Pic diém chung:

Droperidol la moét thudc phéi hgp trong gay mé va la mot thuéc chéng non.
Droperidol liéu cao gay kéo dai khoang QT. Nam 2001, Co quan Quan ly Dugc
pham va Thuc pham Hoa Ky (FDA) da thay d8i yéu cau vé nhan hiéu déi vai
thudc tiém droperidol bao gom mot canh bao trong khung mau den noi vé
nguy ca kéo dai khoang QT va nguy cc gay hoi chiing xoan dinh.

Droperidol phéi hop véi buprenorphine

Kha ning tuong tac véi cac chat dang thudc phién:

Buprenorphine cé tac dung tic ché yéu déi vsi CYP3A4, do d6 tranh dung chung
droperidol vé&i buprenorphine.

Bang chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cuén sach nay.

In vivo: Droperidol khéng anh hudng dén tac dung giam dau clia
@ buprenorphine & chuét (Yasuda va cong su, 1982).

Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.

Tai liéu tham khao:
Yasuda va cong sy, 1982

Droperidol phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Nhirng thuéc gay kéo dai khodng QT c6 thé c6 tac dung hiép déng cong khi
dung chung vai droperidol, va viéc diéu tri droperidol chung vai cac thuéc dugc
chuyén héa qua hé CYP c6 thé dac biét nguy hiém. Methadone thudc ca hai
nhom nay, do dé tranh diéu tri methadone chung véi droperidol.
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Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.
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Tai liéu tham khao

Krantz MJ, Martin J, Stimmel B, Mehta D, Haigney MC. Sang loc khoang QT trong diéu tr
methadone. Ann Int Med, 2008

Yasuda Y, Shioya Y, Nakai S, Shintani S, Hiyama T. Tuong téc gitta buprenorphine, thuéc giam dau
va cac thudc téc dong 1én hé than kinh trung uong déi vai viéc kéo dai tac dung gidm dau va gay
ngu do halothane. Nippon Yakurigaku Zasshi. 1982; 79(3): 163-72.
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Diéu tri sot rét




Téng quan

Cac thudc diéu tri s6t rét phoi hop véi buprenorphine:
tong quan

Cac tuong tac chuyén hoa cé thé xay ra néu buprenorphine dugc diéu tri cing
Vi cac thube dugce chuyén héa qua CYP3A4.

Cac thudc diéu tri st rét phéi hop véi methadone:

tong quan

Cac hudng dan chuyén mén vé tac dung Ién hé tim mach ctia methadone
khuyén céc thay thuéc lam sang nén y thiic vé nguy co cac tueng tac gilia
methadone véi cac thuéc c6 dac tinh lam kéo dai khoang QT hodc lam cham
thai trir methadone (Krantz va cong su, 2008). Do dé, can than trong khi diéu tri
methadone chung véi cac thudc diéu tri sot rét lam kéo dai khoang QT.
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Tom tat

Cac thudc diéu tri sét rét phéi hop véi buprenorphine: tom tat
1. Chloroquine: chua c6 sé liéu tai
thai diém in cuén sach nay.

2. Halofantrine: chua c6 s6 liéu tai
thdi diém in cuén sach nay.

Cac thudc diéu tri sét rét phdi hgp véi methadone: tém tat
Theo cac huéng dan chuyén mén, can than trong khi diéu tri ciing ltic cac thuéc
diéu tri s6t rét nay véi methadone do nguy co gay héi chiing xoan dinh.

1. Chloroquine: c6 thé gay kéo dai
khoang QT va lam tang néng do
methadone huyét tuong do tac
dong tc ché 1én CYP2D6; can than
trong khi diéu tri chloroquine
chung véi methadone.

® 2. Halofantrine: c6 thé gay kéo
dai khoang QT; can than trong
khi diéu tri halofantrine cung véi
methadone.
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1. Chloroquine

Chuyén héa:

CYP2C8 va CYP3A4/5 la nhitng enzyme chinh chiu trach nhiém khir N-ethylation
dai vai cloroquine tai cdc microsomes & gan ngudi. Chloroquine c6 dac tinh tc
ché CYP450, nhat la véi CYP2D6.

DPic diém chung:

Chloroquine dugc dung dé diéu tri hodc du phong sét rét va cling dugc dung
trong mot s6 réi loan tu mién. Doc tinh trén tim cha chloroquine co lién quan
dén tac dung giéng quinidine ctia chloroquine (tdc dung 6n dinh mang). Ha kali
mau c6 thé xay ra trong trudng hop ngd doc cap.

Chloroquine phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Chua c6 bat cir nghién ctu nao lién quan dén tuong tac gilia chloroquine va
buprenorphine. Khéng cé bang chiing vé tuong tac chuyén hoa cé y nghia lam
sang gilta buprenorphine va cac thuéc tuong tac véi CYP2D6.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay. @
In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.

Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.

Chloroquine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Theo cac huéng dan chuyén mén gan day, cac thay thuéc nén y thiic vé nguy co
cac tuong tac gilra methadone vai cac thudc co déc tinh lam kéo dai khoang QT
hodc véi cac thudc lam cham thai trir methadone. Vi la mét chat tc ché CYP2D6

nén chloroquine cé thé lam tang ndng dé methadone huyét tuong.
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Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.
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2. Halofantrine

Chuyén héa:
Halofantrine dugc chuyén héa nh CYP3A4 va CYP2D6.

