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LIEU PHAP DUOC LY
ThS BS Doan Tric Quynh

DIEU TRI NGHIEN CHAT DANG THUOC PHIEN BM DUQrc Ly — Khoa Y




Components of Comprehensive Drug Abuse Treatment

CHiLD CARE
SERVICES

FAMILY VOCATIONAL
SERVICES SERVICES

INTAKE
PROCESSING/
ASSESSMENT

HOusING /
TRANSPORTATION
SERVICES

MENTAL HEALTH

SuBsSTANCE USE SERVICES
MONITORING

BEHAVIORAL
THERAPY AND
COUNSELING

TREATMENT PLAN

SELF-HELP/PEER

SERVICES

FHARMACOTHERAPY

FINANCIAL MANAGEMENT

SERVICES

CONTINUING
CARE

LEGAL EDUCATIONAL
SERVICES SERVICES

HIV/AIDS
SERVICES

T he best treatment programs promde a combination of therafes
and other services lo meel the needs of the indimdual patient.



MUC TIEU HOC TAP

Sau bai hOc nay, hOc vién bdc sl ¢é thé:

1. Hiéu ¥ nghia viéc st dung methadone trong diéu tri nghi@n CDTP, duy tri ubng
methadone trén bé&nh nhan ndi tro.

2. Nhan biét cdc dau hiéu ngd dlc, tdc dung phu cla methadone. Biét nguyén tac
xt tri ngd dbc

3. Hi€u cO ché twong tdc gilta methadone va céc thubc di€u tri giam dau, tém
than: tramadol, carbamazepine (tQ'ng tdc men), thubc chOng trdm cam, thuOc an
than kinh... Nguyén tac st dung thuOc tam than trén bénh nhéan dang uOng
methadone d€ trdnh gia tang nguy c0 ng0Q d0c, tdc dung phu

4. Nam mdt sO dac diém dwoc Iy chinh cla céc thuOce diéu tri nghién CDTP khéc:
buprenorphine, naltrexone



NOI DUNG BAI GIANG

1. DuQc li methadone:

a. DuQc Iwc hoc.

¢/ Chat dang thuOc phién

«/ Chat ddng van toan phan, ban phan, dbi van

«/ DAu hiéu ngd d0c, téc dung phu. X tri ngd ddc.

b. Dwo'c dOng hoc

c. TwOng tdc thuOc:

v/ Twong téc gilka methadone va céc Thuég diéu tri gidm dau, tdm than: tramadol, carbamazepine (1WOng téc
men), thuOc chOng trAm cam, thuOc an than kinh...

«/ Nguyén tac slr dung thuBc tém than dé trénh gia tang nguy co ngd ddc, tac dung phu.
c. Hién twong dung nap - dung nap chéo - ¥ nghia duy tri di€u tri MMT trong di€u tri ndi tro

2. Céic thube diéu tri nghién CDTP khdc: buprenorphine, naltrexone



DIEU TRI NGHIEN CHAT DANG THUOC PHIEN

MEDICATIONS TO TREAT OPIOID ADDICTION

Medication Brand Names
Buprenorphine Probuphine*, generics
Buprenorphine and naloxone Suboxone®, Zubsolv®,

Bunavail®, generics
Methadone generics
Naltrexone Vivitrol® (injection), generics

* Recently approved by the FDA for maintenance treatment of opioid dependence
in certain patients.




Table 1 Substitution substances used in the EU

Substitution Characteristics Countries reporting Estimated average | Substance used
substance of the substance use of the substance (2) price per week of | for detoxification
treatment (EUR)(®) | ormaintenance
Buprenorphine Very long-acting agonist-antagonist opioid Belgium, Denmark, France, Italy, Austria, UK 65 Both
Dihydrocodeine Short-acting, semi-synthetic, ‘weak’ agonistic opioid Belgium, Germany, Luxembourg 40 Both
Heroin Short-acting, ‘strong’ agonistic opiate Netherlands, UK 200 Maintenance
LAAM Very long-acting, synthetic agonistic opioid Denmark, Germany, Spain, Portugal 45 Both
MephenonR Long-acting, synthetic agonistic opioid Luxembourg 8 Both
Methadone Long-acting, synthetic agonistic opioid All EU Member States 20 Both
Slow-release morphine Long-acting agonistic opiate Austria 40 Both
Notes: (a) Substitution substances reported in less than 20 cases are not included here.

