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Muc tiéu

Sau bai hoc nay, hoc vién béc s cé thé:
Giai thich cach doc test nwdce tiéu va gidi thich co

1.

C
C

é test nuwdce tiéu, biét test nwdc tiéu nhay voi
wat DTP nao.

I_

iéu khai niém chat dong van, ban dong van va

doéi van — so sanh nguy co ngd doc methadone
voi cac CDTP khac.

Giai thich co ché gay tac dung phu thwdng gap
cua methadone.

Giai thich hiéu qua diéu tri nghién heroin cua
methadone.

M6 ta dwoc dong hoc methadone — giai thich chi
dinh chia liéu va cach x tri khi non oi



Muc tiéu (t.t)

5. Giai thich tai sao methadone can 3-5 ngay dé
dat nong dd 6n dinh trong mau.

6.

Gidi thich twong tac thuoc qua hé men gan gay
thay q*ﬁi nong do methadone trong mau va tal
sao can thay doi lieu theo lam sang chu khong
dw doan truwoc.

M6 ta hién twong dupg nap methadone — giai
thich quy trinh khai liéu va x tri khi bd liéu.
Giai thich tac dung cua methadone cho BN n{r
mang thai va cho con bu.



Gi¢i thieu
Methadone la chat dang thudc phién (CDTP - opioid)
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CO' CHE XET NGHIEM NU'OC TiEU
Khdng cé chat giy nghién
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Dién giai két qua

Dwong tinh:

C6 morphine hodc cau truc twong tw morphine
vOi nodng do trén ngwong phat hién.

Am tinh:

Khéng cd hodc ¢ véi néng do dwoi ngwong phat
hién, cua morphine va cau truc twong tw
morphine.



TH 1: Test nwéc tiéu (+)

Bé&nh nhan Dwong dang diéu tri methadone trong
giai doan duy tri. Hom nay két qua test nwéc tiéu
la dwong tinh v&i morphine. BN giai thich la do cé
tw mua thudc gidm dau udng dé chira nhirc rang.
Khi dwoc yéu cau trinh thudc thi BN dwa ra 1 vi
thudc tramadol.

Cach xu tri cua anh/chi?



Thudc nao cho phan &rng dwong tinh véi test
morphine nuwdc tiéu?

Methadone
Codein

. Buprenorphine
. Tramadol

Pethidine (DOLARGAN)

mo o w»



Mot so biét dwoc cd chira codein

f (oM
CEXTRA
DI-ANSEL = R EPFEPARA CODEINE
"':: GIAM DAU - ANALGESIC
ACETAMINOPHEN 500 MG
CODEIN PHOSPHAT 15 MG

2 vix 10 widn nang aurg
2 blistens & 10 capiiles

10« 1OEVAE A REN DAL BHD PHiM

Thubc c6 chra Codeine co6 thé gay phan (rng chéo v&i que test morphine




Cdac thudc cd thé lam duaong tinh gia

Ciprofloxacin, Levofloxacin, Moxifloxacin,
Norfloxacin, Ofloxacin

Khang sinh nhém Quinolon

Thuéc giam dau Meperidine, Fentanyl
Thudc chéng di trng Diphenhydramine
Thudc trc ché kénh calci Verapamil
Thuoc khang lao Rifampin
Thudc ho Dextromethorphan

Chu y: khong phai luc nao ciing xay ra hién twong dwong tinh gia.



Chat phan *rng que morphine

* Morphine
* Heroin
» Codeine



DU'OC LU'C HOC

Methadone |a CDTP déng van toan phan, chd yéu trén thu thé muy
(1) @ ndo.

—> Dap &ng: giam dau, giam ho, yén diu, giam ho hap

Péng van toan phdn

Heroin Methadone

Nguy co ngd déc Methadone giéng nhw cdc CDTP déng vdn hoan toan khdc
Nguy co ngé déc Methadone > cdc CDTP ddng vén bdn phén
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Phan loai CDTP theo tac dong Ién thu thé p

>Pong van (Agonists): kich hoat thu thé p
* morphine, codeine
* heroine
* methadone, fentanyl, dextropropoxyphene

>DPong van ban phan (Partial Agonists): chi kich hoat thu
thé yu dén mét mirc ndo dé

* buprenorphine (Suboxone=buprenorphine+naloxone)
 tramadol

>Doi van (Antagonists): bat hoat thu thé
* naloxone (tac dung nhanh)
* naltrexone (tac dung kéo dai)
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Phan loai chat dang thudc phién

ong van

A

Tacdungd

Chat dong van toan phan:
heroin, morphine, methadone,
codeine

Ngwdng i ché hé Chat ban dong van + BZDs/ruou

hap

Chat doi khang: naltrexone,
naloxone

Liéu dung



Co ché hoat dong Naloxone

; .

opioid

naloxone

P

REVERSING AN OVERDOSE
WITH NALOXONE




Tinh hudng

BN Minh dén xin diéu tri methadone. BN tirng cai
nghién heroin va udng naltrexone nhiéu lan
nhwng déu khéng gitr dwoc lau. BN dang udng
naltrexone dot méi tir khoang 1 tuan nay.