Pic diém chung:

Halofantrine la thudc diéu tri s6t rét téng hop. Doc tinh manh déi véi tim c6 lién
quan dén néng do cao halofantrine trong huyét tuong nhung khéng lién quan
dén néng d6 san pham chuyén héa ctia halofantrine la N-debutylhalofantrine.

Halofantrine phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Hién khéng co céc s6 liéu lién quan dén tuong tac gitia halofantrine va
buprenorphine. Tuy nhién, halofantrine va buprenorphine c6 thé cé tuong tac
chuyén héa vi cé hai déu dugc chuyén héa nha CYP3A4.

Bang chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cu6n sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.

Halofantrine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Theo cac huéng dan chuyén mén gan day, cac thay thuéc nén y thiic vé nguy co
cac tuong tac gilta methadone vai cac thudc co dac tinh lam kéo dai khoang QT

hodc véi cac thudc lam cham thai trir methadone. Halofantrine c6 thé nam trong
hai nhém nay vi dugc chuyén héa nha CYP3A4 va CYP2De6.

Bang chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cu6n sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.
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Krantz MJ, Martin J, Stimmel B, Mehta D, Haigney MC. Sang loc khoang QT trong diéu tr
Methadone. Ann Int Med, 2008.
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Cac thuoc
Khang histamine




Téng quan

Cac thuéc khang histamine phéi hop véi buprenorphine:
tong quan

Bénh nhan dung buprenorphine cung véi thuéc khang histamine c6 thé gay tc
ché hé than kinh trung uong.

Cac thudc khang histamine phdi hop véi methadone:
tong quan

Bénh nhan dung methadone cling véi thudc khang histamine cé thé c6 biéu
hién tang tc ché hé than kinh trung uong.

Mot khuyén nghi lién quan dén cac tac dung trén tim clia methadone trong céc
huéng dan chuyén mén khang dinh rang cac thay thuéc Iam sang nén y thic
vé nguy cd cac tuong tac gilra methadone véi cac thudc gay kéo dai khoang QT
hoac cac thuéc lam cham thai trir methadone (Krantz va céng sy, 2008). Do do,
can than trong khi diéu tri methadone cung vaéi cac thu6c khang histamine gay
kéo dai khoang QT.

J0NHL DVYVD

\

~
T
>
z
()
T
(92}
_|
>
<
z
m

FHI-Layout So tay MMT tieng Viet Final.indd 132 @ 2/310 11:02 AM ‘ ‘



AT e O

Tom tat

Cac thuéc khang histamine phdi hop véi buprenorphine:
tom tat
1. Astemizole: chua c6 s6 liéu tai thai

diém in cuén sach nay; hién khéng

con st dung 6 My.

2. Mizolastine: la chat Uc ché yéu clia
CYP3A4; c6 thé lam tang ndng do
buprenorphine huyét tuong.

3. Terfenadine: chua c6 sé liéu tai
thai di€ém in cudn sach nay; hién
khong con st dung & My.

Cac thudc khang histamine phdi hop véi methadone:

tom tat

Theo céc huéng dan chuyén mon, can than trong khi diéu tri ciing luc cac thuéce
@ khang histamine véi methadone do nguy co gay TdP.

J0NHL DVYD

N

1. Astemizole: chua c6 s6 liéu tai thoi
di€m in cudn sach nay; hién khéong
con st dung & My.

2. Mizolastine: la chat Gic ché yéu clia
CYP3A4; c6 thé lam tang ndng do
methadone huyét tuong.

3. Terfenadine: chua c6 s liéu tai
thai diém in cudn sach nay; hién
khong con st dung & My.
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1. Astemizole

Chuyén héa:
CYP2J2 déng vai trd quan trong trong chuyén héa astemizole.

Pic diém chung:

Astemizole la chat d6i khang thu thé histamine H1, ¢ cdu truc tuong tu nhu
terfenadine va haloperidol. Astemizole da dugc thu héi khai thi trusng My
do cac van dé vé an toan va hiéu qua. Mac du hiém gap, cac van dé nghiém
trong lién quan dén tim (d6i khi gay tr vong) c6 thé xay ra & bénh nhan diing
astemizole.

Astemizole phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Chua c6 bat c& nghién ctu nao lién quan dén tuong tac gilta astemizole va
buprenorphine, tuy nhién hién chua c6 tai liéu nao chiing té CYP2J2 6 vai tro
trong chuyén héa ctia buprenorphine.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay. @
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.

DJO0NHL DYD "1

\

Astemizole phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén mén gan day, cac thay thuéc nén y thiic vé nguy co
cac tuang tac gilra methadone vai cac thudc co dac tinh lam kéo dai khoang QT
hodc véi cac thudc lam cham thai trir methadone.

Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.
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2. Mizolastine

Chuyén héa:

Mizolastine dugc chuyén hoa hoan toan & gan bang glucuronidation va
sulphation. Enzym CYP3A4 c6 lién quan dén mét trong cac dudng chuyén héa
b6 sung déi vai mizolastine. Mizolastine 1a mét chat tc ché yéu in vivo ctia CYP
2ET, 2C9, 2D6 va 3A4.

Pac diém chung:

Mizolastine la thu6c khang histamine khéng gay buén ngl. Mizolastine cé kha
nang lam kéo dai khoang QT. Chéng chi dinh diing mizolastine cho bénh nhan
c6 biéu hién 1am sang bénh tim mach hodac cé tién st loan nhip tim, bénh nhan
da biét hodc nghi ngd c6 khoang QT kéo dai, bénh nhan mat can bang dién giai
(dac biét ha kali mau), va bénh nhan c6 biéu hién 1am sang nhip tim cham.

Mizolastine phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Hién chua c6 s6 liéu nao dugc cong bo lién quan dén tucng tac gilra mizolastine
va buprenorphine. Mac du ca mizolastine va buprenorphine déu khéng phai la
chat tic ché manh cia CYP3A4, nén than trong khi s&r dung cling ldc 2 thudc nay.

D0NHL DYD ¢

Bang chiing:

In vitro: chua c6 s6 liéu tai thoi diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cubn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.

N

Mizolastine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén mon gan day, cac thay thudc nén y thic vé nguy co
cac tuong tac gitta methadone véi cac thuéc co dac tinh lam kéo dai khoang QT
hoac vai cac thudc lam cham thai trr methadone. Vi la mét chat Gc ché yéu clia
CYP3A4, CYP2C9, va CYP2D6 nén mizolastine c6 thé anh huéng dén chuyén hoa
clia methadone.
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Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.
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3. Terfenadine

Chuyén héa:

Terfenadine la mot tién dugc dugc chuyén héa hoan toan thanh fexofenadine
c6 hoat tinh nhd enzyme CYP3A4 & ruét. Nhiing enzyme khac c6 lién quan dén
chuyén héa terfenadine la: CYP2C19, CYP3A4, CYP1A2, CYP2C9 va CYP2D6.

DPic diém chung:

Terfenadine 1a thuéc khéang histamine khéng gay buén ngt dugc chi dinh dé
lam gidm cac triéu ching di ing. Terfenadine dugc thu héi khoi thi trusng My
vao nam 1998. Terfenadine lam kéo dai khodng QT va loan nhip that, ké ca hoi
chiing xoan dinh, dac biét khi duing két hgp véi cac thudc c6 cing tac dung
Ién khoang QT.

Terfenadine phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Hién chua c6 nghién ctu nao vé tuong tac thudc gilia terfenadine va
buprenorphine. Tuy nhién, do c4 hai terfenadine va buprenorphine déu chuyén
hoa qua CYP3A4, nén can than trong khi dung chung hai thuéc nay.

DJ0NHL DYD "€

Bang chiing: @
In vitro: chua c6 s6 liéu tai thoi diém in cuén sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cudn sach nay.

Lam sang: chua c6 s6 liéu tai thai diém in cuén sach nay.

\

Terfenadine phéi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan chuyén mén gan day, cac thay thuéc nén y thiic vé nguy co
cac tuong tac gilta methadone véi cac thudc c6 dac tinh lam kéo dai khoang QT
hodc véi cac thudc lam cham thai trir methadone. Terfenadine c6 thé c6 tuang
tac chuyén héa v6i methadone vi cd hai déu dugc chuyén héa nhs CYP3A4,
CYP2D6, CYP2C9 va CYP2C19.
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Bang chiing:

In vitro: chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: chua c6 s6 liéu tai thai diém in cudn sach nay.
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Tai liéu tham khao

Krantz MJ, Martin J, Stimmel B, Mehta D, Haigney MC. Sang loc khoang QT trong diéu trj
Methadone. Ann Int Med, 2008.
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Cac thudc khac
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Tom tat

1.
2.
3.
4,
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Arsenic trioxide: chua c6 s6 liéu
tai thoi diém in cudn séch nay.

Aspirin: c6 thé lam han ché
tac dung ngan huyét khéi ctia
aspirin khi st dung cung véi
buprenorphine.

Cimetidine: c6 thé gidm chuyén
héa buprenorphine gay tang
buprenorphine trong huyét tuong.

Cisapride: chua c6 s6 liéu tai thoi
diém in cudn sach nay; kéo dai
khoadng QT c6 thé xay ra néu diéu
tri cisapride chung véi cac thuéc
khac gay kéo dai khoang QT hoac
Vi cac thudc dugc chuyén héa
b&i CYP3A4; buprenorphine cé tac
dung Uic ché yéu Ién CYP3A4.

Dextromethorphan: chua c6 s6
liéu tai thoi diém in cudn sach nay.

Disulfiram: khong thdy gay tuong
tdc manh vai buprenorphine. Can
tranh uéng rugu.

Lofexidine: diéu tri két hop
lofexidine va buprenorphine
khong gay ra bat cir tac dung
khéng mong muén nao &

bénh nhan dugc chuyén déi tu
methadone sang buprenorphine.
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8.

10.

11.