(°) Maintaining a user at: 8 mg buprenorphine a day; 1 500 mg dihydrocodeine a day; 400 mg heroin a day; 350 mg LAAM a week; 10 Mephenonf pills a day; 50 mg methadone a day;
or 400 mg slow-release morphine a day.



PIEU TR DUY TRI METHADONE (MMT)




| METHADONE

it gdy phé swéng va Lam giam sw them muon

ngd doc & liéu 6n dinh CDTP

Methadone

St dung béng dwong uéng Phong tranh hoi chirng cai

Dung 1 lan trong ngay B, C6 tac nhan giai doc




MUC DicH cCUA MMT

v Giam tdac hai do nghién cdc CDTP gdy ra nhu: lay nhiém HIV, viém gan B, C do stp
dung chung dung cuU tiém chich, t&¢ vong do st¥ dung qud liéu cac CDTP v hoat dOng
tOi pham.

v/ Gidm st dung cac CDTP bat ho'p phdp, gidm 1y 1€ tiém chich CDTP.

v/ Cai thién slrc khoe vé giop ngwO'i nghi€n duy tri vi€c lam, 6n dinh cudc sOng lau dai,
tang slc san xuat cla xa hoi.



DU'O'C LY METHADONE

HAP THU
60%-90%

y’/

PHAN BO //

DicCH TACDONG




DU'O'C LU'C HOC METHADONE




DU'O'C LU'C HOC

Methadone |& CDTP dbng van toan phan, chl yéu trén thu thé muy (U) & ndo
— BPdp Wng: giam dau, giam ho, yén diu, giam hé hap

Methadone
Receptor

Heroin Methadone
\v4

| Reck_/ptor |




DUQ'C LU'C HOC

Péng van toan phdn

A

DPOng van (Agonists):

* Morphine, codeine

* Heroine

* Methadone, fentanyl,
dextropropoxyphene

0 Kich hoat thu thé

DPOng van ban phan (Partial

Agonists)

* Buprenorphine
(suboxone=buprenorphine+nal
oxone)

* Tramadol

0 Chi kich hoat thy thé
M dén mOt mlrc ndo dé

DPo6i van (Antagonists):
*Naloxone (tdc dung nhanh)
*Naltrexone (tdc dung kéo dai)

[OBAt hoat thu thé

Nguy c0 ngd ddc Methadone giOng nht¥ céc CDTP ddng vén toan phén khdc
. Nguy c0' ngd dc Methadone > cdc CDTP dOng vén bdn phén



Phén loai chat dang thuOc phién

100

Chat dong van toan phan: heroin,

morphine, methadone, codeine

< Chat ban dong van + BZDs/rwou
«L ~ , Xy ang X
; Ngworng Wpc che ho hap
r<8
Lo
o
= , n
o Chat ban dong van:
X
|—

Chat doi van: naltrexone, naloxone
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TAC DONG LEN CAC CO QUAN

Hé co quan

Tac dong

Tri€u chirng ngo6 doc

Than kinh trung wong

Khoéng gay khoai cam (liéu diéu tri), giam dau manh, yén

Buédn ngu, dang di loang choang, no1 kho,

diu hon mé
Mt Co dong tur Co dong tir (dinh ghim)
Hé hdp Giam ho, trc ché TT ho hap Thé cham, suy hé hdp

Tuan hoan

Cham nhip tim, dan mach

Mach cham, tut huyét ap

Tieu hoa

Giam nhu dong, giam tiét dich [J budn non, tdo bon, kho

mi¢ng

Budn ndn, ndn

Tiét niéu

Co that co vong bang quang

Bi tiéu




XU TRi NGO DOC MMT (CDTP) BANG NALOXONE

’ .

opioid

naloxone

Lwu y:

|/ Th&i gian bdn hly cla Naloxone ngén hon cla
~ methadone :
¢/ Bénh nhén can dwoc nhic 1ai liéu naloxone sau mOi 2- 3 REVERSING AN OVERDOSE
g0 B \WITH NALOXONE