A. T chdi vi MMT chong chi dinh cho BN dang
str dung naltrexone

B. Tw van BN vé ngwng naltrexone dé udng
methadone

C. Tw van BN chirng ndo tai nghién heroin thi
quay lai @& uéng methadone



[Evac s

mu [pl-opeded  geita plopiold  Kappa fx)-cpled
recEpio 1eCepiol mf-e-:'&::;ﬁ

TAC DUNG LEN CAC
CO QUAN

. Khéng gay khodi cdm (liéu diéu tri), gidm dau manh, yén  Bubn ngl, dang di loang choang, ndi kho,
Than kinh trung wong

diu hén mé
Mat Co dong tlr Co dong tt (dinh ghim)
Hé hép Gidm ho, &rc ché TT hd hap Thé cham, suy hé hép
Tudn hoan Cham nhip tim, ddn mach Mach cham, tut huyét ap

Giam nhu déng, gidm tiét dich = budn nén, tdo bén, khd i
Tiéu hoa Buon non, nén
miéng

Tiét niéu Co that co vong bang quang Bi tiéu

>




DUOC DONG HOC METHADONE

METHADONE

Hap thu W Chuyénhéa ) Phanbé 6 Thai trir

A4




DUOC DONG HOC METHADONE




XU TRl KHI BENH NHAN NON

<10 PHUT: uéng lai toan bd lidu

- 10 — 30 phut: danh gia sau 4 gio,
thém % liéu

[. - > 30 phut: khong can bo sung




TH: NOn Oi

BN dang diéu tri MMT véi lieu 240mg. Sang nay,

sau Kni ug“)ng thudéc, BN quay lai phc‘)ng‘khém xip

uong lai lieu methadone khac, giai thich rang khi vé

dén nha thi bl non ol.

Chon cach x tri phu hop:

A. Hai tinh thdi gian ndn 6i dé dinh liéu udng lai

B. Yéu cau BN quay lai hém sau uong thuoc roi
ngOi cho 30 phut dé xac dinh thoi gian nén Ol

C. Khac?




HIEN TUONG DUNG NAP THUOC

* Khi dung mot ham lwgng CDTP lién tuc hoac lap lai
- mat dan tac dung (dap &ng duoc ly)

-> can tang liéu thudc (dé cé tac dung nhw ban dau)



HIEN TUONG DUNG NAP CHEO

*La dung nap vdi mot chat khac (co tinh chat duoc ly
tuvong tu)

* Co s dung nap chéo khong hoan toan gitra cac CDTP

* S dung nap chéo giira methadone - CDTP la khong
thé du bdo duoc

* Hién twong dung nap CDTP mat nhanh sau khi ngwng
stt dung thudc -> danh gid lai sw dung nap khi bo
thudc hon 5 ngay



GIAl THICH QUY TRINH KHOI LIEU

’ ~ Phylyelv
PANH GIA MU'C PO DUNG NAP CDTP (HEROIN)

r PANH GIA MUC PO DUNG NAP CDTP (HEROIN) ]

, [
: : !

Rit thip Thip Trung binh
Stt dung heroin khéng Tiém chich hofc hit heroin Thudng tiém chich Thuimg xuycn llem chich
thudng xuyén holc mdi ra 1 lin/ngay hoic {t hom. Si © 2-3 lan/ngay »= 4 lin/ngdy
khoi trung tim cai nghiéo : dung 1 tép heroin trong Thudng st dyng 2-3 tép Thudmg xuyén si dung »=4
ngiy hedc {t hon heroin trong ngdy tép heroin trong ngay
‘L / |
Nguy co qud lidu cao Nguy co qui lidu Nguy co qué lidu cao Nguy co' quéd liéu' Nguy cor qu:i lléu cao Neguy co qui lidn
Méi giam lieu heroin trung binh hojc thip Mdi giam lidu heroin trung binh hejc thip Méi giam lidu heroin trung binh hojic thip
st dung Sir dung heroin véi sir dyng Sir dyng heroin v6i sidung Sir dung heroin vai
Dang sir dung thube lidu &n dinh Pang st dyng thubc Jidu &m dinh . Pang sir dung thudc liéu 6n dinh
an than/nrqu holic qua Khong sir dung thude an th."‘m/n.rgu hofic qua Khéng sir dung thude an thin/rquu hodc qua Khong sir dung thudc
Tidu an thin hofic qua lidu liéu an thin hoiic quad liéu ’ liéu an thiin hodic qué lidu
hd h 4 b
10-15 15 mg 15 20 2025 25-30
mg mg mg
Ghi chi:

1. C6 thé ting lidu thém 5 mg thuoc Methadone trong ngdy dAu tidn didu tri néu bénh nhan xudt hién cée dAu hidu cia Hi chimg cai CDTP
trong vong 2 den 6 gidr sau kh1 uong lidu dau t1cn



TH: Bao lau méi tang liéu

BN An vira m&i khdi liéu methadone ngay hom
qua, vOi liéu tbng cong ngay dau tién 1a 25mg.
Sang nay BN dén phong kham xin dwoc tang liéu
methadone vi chiéu qua vé nha BN con bj va
heroin nhiéu.

A. Gi nguyén liéu

B. Yéu cau BN ngoi cho sau lieu 25mg dé néu
xuat hién HC cai sé tang thém 5mg

C. Khac?



XU TRI KHI BENH NHAN BO LIEU
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TH: C6 giam liéu methadone?

BN Huy diéu tri methadone da 6n dinh dwoc 2
nam nay, lieu duy tri tryﬁc’)’c ‘déy la 80mg va dang
trong qua trinh gié,m dan liéu dé ra khoi chwong
trinh, hién dang uéng 10mg ngay. BN bo thudc 4
ngay qua, s dung heroin lai tir 2 ngay nay va
sang nay quay lai phong kham.

A. Cho udng liéu 5mg

B. Cho udng liéu 10mg

C. Khai liéu lai

D. Khac?




Dwo'c dong hoc

Giai doan thai trir

- Hai giai doan thai tri chinh:
+ GD a: giam dau (kéo dai 8—12 tiéng)
+ GD B: duy tri ngan nglra hdi chirng cai (kéo dai 30-60 tiéng)

- Tl/Z - 24 g'(\)’
- Dung 1 |an trong ngay

Nong d6 Methadone

[~

0 12 24 36 48 60 72

Thoi gian ( g|o’) Exchange Supplies — Tools for Harm Reduction. “Methadone Brieftjng; Section 4:
Physiology and Pharmacology of methadone”. Website.
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Withdrawal
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Source : DOLE, V.P. et NYSWANDER, M.E., Pharmacological Treatment of
Narcotic Addiction (The Eight Nartan B. Memorial Award Lecture), NIDA, 1982.




Methadone
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Source : DOLE, V.P. et NYSWANDER, M.E., Pharmacological Treatment of Narcotic
Addiction (The Eight Nartan B. Memorial Award Lecture), NIDA, 1982.




THAI TRU METHADONE

THO! GIAN BAN THAI
(sau khi néng dd 6n dinh/mdu)

* K *
* * *
* * > K
* *

*
*x %k > 24-36 h <*




BIEN THIEN NONG DO THUOC TRONG MAU

Ngay % thudc trong co’ thé Tong
1 100 100
2 50 100 150
3 25 50 100 175
4 12,5 25 50 100 187,5
5 6,25 12,5 25 50 100 193,75
6 3,125 6,25 12,5 25 50 100 196,875
7/ 15625 3125 625 12,5 25 50 1984375




Dwo'c dong hoc

Giai doan thai trir
Khi bat dau diéu tri Methadone tir ngay 1 dén ngay 9

U1

Nong d6 Methadone
Noéng d6 Methadone

0 12 24 36 48 60 72 4 5 6 7 8 9
Thoi gian (gio) Thoi gian (ngay)

Exchange Supplies — Tools for Harm Reduction. “Methadone Briefting; Section 4:
Physiology and Pharmacology of methadone”. Website.