13.

14.

Cac thuéc khac phéi hop véi buprenorphine: tém tat

Nicotine: thuong khong co tac
déng dang ké 1én chuyén hoéa
buprenorphine.

Nifedipine: c6 thé (ic ché chuyén
héa buprenorphine va tang néng
d6 buprenorphine huyét tuong co
thé xay ra.

Omeprazole: khong gay anh
hudng manh Ién chuyén hoa
buprenorphine.

Quetiapine: chua c6 s6 liéu tai
thai diém in cudn sach nay.

. Spironolactone: |a chat kich

thich CYP3A4; diéu tri chung vai
cac chat dang thuéc phién co
thé gay tac dung hiép déng céng
[én huyét ap va lam tang thai tri
buprenorphine.

Valspodar: khong gay anh hudng
quan trong Ién chuyén héa
buprenorphine.

Vardenafil: chua cé6 sé liéu tai
thai diém in cudn sach nay.
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Cac thuéc khac phéi hop véi methadone: tom tat

1.

6.

Arsenic trioxide: theo cac huéng
dan chuyén mén, nén than trong
khi ghi toa cung luc arsenic
trioxide v&i methadone do nguy
ca gay hoi chiing xoan dinh.

Aspirin: c6 thé han ché tac dung
ngan huyét khéi ctia aspirin khi st
dung cuing véi methadone.

Cimetidine: c6 thé tic ché chuyén
hoéa methadone va gay tang néng
d6 methadone huyét tuong.

Cisapride: C6 thé xuat hién
khoang QT kéo dai néu cisapride
dugc dung chung véi cac thudc
khéc gay kéo dai khoang QT hodc
vdi cac thudc dugce chuyén hoéa
bdi CYP3A4; methadone nam
trong ca hai nhém nay.

Dextromethorphan: mot nghién
cdu trudng hop da ghi lai cac
phan tng khéng mong muén

khi s&t dung dextromethorphan
véi methadone, cac phan

(ing nay cham dut khi ngiing
dextromethorphan.

Disulfiram: chua dugc ghi nhan
€6 céac tuong tac c6 y nghia vdi
methadone. Tranh st dung cling
vGi cac ché phdm methadone
c6 rugu.
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7.

10.

11.

12.

13.

14.

Lofexidine: bénh nhan dang diéu
tri duy tri bang methadone dugc
ké lofexidine c6 thé xuat hién cac
thay d6i vé nhan thuc va tim mach.

Nicotine: c6 thé gay tang chuyén
héa methadone va giam néng do
methadone huyét thanh.

Nifedipine: chuyén hoa
nifedipine c6 thé bi tic ché khi s
dung cung methadone.

Omeprazole: c6 thé vic ché
chuyén héa methadone do d6

khi s&r dung cung methadone c6
thé gay tang ndng do methadone
huyét thanh.

Quetiapine: c6 thé gay tang néng
d6 methadone nhung khéng cé
bi€u hién lam sang.

Spironolactone: |a chat kich thich
CYP3A4; dung chung vdi cac chat
dang thudc phién c6 thé gay téc
dung hiép déng cong lén huyét
ap va tang thai trr methadone.

Valspodar: c6 thé gay tang sinh
kha dung clia methadone.

Vardenafil: theo cidc huéng dan
chuyén mon, can than trong khi
diéu tri cung lic vardenafil va
methadone do nguy cc gay hoi
chiing xoan dinh.
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1. Arsenic trioxide

Chuyén héa:
Arsenic trioxide dugc chuyén hoa chii yéu véi CYPTAT.

Pic diém chung:

Arsenic trioxide la mét tdc nhan héa tri liéu c6 chiic ndng ban dau la dé diéu tri
ung thu mau khi khéng dép tng vaéi cac thubce bac 1. Arsenic trioxide c6 thé gay
kéo dai khodng QT, dan dén loan nhip that kiéu xoan dinh. Cac tac dung bat Igi
con ¢6 ha kali-mau. Can than trong khi diéu tri arsenic trioxide chung vai cac
thudc gay kéo dai khoang QT hoac cac thubc gay réi loan vé dién giai.

Arsenic trioxide phdi hgp véi buprenorphine
Kha nang tuong tac véi cac chat dang thuéc phién:
Hién chua c6 nghién clu nao vé tuong tac gilia arsenic trioxide va

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

>\

- buprenorphine, cling chua c6 tai liéu cho thay vai trd ctia CYP1A1 d6i véi chuyén
. hda ctia buprenorphine.
M
i‘ Bang chiing:
In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.
; In vivo: Chua c6 s6 liéu tai thai diém in cuén séch nay. @
(@
O
M

Arsenic trioxide phdi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Theo cac huéng dan gan day (Krantz va cdng sy, 2008), cac bac sy can y thic vé
nguy co clia cac tuong tac thudc gitta methadone vai cac thudc khac gay kéo
dai khoang QT hodc cac thudc lam cham thai trir methadone.

DY HX

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén séch nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Krantz va cong sy, 2008
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2. Aspirin

Chuyén héa:
Aspirin dugc chuyén héa phan 16n & gan véi UGT1A6 dugc cho la déng vai
trd chinh.