TAC DUNG NGOAI Y

¢ Tang tiét mO héi
¢ ROi loan chirc nang tinh duc
v/ Bdn

v Matngl



DUO'C PONG HOC METHADONE

METHADONE

s Hap thy ' Chuyén héa ' Phén bo ‘ Thai trip




DUO'C DPONG HOC - Hap thu

=R

Methadone




DU'QO'C DONG HOC- Phan b

60-90% lién Thi gian ban hiy trung Qua hang rao NOng do
két protein binh 24h nhau thai, siva me on dinh

al globulins

D 4

P4

Can cho
3-5 ngay

Dung
1 lan/ngay

~ .A V4
HOi chwrng
cai



DUO'C DONG HOC -Chuyén héa

CYP 2D6, 1A2

EDDP

(2-ethylidene-1,5-dimethyl-3,3-diphenylpyrrolidene)
EMDP

(2-ethyl-5-methyl-3,3-diphenylpyraline)

KHONG HOAT TiNH

Phenobarbital,
Carbamazepine,
Phenytoin...




DUO’C DPONG HOC -Thai triv

THO'| GIAN BAN THAI

* e (sau khi nOng d® 6n dinh/mdu) e
) ¢ ) ¢ *
* e - K
) ¢ ) ¢

/\ *
* % 24-36 h < *




Amounts of Opiates in the System

:

‘ Methadone vs Heroin

Heroin vs. Methadone

800

=
2
Person feels high I
©
"Comfort Zone”™ cg,
Normal State =
Subjective Withdrawal §
w
Objective Withdrawal

< 8 12 76

20 24

Hours - 0 = time of IV heroin injection in “"tolerant™ person

Stonybrook Center. “A Comparison of Heroin and Methadone with Regard to Onset and Peak
Action”. Website.

Methadone

t o

Heroin

I
6

| | |
12 18 24

Time (hours)

Brunton LL, Chabner BA, Knollmann BC: Goodman & Gilman’s The Pharmacological Basis of
Therapeutics, 12" Edition: www.accessmedicine.com



- Bé&nh nhén nam,37 tudi dén kham vi rOi loan giac ngl
- nang. BS di dinh ké& Diazepam cho bénh nhan.

Qua khai théc BS biét bénh nhan dang ubng MMT liéu
- 260mg.

Diéu n&o ¢6 kha ndng xay ra néu bénh nhan dwoc ké
- toa Diazepam.

Khéng ¢é tO'ng tdc ddng ké gilta MMT-Diazepam.

Nguy hiém, c6 thé gdy suy ho hép, de dOa tinh mang




TUONG TAC THUOC

3 cO ché phé bién trong tWPO'ng tdc thubc v&i methadone:
+ ThuOc c@m Ung/ Uc ché men gan [1 @nh hwdng [methadonel].

+ Methadone @nh hu'dng [thuOc khac] khdng qua men gan.

+ Methadone lam tang téc dung khéng mong mudn cla thudc khdc.

26



TUONG TAC THUOC

ThuOc cdm (Png/ UPc ché men gan

Nhlrng thuOc gdy tlOng tac vOi methadone

Thuoc cam rng men gan Thuoc &c ché men gan

- ARV: nhom NNRTI (nevirapine, efavirenz,...) « Khang nam: fluconazole, ketoconazole,

- Khang lao: Rifampicin itraconazole,....
) * Khang sinh: nhom quinolon (ciprofloxacin,...),

- ARV: nhom PI (ritonavir, lopinavir,... . .
nhom macrolide (erythromycin,...)

- Chdng dong kinh: carbamazepine, phenytoin,
Phenobarbital. .. e SSRI: Fluvoxamine, Sertraline

X tri:
- Trénh ding cung loc/ ngling khi diéu tri methadone

- DOi thudc khdc it gdy tLPOng tac (vd: phenyfom [] valproate)
- Néu dung chung, can theo déi va diéu chinh liéu methadone

27



TUONG TAC THUOC

Two'ng téc ting tac dung phu clia thuOc khéc
ThwOng xay ra khi dung chung methadone v&i rQu-bia, thuOc chéng fram cam, thuOc an

than nhém benzodiazepine,...