—> Can 3-5 ngay dé thudc dat néng dd 6n dinh trong mau
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Slide 33

U1 Néu ducc em vé lai cac sé & truc hoanh cho ré
User, 04/01/2015



TH: Bao lau méi tang liéu

BN An vira m&i khdi liéu methadone ngay hom
qua, vOi liéu tbng cong ngay dau tién 1a 25mg.
Sang nay BN dén phong kham xin dwoc tang liéu
methadone vi chiéu qua vé nha BN con bj va
heroin nhiéu.

Tran an BN thé ndo néu gil» nguyén liéu?



Dwo'c dong hoc

Giai doan thai trir

Nong do Methadone

Nong do Methadone

4 5 6 7 8 9
Thaoi gian (ngay)

9 10 11 12 13 14
Thaoi gian (ngay)

Exchange Supplies — Tools for Harm Reduction. “Methadone Briefting; Section 4:
Physiology and Pharmacology of methadone”. Website.
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Serum Methadone Level

XU TRI CHIA LIEU DO TANG CHUYEN HOA
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XU TRI CHIA LIEU DO TANG CHUYEN HOA

A m—  DoOSe
= High peak/low trough level
Therapeutic range

Serum Methadone Level

0 4 8 12 16 18 24
Time (hours)



Serum Methadone Level

X TR CHIA LIEU DO TANG CHUYEN HOA

[ OSE
\ == High peak/low trough level
Therapeutic range
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PHAN BO METHADONE

LIEN KET V&I PROTEIN: 60 — 90% => TiCH LOY

Nhau thai




LOI I[CH CUA MMT TREN PHU N’ MANG THAI

* Ngan hoi chirng cai -
giam nguy co say thai va
sanh non.

* Khdng dung duwong tiém
chich 4 tranh cac bénh
lay nhiém qua duong
tiém.

* Giam nguy co can nang so
sinh thap.




TIEP TUC CHO TRE BU STUA ME

e Chi mét lvgng rat nho
methadone qua sita me

* Loiich > nguy co

HOI chirng cai O tré so sinh ?7??



XU TRi KHI BN UONG NHAM LIEU CAO

«Khoang 20% liéu, hiém khi gay hai

*Theo ddi 4-8 gi®» sau khi udng néu liéu tang
>50%

*Str dung Naloxone khi bénh nhan ngu lim

« Th&i gian ban hly cia Naloxone ngan hon clia methadone
« Bénh nhan can dwoc nhac lai liéu naloxone sau méi 2- 3 gid



CHUYEN HOA METHADONE

CYP 2D6, 1A2

EDDP

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

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

KHONG HOAT TiNH

ARV, LAO...




TUONG TAC THUOC

Chranic _Cirmosis Hepatocellutar
hepatitis 3 carcinoma

fwith cirhosis)

-------




Twong tac thuoc

Thuc té&, bénh nhan diéu tri nghién CDTP cé thé mac bénh kém theo
(HIV, viém gan siéu vi, lao, tram cam,...)

- Tuong tac thudc vdi methadone

3 co ché& pho bién trong tuong tac thudc vdi methadone:

+ Thubdc cam &ng/ &rc ché men gan = anh hudng [methadone].
+ Methadone anh hudng [thudc khac] khéng qua men gan.

+ Methadone lam tang tac dung khéng mong mudn cta thudc khac.

Y mo B
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Twong tac thuoc

Thudc cam &rng/ rc ché men gan

Nhitng thudc gay twong tac véi methadone

Thudc cdm &rng men gan Thudc rc ché men gan

- ARV: nhdm NNRTI (nevirapine, efavirenz,...) - Khang ndm: fluconazole, ketoconazole, itraconazole,....

- Khang lao: Rifampicin - Khang sinh: nhdm quinolon (ciprofloxacin,...), nhdm

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

- Chéng déng kinh: carbamazepine, phenytoin,...

XU tri:

- Trdnh dung cung luc/ ngirng khi diéu tri methadone

- P6i thubc khdc it gy twong tdc (vd: phenytoin = valproate)
- Néu dung chung, cén theo déi va diéu chinh liéu methadone
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Twong tac thuoc

Twong tac tang tac dung phu cua thudc khac

Thuong xay ra khi dung chung methadone vé&i ruou-bia, thudc
chéng tram cam, thudéc an than nhdm benzodiazepine,...

Co quan chju anh hudng: than kinh trung wong, tim mach, hd hap
= ¢6 kha nang de doa tinh mang

Ruou, bia
Tram cdm 3 vong

Nhom SSRI

Nhém IMAO
Benzodiazepine

Nhém macrolide

Ethanol
Amitriptyline, imipramine

Fluvoxamine, fluoxetine, paroetine,
sertraline,...