Aspirin phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

UGT1A6 dugc cho la khéng cé vai trd trong bat ci khau nao ctia chuyén hoa
buprenorphine. Tuy nhién, hién chua c6 nghién ctu nao vé viéc st dung aspirin
cung vai buprenorphine. Nhung can chu y la tueng tac dugc luc hoc han ché
hiéu qua ngan huyét khéi ctia aspirin da quan sat dugc khi st dung cung vai
methadone. Vi vay, s dung cac chat dang thudc phién can luu y khi ké don
aspirin diéu tri cac bénh mach vanh.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Aspirin phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Tuong tac dugc luc hoc gitta methadone véi aspirin ¢ thé han ché hiéu qua
ngan huyét khéi ctia aspirin. Vi vay, st dung cac chat dang thuéc phién can luu 'y
khi ké don aspirin diéu tri cac bénh mach vanh.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Hiéu qua clia aspirin diéu tri du phong bénh mach vanh bi giam trén
bénh nhan diéu tri duy tri bang methadone.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Malinin va cong su, 2001
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3. Cimetidine

Chuyén héa:
Cimetidine dugc chuyén héa mét phan & gan nhung hau hét (70%) thudc dugc
bai tiét & dang khong thay déi.

Cimetidine phdi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Cimetidine da dugc biét la gay Uc ché hoat dong CYP3A4, CYP2D6 va CYP1A2.
Mac du chua cé nghién ctiu nao vé tuong tac gitra hai loai nay, nhung khi

st dung cimetidine cung buprenorphine c6 thé gay gidm chuyén héa
buprenorphine va do d6 gay tang néng d6 buprenorphine huyét tuang. Tuy
nhién, nguy co ndng dé buprenorphine tang cao trong mau gay suy h6 hap bi
giGi han do tac dong tran ctia buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thoi diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Cimetidine phdi hop véi methadone ®
Kha nang tuong tac véi cac chat dang thudc phién:

Cimetidine gay Uc ché hoat dong CYP3A4, CYP2D6 and CYP1A2. Vi vay, khi st

dung cimetidine cing methadone cé thé gay gidam chuyén héa methadone va

do dé gay tang ndng d6 methadone huyét tuang. Can theo déi dap ting lam

sang dé phat hién biéu hién qua liéu.
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Bang chiing:

In vitro: Gic ché chuyén hda methadone da dugc quan sat thay sau khi sir dung
cimetidine cung véi methadone (Dawson and Vestal, 1984).

In vivo: Chua c6 s6 liéu tai thai diém in cuén séch nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Tai liéu tham khao:
Dawson and Vestal, 1984
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4. Cisapride

Chuyén héa:
Cisapride dugc chuyén héa chl yéu nhs CYP3A4.

Pic diém chung:

Cisapride 1a mot chat kich thich da day-ruot. G nhiéu quéc gia, cisapride da bi
thu hoi hodc han ché st dung do c6 nhiing bao cdo vé tac dung gay kéo dai QT.
Co quan Quan ly Dugc phdm va Thuc pham Hoa Ky (FDA) da gui thu canh béo
dén cac bac si va cisapride da dugc rut ra khoi thi trudng My vao nam 2000.

Cisapride phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Buprenorphine c6 tuang tac vdi cac thudc dugc chuyén héa bdi CYP3A4 mac du
hién chua c6 s6 liéu cu thé vé tuong tac gilia cisapride va buprenorphine. Tuy la

mot chat tic ché yéu CYP3A4, buprenorphine c6 thé gay tang néng do cisapride
va do d6 c6 nguy co gay kéo dai khodng QT.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.
Lam sang: Chua c6 s6 liéu tai thdi diém in cudn sach nay.

Cisapride phéi hop véi methadone

Kha ning tuong tac véi cac chat dang thudc phién:

Nhirng thudc Uc ché dang ké CYP3A4 c6 thé gay tang néng do cisapride, lam
tang nguy ca loan nhip do kéo dai khoang QT. Néu cisapride dugc diéu tri chung
véi cac thudc khac gay kéo dai khodng QT hodc véi cac thube dugce chuyén

hoa bai CYP3A4 thi van c6 thé xay ra kéo dai khoang QT, do d6 can tranh dung
chung cisapride véi methadone vi methadone thudc 2 nhém nay.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.
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5. Dextromethorphan

Chuyén héa:
Dextromethorphan dugc chuyén héa chd yéu nhg CYP2D6.

Dextromethorphan phéi hgp véi buprenorphine
Kha nang tuong tac véi cac chat dang thudc phién:
Chua c6 s6 liéu vé tuang tac gilra dextromethorphan va buprenorphine.

Biang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Dextromethorphan phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Methadone la chat chuyén héa bai CYP2D6. Mét nghién ctu trudng hop goi y
rang co thé xay ra tuong tac gitta dextromethorphan va methadone.

Bang chiing: @
In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Trén bénh nhan s dung methadone cung véi dextromethorphan

thdy c6 cac bi€u hién mé sang, ngl lim, 1an 16n, 16 d&, mat tap trung va an kém.