Co' quan chiu @nh hw@ng: than kinh trung WO'ng, tim mach, hd hap [ ¢6 khd ndng de doa tinh
madng

Nhém thudc Thudc twong tic Hé¢ qua nghiém trong

Rugu, bia Ethanol Uc ché TK, suy ho hap

Tram cam 3 vong Amitriptyline, imipramine Loan nhip tim

Nhom SSRI Fluvoxamine, fluoxetine, paroetine, Lpan nhip tim, rc ché TK, suy ho
sertraline,... hap

Nhém IMAO Isocarboxazid, procarbazine,... De doa tinh mang

Benzodiazepine Diazepam, bromazepam,... Suy ho hap, hén mé

Nhom macrolide Erythromycin, clarithromycin,... Loan nhip tim




TUONG TAC THUOC

Tworng tdc tang tdc dung phu cla thuOc khaéc

ThwOng xay ra khi dung chung methadone v&i rQu-bia, thuOc chéng fram cam, thuOc an
than nhédm benzodiazepine,...

Co' quan chiu @nh hw@ng: than kinh trung WO'ng, tim mach, hd hap [ ¢6 khd ndng de doa tinh
madng

Nhém thudc Thudc twong tac Hé¢ qua nghiém trong

Ruou, bia Ethanol Uc ché TK, suy ho hap

Tram cam 3 vong Amitriptyline, imipramine Loan nhip tim

Nhom SSRI Fluvoxamine, fluoxetine, paroetine, Loan nhip tim, rc ché TK, suy ho hép
sertraline,...

Nhom IMAO Isocarboxazid, procarbazine,... Pe doa tinh mang

Benzodiazepine Diazepam, bromazepam,... Suy ho hap, hén mé

Nhom macrolide Erythromycin, clarithromycin,... Loan nhip tim

29



TUONG TAC THUOC

Thudc

chéng
tram
cam

Tang dgc tinh cua TCA c¢6 thé dan dén rdi loan

Chong chi dinh twong d6i viéc st dung TCA ¢ bénh nhan
dang diéu tri bang Methadone.

TCA nhip tim. Sird e thube chéne trAm cam kha
(Desipramine/ Methadone va TCA déu co6 tac dung hi€p dong u;’ un% cac ) uocc 9ng reA}m ca{n E}l\C. ) ,
: : A 1A 1A LA 1k , AN 1 a1 A Néu khong str dung cac thuoc chong tram cam khéac, theo
Amitryptyline) cong lén hé than kinh Trung wong (rc ché) co thé A . SR ) N
U doi sat cac dau hi¢u budn ngu va kéo dai khoang QT trén
gay 1a lan va qua liéu. T
dién tam do.
Elvoxaming C6 thé gay ra ting ndng do methadone va ndng do C'Iiong. chg dinh st dung Fluvoxamine & bénh nhan dang
fluvoxamine, c6 mot so it truong hop tir vong. dicu tr] bang Methadone.
Giam nhe nong d6 methadone & mot so trudng Str dung an toan nhung can theo ddi hoi ching cai
Fluoxetine hop. Fluoxetine hi€ém khi gay xuat hién roi loan Methadone.
nhip tim.
Lam tang nong do Methadone (co thé ting t6i ) . \ T =
: o n A Rt i o) A Str dung an toan nhung can theo doi cac dau hi¢u nhiem
Sertraline 26%) nhung khong gay xuat hién cac dau hi¢u ngd d6¢ Methad
doc Methadone. Hiém khi gay rdi loan nhip tim oc victhadone.
IMAO Hiép déng cong lam tang doc tinh ctia ca 2 thude. Chong chi dinh st dyng IMAO ¢ benh nhn dang dicu tr]

bang Methadone




TUONG TAC THUOC

Thude

chong
dong

kinh

Lam giam nong do Methadone va giy ra
hoi chirng cai 6 mot s6 truong hop.