Isocarboxazid, procarbazine,...
Diazepam, bromazepam,...

Erythromycin, clarithromycin,...

Hé qua nghiém trong

Uc ch& TK, suy ho hap
Loan nhip tim

Loan nhip tim, trc ché TK, suy hé hap

Pe doa tinh mang
Suy hd hap, hén mé
Loan nhip tim

a7



Twong tac thuoc

Twong tac anh huwd'ng nong dd thudc khac
Twong tac khdng qua hé men gan:
-Methadone lam tang néng do zidovudine

(do gidm chuyén héa zidovudine qua gan — gidm qud trinh lién hop
gluco tai gan)

= Theo dai chat ché khi 2 thuéc dung chung

-Methadone lam gidm noéng d6 didanosine vién nhai

(giam nhu déng da day-rudt => thubc lwu giit 1du tai da day=> giam
hép thu)

- Dung vién didanosine bao tan trong ruot
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Schwartz EL, J Accquir Defic Syndr, Pharmacokinetic interactions of zidovudine and methadone in intravenous drug-using
patients with HIV infection, 1992, 619-26
Rainey PM, J Accquir Defic Syndr, Interaction of methadone with didanosine and stavudine, 2000, 241-8



Twong tac thuoc

Twong tac tang tac dung phu cua thudc khac

Thuong xay ra khi dung chung methadone vé&i ruou-bia, thudc
chéng tram cam, thudéc an than nhdm benzodiazepine,...

Co quan chju anh hudng: than kinh trung wong, tim mach, hd hap
= ¢6 kha nang de doa tinh mang

Ruou, bia
Tram cdm 3 vong

Nhom SSRI

Nhém IMAO
Benzodiazepine

Nhém macrolide

Ethanol
Amitriptyline, imipramine

Fluvoxamine, fluoxetine, paroetine,
sertraline,...

Isocarboxazid, procarbazine,...
Diazepam, bromazepam,...

Erythromycin, clarithromycin,...

Hé qua nghiém trong

Uc ch& TK, suy ho hap
Loan nhip tim

Loan nhip tim, trc ché TK, suy hé hap

Pe doa tinh mang
Suy hd hap, hén mé
Loan nhip tim
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TH4: C6 tang lieu cho BN?

BN Cuwdng dang diéu tri methadone 6n dinh voi
liéu 60mg. Cwdng cd nhiém HIV va sé bat dau
udng thudc thudc ARV t¥ ngay mai. H6m nay
Cuwong dén kham xin tang liéu methadone 10mg,
so rang udng thudc diéu tri HIV s& lam cho
methadone khéng du liéu niva.

Anh/Chi xt tri nhw thé nao?



Phac d6 ARV nao lam giam néng ddo methadone
trong mau?

C (AZT + 3TC + NVP)
1D (AZT + 3TC + EFV)

E(TDF + 3TC + NVP)
. 1F (TDF + 3TC + EFV)
. Phac do bac 2

mo o w >



TH5: C6 diéu tri methadone?

BN Giang nghién heroin mudn dang ki diéu tri
methadone. Tuy nhién, két qua xét nghiém nwdc
tiu lai 1& dwong tinh v&i Benzodiazepine (va
Morphine), va Giang thira nhan la c6 s&r dung
Lexomil (Bromazepam) thwérng xuyén vao budi
toi m&i ngu duoc.

Anh/Chij cé nhan BN vao diéu tri methadone?



Co ché twong tac thudc nao xay ra giira
methadone va Lexomil?

A. Cam ng/Uc ché men gan
B. Anh hwéng khdng qua men gan
C. Cbéng hwdng tac dung phu



NOi dung can doc trwdc

Hwéng dan diéu tri 3140:
* Trang 7-9:
o Dwoc ly lam sang cua methadone

* Trang 18:
02.4 Chia liéu

* Trang 21:

o X tri cac tac dung khédng mong mudn thwérng gap
* Trang 22-24.
oVII. X tri cac van dé dac biét trong qua trinh diéu tri
o 1. Nhiém doc: ‘
o 4. Udng lai methadone sau khi bo diéu tri
o 5. NOn sau khi ubng methadone
oVIII. Biéu tri methadone cho mét s6 dbi twong dac biét
o1. Nguwdi nghién CDTP mang thai hoac cho con bu




Quote

= “Methadone is neither
good nor evil; it is simply
a proven, effective
medication for the
treatment of opiate
addiction.”

-CRC Heath
Organization