Cac triéu chiing mat di khi ngling dextromethorphan (Lotrich va cong su, 2005).
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Tai liéu tham khao:
Lotrich va cong sy, 2005
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6. Disulfiram

Chuyén héa:
Disulfiram chuyén héa cham trong gan véi khoang 20% disulfiram van chua
dugc chuyén hoa sau 1-2 tuan.

Disulfiram phdi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Cac nghién ctru 1am sang hién nay vé tuang tac gilta buprenorphine va
disulfiram khéng ghi nhan dugc bat cir tuong tac nao. Tuy nhién, bénh nhan
nén dugc tu van tranh uéng rugu.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.

Lam sang: Thi nghiém trén 20 d6i tugng lé thudc chat dang thuéce phién va
cocaine, bat dau tham gia thi nghiém diéu tri thay thé bang buprenorphine c6
d6i chiing, va sau d6 chia 2 nhém ngéau nhién dé sir dung disulfiram (250 mg
hang ngay; n=11) hodac gia dugc (n=9) trong 12 tuan, khéng phat hién thay bat
ctr biéu hién tuang tac thudc nao (George va cong su, 2000).

Tai liéu tham khao:
George va cong su, 2000
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Disulfiram phdi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Disulfiram tc ché chuyén héa rugu dan dén céc tac dung phu cé hai. Vi vay,
tranh st dung disulfiram chung véi cac ché phdm methadone chia rugu. Hién
chua cé bang chiing cho thay cé tuang tac gitra disulfiram véi hau hét cac ché
pham methadone.

DY HX

Bang chiing: .

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Khi st dung methadone cuing véi disulfiram khéng thay c6 anh hudéng
c6 y nghia thdng ké Ién chuyén hoa methadone (Tong va cong su, 1980).

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Tong va cong su, 1980
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7. Lofexidine

Chuyén héa:

Lofexidine dugc hap thu hoan toan va dat néng doé dinh trong huyét tuang sau
3 gid ké ti khi uéng liéu don. Thai gian ban hay 1a 11 gid véi thai gian tich Iy la
4 ngay khi uéng liéu nhac lai. Lofexidine dugc chuyén héa hoan toan & gan va
bai tiét chi yéu qua than.

Lofexidine phéi hop véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Lofexidine dugc stt dung thanh céng & cac ca s& diéu tri noi trd nham ho trg viéc
chuyén d8i tir methadone sang buprenorphine. Tuy nhién, lofexidine gay ha
huyét ap nén can theo déi chat ché nhiing thay déi tim mach & bénh nhan dugc
diéu tri buprenorphine va lofexidine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thoi diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Lofexidine dugc sit dung thanh céng & cac ca s& diéu tri noi trd nham

hé trg viéc chuyén déi sang buprenorphine & nhimng bénh nhan dung liéu

methadone hang ngay 30-70mg (Glasper va cong su, 2005). @

Tai liéu tham khao:
Glasper va cong su, 2005
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Lofexidine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Co ché tuong tac trong y van hién nay chua ré rang. Tuy nhién, bénh nhan st
dung methadone véi lofexidine can dugc theo déi chat ché nhiing thay déi vé
nhan thuic va tim mach.

DY HX

Bing chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Lam sang: Cac bénh nhan st dung methadone ~80 mg/ngay va lofexidine ~1.6
mg/ngay c6 thay giam huyét dp tdm thu va tdm truong mot cach cé y nghia

va gidm nhan thuc khi so sanh véi bénh nhan chi st dung methadone véi liéu
tuong duong (Schroeder va céng su, 2007).

Tai liéu tham khao:
Schroeder va cong sy, 2007
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8. Nicotine (Hut thuocla)

Chuyén héa:
Nicotine dugc chuyén héa chd yéu & gan nhg CYP2A6.

Nicotine phéi hop véi buprenorphine
Kha nang tuong tac véi cac chat dang thuéc phién:
Chua c6 s6 liéu tai thai diém in cudn sach nay vé tuang tac gilia viéc hut thudc Ia
vai diéu tri buprenorphine. Nicotine kich hoat enzym CYP2A6 va CYP1A2, nhung
buprenorphine thi khong dugc chuyén héa dang ké bang hai enzym trén.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thoi diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Nicotine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Bang ching cho thay hat thuéc cé thé kich thich CYP1A2 va gay gidam néng do
@ methadone. Can tu van cho bénh nhan biét viéc hat thuéc 14 c6 thé gidm tac

dung cia methadone. Tang liéu methadone néu can.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thoi di€ém in cudn sach nay.

In vivo: Giam néng d6 methadone huyét tuong da dugc quan sat thay trén bénh
nhan diéu tri thay thé bang methadone c6 hat thudc la.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.
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Tai liéu tham khao:
Yue va cong su, 1995
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9. Nifedipine

Chuyén héa:
Nifedipine dugc chuyén héa phan 16n nhd enzym cytochrome P450, CYP3A4.

Nifedipine phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thudc phién:

Nifedipine gy Uc ché chuyén héa buprenorphine. Khi stt dung nifedipine cling
vGi buprenorphine cé thé gay tang néng dé buprenorphine huyét tuong. Tuy
nhién, nguy ca néng dé buprenorphine tang cao trong mau gay suy hé hap bi
gidi han do tac déng tran ctia buprenorphine.