Chong chi dinh twong d6i viée sir dung Phenobarbital

Phenobarbital e el SO ¢ bénh nhan dang diéu tri béng Methadone
Thuoc cling co6 thé co tac dung hi¢p dong
cong 1én h¢ than kinh trung wong (rc ché).
Chong chi dinh twong d6i viée sir dung
A o Carbamazepine ¢ bénh nhan dang di€u tri bang
Carbamazepine h? n l% S A St iy ‘one}:/ bR Methadone. . ,
O1 chung cai 0 mot so truong hop. Can nhac st dung thudc chong co giat thay thé
C6 thé phai ting liéu Methadone & bénh nhan dung
: Lam giam nong d6 Methadone va gy ra PheAnyt01£1. 7 . .
Phenytoin Khong nén str dung Phenytoin ma nén str dung thuoc

hoi chimg cai & mot s6 truong hop.

chdng co giat thay thé (valproate...).




TUONG TAC THUOC

* (6 tac dung hiép dong hiéu thé 1én Chéng chi dinh tuong d6i viéc sir dung dong thoi véi

Th;lOAc hé than kinh trung wong (lrc ché), Methadone, nén chon thudc an than kinh thay thé
an an - 4 A \ A A : : :
: tang tac dung an than va gay budn (olanzapine, risperidone...)
kinh b n e a1y . .
ngu. * Than trong khi 1ai xe hodc van hanh may moc.

. Chéng chi dinh tuong ddi viéc str dung déng tho1 voil

e (C6 tac dung hiép done hiéu thé 16 X An T :
0 tac dyng hicp dong hieu the ien Methadone, nén chon thudc an than kinh thay thé

Thubc hé than kinh trung wong (tic ché), : ..
giai lo tang tac dung an than va gy budn e
Au — ' 54y e Than trong khi 141 xe hodc van hanh may moc.

« C6 nguy co gy 1é thudc vao thude.




B&nh nhén di khdm vi dau , thodi héa cOt sOng that Iung,
- dwoc BS ké toa thuOc giam dau, trong dé cé Tramadol.

B&nh nhan khéng néi v&i BS la minh dang ubng MMT liéu
- 230mg/ ngay. |

- Diéu gi x@y ra néu bénh nhén ubng Tramadol
. —Methadone

Khéng cé tPO'ng tdc
Cé thé ¢ twO'ng tdc nhirng khéng nguy hiém
Nguy hiém, c6 thé gdy loan nhip tim gay t& vong




SAP XEP CAC CDTP THEO MUC PO Al LU'C VOI THU THE M

*Tramadol
*Codeine
*Meperidine
*Propoxyphene .
*Alfentanil Téng dan
*Methadone

*Fentanil

*Morphine

*Naloxone

*Naltrexone

*Buprenorphine

*Sufentanil



NG TAC THUOC

hu6c dang dung

P [heo dsi sit dAu higu I3m sang

‘ ’—_O’ng tac thube

-
&




~ Bénh nhén An va Binh dang diéu tri MMT liéu 160 mg

(uéng/ ngay). |
B&nh nhan An di du lich bi TNGT phai nam vién 10ngay,
ti€p tUc uOng MMT |

BE&nh nhén Binh vi bénh Iy cling phdi nhdp vién 10 ngay,
- nhng benh nhan bl nglng s dung M/\ﬁl’ :

~ Sau khi xuat vién, haj b&nh nhén cing st dung heroin.
. Gia dinh,rang cac yéu t0 l& giOng nhau. BE€nh nhéan ndo
- s€ c6 nhi€u nguy c0 ng0 dOc hon.

 Hay gidi thich ly do tai sao.




HIEN TWONG DUNG NAP

v’Khi ding mOt ham Ivgng CDTP lién tuc hoac lap lai (vai ngay dén vai ’ruan)
dan dén mat dan tac dung (dap Wng dwoc 1¥) cla thudc.

vDé ¢6 téc dung nhr ban dau thi can phai tang liéu thuOc



THUOC TiNH CUA HIEN TWONG DUNG NAP

v'Thay dbi theo th®i gian: ngan han ( véi phot- vai gi® : do gidm s nhay cdm) hodc dai han ( vai
tuan- vai thang).