Bang chiing:

In vitro: Quan sat thdy c6 tc ché chuyén hoa buprenorphine trén bd chuén 18
microsome cla gan ngudi (Iribarne va cong su, 1997b).

In vivo: Chua c6 s6 liéu tai thai diém in cuén séch nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Tai liéu tham khao:
Iribarne va cong sy, 1997b

Nifedipine phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

S dung nifedipine cing v6i methadone c6 thé gay tc ché chuyén hoa
nifedipine. Anh hudng cla nifedipine Ién chuyén héa methadone hién chua dugc
danh gia. Can theo d6i bénh nhan chat ché khi stt dung cting lic hai thudc nay.
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Bang chiing:

In vitro: Quan sat thdy c6 tic ché chuyén hoa nifedipine khi st dung nifedipine
cung véi methadone (Iribarne va cong sy, 1997a).

In vivo: Chua c6 s6 liéu tai thai diém in cuén séch nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

Tai liéu tham khao:
Iribarne va cong sy, 1997a
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10. Omeprazole

Chuyén héa:
Omeprazole dugc chuyén héa chd yéu nha CYP2C19.

Omeprazole phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Omeprazole gay Ui ché hoat dong clia ca hai enzym CYP2C19 va CYP3A4,
nhung chua quan sét thay c6 tic ché dang ké chuyén héa buprenorphine hodc
omeprazole.

Bang chiing:

In vitro: Khdng quan sét thdy cé tuong tac dang luu y trén 3 microsome gan
& ngudi sau khi str dung omeprazole cung véi buprenorphine (Kilicarslan va
Sellers, 2000).

In vivo: Chua c6 s8 liéu tai thai diém in cudn séch nay.

Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Kilicarslan va Sellers, 2000

Omeprazole phéi hop véi methadone

Kha nang tuong tac véi cac chat dang thudc phién:

Omeprazole gay U ché hoat dong ca hai enzym CYP2C19 va CYP3A4 va vi vay
c6 thé gay gidm chuyén hda methadone. Vi thé, ndng d6 methadone c6 thé
tang khi stt dung cling hai loai thuéc nay. Nén theo déi chat ché trén lam sang
va diéu chinh liéu phu hop.
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Bang chiing:

In vitro: quan sét thay c6 tic ché chuyén hda methadone sau khi st dung
methadone cling véi omeprazole (Foster va cOng sy, 1999).

In vivo: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Lam sang: Chua c6 s6 liéu tai thdi diém in cudn sach nay.

Tai liéu tham khao:
Foster va cong sy, 1999
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11. Quetiapine

Chuyén héa:
Quetiapine dugc chuyén héa chii yéu tai gan véi su tham gia chinh clia CYP450
3A4 trong qua trinh oxy héa sulphur.

Quetiapine phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Dugc déng hoc clia quetiapine bi anh huéng khi s&f dung cuing véi ketoconazole
va carbamazepine (Grimm va cdng sy, 2006) va vi thé cac thuéc khac cé anh
hudng nhiéu dén hoat dong ctia CYP3A4 c6 thé du doan la c6 &nh hudng tdi tac
dung clia quetiapine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cuén sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Tai liéu tham khao:
Grimm va céng sy, 2006

Quetiapine phéi hgp véi methadone

Kha nang tuong tac véi cac chat dang thuéc phién:

Dugc déng hoc clia quetiapine bi anh huéng khi st dung cung luc véi
ketoconazole va carbamazepine (Grimm va cong su, 2006) va vi thé cac thudc
khac c6 dnh huéng nhiéu dén hoat dong ctia CYP3A4 c6 thé du doan la c6 &nh
huéng tGi tac dung clia quetiapine.
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Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Li€u quetiapine trung binh 138 mg/ngay trong thai gian trung binh
30 ngay gay tdng néng dé R-methadone huyét tuang dang ké. Cac chat dugc
gia thiét la co sG cla tuong tac bao gém enzym gan CYP2D6 va/hodac chat van
chuyén P-glycoprotein (Uehlinger va cong su, 2007).

Lam sang: Khong cé dau hiéu qua liéu nao dugc ghi nhan khi néng dé
methadone huyét tuong tang & nhirng bénh nhan st dung cling ltc vai
quetiapine (Uehlinger va cong sy, 2007).

Tai liéu tham khao:
Grimm va céng sy, 2006/Uehlinger va cong sy, 2007
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12. Spironolactone

Chuyén héa:

Spironolactone dugc chuyén déi thanh mot san pham chuyén héa c6 kha nang
bat hoat cac enzym P450 cytochrome cua tinh hoan va tuyén thugng than.
Spironolactone la mot chat kich thich cia CYP3A4.

Pac diém chung:

Spironolactone la mét thuéc lgi tiéu, chéng tang huyét ap va va cé hoat tinh
khang-androgen. Spironolactone lam tang kali mau, mét yéu t6 nguy co gay hoi
chiing xoan dinh.

Spironolactone phéi hop véi buprenorphine
Kha ning tuong tac véi cac chat dang thudc phién:
Vi céc thudc dang thudc phién co thé gay ha huyét ap, dac biét trong giai doan
khai liéu va tang liéu, nén viéc dung cung ltc véi cac thuéc chéng tang huyét ap
c6 thé gay nén tac dung hiép déng cong [én huyét ap. Mac du chua c6 tai liéu
nao ghi nhan tuong tac thudc gitra spironolactone va buprenorphine, van can
than trong khi s&r dung cling lic 2 thuéc nay va nén theo déi sat van dé ha huyét
ap. Spironolactone cling |a mét chat kich thich CYP3A4, do d6 né c6 thé lam

@ tang thai tri buprenorphine.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.
Lam sang: Chua c6 s6 liéu tai thdi diém in cudn sach nay.
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Spironolactone phéi hop véi methadone

Kha ning tuong tac véi cac chat dang thudc phién:

Vi céc thudc dang thudc phién co thé gay ha huyét ap, dac biét trong giai doan
khai liéu va tang liéu, nén viéc dung cung ltc véi cac thuéc chéng tang huyét ap
c6 thé gay nén tac dung hiép déng cong Ién huyét ap. Mac du chua 6 tai liéu
nao ghi nhan tuong tac thudc gitra spironolactone va methadone, tuy nhién nén
than trong khi s&r dung cling lic 2 thuéc nay va nén theo déi sat van dé ha huyét
ap. Spironolactone ciing c6 thé gay tang kali-mau, mét yéu té nguy ca gay hoi
chiing xoan dinh (TdP). Spironolactone la mét chat kich thich CYP3A4, do d6 né
c6 thé lam tang thai tri methadone.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.
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13. Valspodar

Chuyén héa:

Su Uic ché manh cua valspodar 1én cac ca ché giai doc qua cytoplasmic va qua
mang clia cac té bao tai hang rao hap thu va thai trir clia co thé gay ra nhiéu
tuong tac dugc ddng hoc véi cac thudc khac dugc chuyén hoa bsi mét hoac ca
hai loai enzym la P-glycoprotein va cac enzym giai doc thudc hé thong CYP.

Valspodar phéi hgp véi buprenorphine

Kha nang tuong tac véi cac chat dang thuéc phién:

Valspodar c6 thé cé tuong tac véi cac thudc duge chuyén hoa bai hé enzym CYP,
tuy nhién, hién chua cé théng tin cu thé vé ban chat clia tuong tac nay tai thoi
diém in cudn sach nay.

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cuén sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn sach nay.
Lam sang: Chua c6 s6 liéu tai thai diém in cudn sach nay.

Valspodar phéi hgp véi methadone ®
Kha nang tuong tac véi cac chat dang thuéc phién:
Valspodar c6 thé cé tuong tac véi cac thudc duge chuyén hoa bai hé enzym CYP.
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Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Trén chudt, quan sét thdy valspodar gay tang sinh kha dung cua
methadone do Uc ché P-glycoprotein. Quan sat thay tang tac dung an than,
giam dau clia methadone (Ortega va cong su, 2007).

Lam sang: Chua c6 s6 liéu tai thai diém in cuén sach nay.

DV HM

Tai liéu tham khao:
Ortega va cong sy, 2007
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14. Vardenafil

Chuyén héa:
Vardenafil dugc chuyén hoa phan 16n béi enzyme CYP3A4 va CYP3A5 va phan
nhé hon bai CYP2C9.

Pac diém chung:

Vardenafil |a mét chat tic ché PDE5 dugc st dung dé diéu tri ri loan cucng
duong. Thuéc nay da dugc co quan Quan ly Dugc pham va Thuc pham Hoa ky
canh béo vé gia tang nguy co kéo dai khoang QT khi duing chung véi nhiing
thudc khac gay ra tac dong nay.

Vardenafil phéi hgp véi buprenorphine
Kha ning tuong tac véi cac chat dang thudc phién:
Do vardenafil dugc chuyén héa chl yéu nhs enzyme CYP3A4, khdng nén dung

Lam sangl: Chua c6 s6 liéu tai thai diém in cudn sach nay.

>\

chung véi nhing thudc cling Gc ché hé théng chuyén héa nay. Hién khéng c6 s :
liéu chi tiét vé tuong tac thudc gitia vardenafil va buprenorphine. .
. M
Bang chiing: T
In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay. N
@ In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay. —
T
c
O
()

Vardenafil phéi hgp véi methadone

Kha ning tuong tac véi cac chat dang thudc phién:

Theo tai liéu huéng dan clia cac chuyén gia gan day (Krantz va cong su, 2008),
cac thay thudc can y thic vé nguy co tuong tac gilra methadone va cac thuéc
khac c6 dac tinh kéo dai khodang QT hoac lam cham thai trr methadone.

DV HM

Bang chiing:

In vitro: Chua c6 s6 liéu tai thai diém in cudn sach nay.

In vivo: Chua c6 s6 liéu tai thai diém in cudn séch nay.
Lam sang: Chua c6 s6 liéu tai thdi diém in cudn sach nay.

Tai liéu tham khao:
Krantz va cong su, 2008
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