«/Cé thé dan dén dung liéu vro't qua duoc ngwdng lieu cao clia thude
v MUrc dO dung nap cdc ddp Wng sinh Iy khdac nhau
v"Dao ngroc theo thOi gian sau ngling thuOc

v/Hién ti@ng dung nap CDTP mat nhanh sau khi ngling st dung thudc -> dénh gid 1ai st dung
nap khi bO thudc hon 5 ngay.

v Cé hi€én trOng dung nap chéo khéng hodn todn gilka cdc CDTP



HIEN TUONG DUNG NAP CHEO

/La dung nap vOi mOt chat khéc (cé tinh chat dwoe Iy tong tw)
v/ Cé si¥ dung nap chéo khdng hodn todn gilta cdc CDTP
v/ S dung nap chéo gilta methadone - CDTP & khéng thé dw bdo dwoc

v“Hién tvong dung nap CDTP mat nhqph sau khi ngling sUp dung thubc ->
ddnh gid 1ai s dung nap khi bo thubc hon 5 ngay



POI VOI NGU Ol PANG UONG MMT CO ROI
LOAN TAM THAN

¢/Nén cO gang dé ngwi bénh dworc tiép tuc diéu tri methadone trong khi diéu tri bénh tam
than vi ngyng methadone s€ lam cho rOi loan tam than va hanh vi ndng thém.

¢/ Trong tr*Ong hQ’p ngr Qi b€nh rOi loan t&m than ndng phai nglPng uOng methadone, bdc si
nén cho ngw®i bénh uOng lai methadone ngay sau khi bénh On dinh.

LWy ¥ s tO'ng téc gilra thubc methadone va mot sO thudc diéu tri tam than



NALTREXONE

«/Naltrexone d0i van thy thé uOR —
ngan chan opioid tdc AOng Ién néo -
di€u nay lam mat cam gidc phé swdng
khi st dung opioid.

— naltrexone tr® thanh mOt Ilra chon 1Ot
dé ngan nglra tdi nghién

— KHONG ngan dwgc thém nhd.

Figure 1

How OUD Medications Work in the Brain

Y

Empty opioid

Methadone

Full agonist:
generates effect

Buprenorphine

Partial agonist:
generates limited effect

receptor

Naltrexone

Antagonist:
blocks effect



NALTREXONE Natrexone e

Chlorhydrate de naltrexone
28 x i Mylan
Voie orale : :m (‘ _;

v/Ngw0i bénh phai dam bao khéng c6 CDTP trong cO thé khi bé'r dau ding
naltrexone. N€u ¢é s€ gdy ra hQi chirng cai dOt phdat do thuOc.

¢/ TrrGc khi bdc sT 1am sang bat dau cho bénh nhan dung naltrexone, bénh nhén phai
tién hanh cai nghién dwdi s gidm sat cla bdc si. Giai doan nay cé thé kéo dai tv
7-10 ngay.

¢’ Naltrexone cé dang vién u§ng thrO'ng xuyén. N6 cling cé san & dang phéng thich
kéo dai dwQc tiém bap (mOi thdng mOt |an).



BUPRENORPHINE

/Buprenorphine cling hoat dOng nhir mOt
CDTP & ndo b0 dé giam ham muOn s
dung CDTP, gitp b€nh nhén tranh dwo'c
hdi chtrng cai.

/' ThuOc lam gidm thém nh& CDTP

Figure 1
How OUD Medications Work in the Brain

AN

m&)— Empty opioid

receptor
Methadone Buprenorphine Naltrexone
L DN BN
’ @ @ —
w
Full agonist: Partial agonist: Antagonist:

generates effect generates limited effect blocks effect



BUPRENORPHINE

*Buprenorphine c6 dang vién nén va dang phim.

*Nhi€u ché pham cla thube dwoc két ho'p v&i naloxone dé ' ngan ngWa vi€c lam dung ¢ thé
xay ra - khi st dung sai cdch (tiém, hit hodc khdc) né cé thé gdy ra hOi chirng cai khéng
mong muOn

*Khi kh&i liéu BUP, dé trénh hc cai dot ‘phat do thubc (precipitated withdrawal), bn can doi
dén 16c dang bi he cai mlrc A0 nhe dén trung binh hdy ng@m vién BUP dau tién.



CAM ON
sU’ QUAN TAM THEO DOI




