OPIOIDs

Thac si. BS Nguyén Phuc Hoc:
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Giang vién co hiru 2 DTU & giang vién thinh
giang DUMTP.

Uy vién BCH Hi GMHS Viét Nam & Pho Chu tich
Chi héi GMHS Mién Trung - TAy Nguyén.

Nguyén Phoé Truwéong Khoa Y & Trwd'ng B6 mon
Lam sang / DTU (2015 - 2018).

Nguyén Pai ta Ph6 Giam doc Bénh vién 199 B
Céng An (2005 — 2015)

Nguyén Chl nhiém Khoa GMHS Bénh vién Quan
Y 17 QK 5, B Quéc Phong (1985 — 2005).




MUC TIEU — Sau khi hoc bai nay, sinh vién nam duoc

1. Thuat nglt, phan loai, cic thu thé opi

oid, Protein G & B-arrestins

2. Duogc dong, duoc lyc, bac thang & nguyén tac giam dau
3. Opioids téng hop - Cac thudc chd van va déi van
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Nhiém ddc cap, quen, cai opioid, 'dic

NOI DUNG
Duoc ly Opioid co ban
Tom lugec, lich st, thudt nglt & phan loai
|. Thu thé Opioid, Protein G & B-arrestins
Thu thé Opioid
Protein G
B-arrestins
Il. Dwgc dong hoc
I1l. TAc dung duorc luc
A. CNS.
1. Giam dau
2. Gay ngu
3. Gay khodi cam
B. H6 hap.
C. Tim mach.
D. Da day rudt.

h' ma tly & ché tai phap luat

E. NGi tiét.

F. Hé tiét niéu sinh duc.

G. Rau thai.

H. Mat.

l. Tac dung trung wong khac
IV. Phan loai. Bac thang, nguyén tac giam dau
V. Ap dung diéu tri
Morphine

1. Chidinh

2. Chong chidinh
Opioid téng hop

1. Chd van hoan toan

2. Thudc chd van tirng phan:

3. Thuéc dbi van:
V1. Nhiém ddc cap, quen, nghién, dich ma tuy &
cac ché tai phap luat.



DUOC LY OPIOID CO BAN

Tom luoc:

Opioid la mdt nhédm thudc gidm dau trung wong. Cé ba thu
thé opioid c6 dién (DOP, KOP va MOP), trong khi thu thé
NOP md&i duwgc coi la mét nhanh khoéng opioid cta ho thu
thé opioid. Opioid c6 thé hoat ddng tai cac thu thé nay nhu
chat chd van, chat d6i khang hodc chat chi van mét phan.
Cac chat chld van opioid lién k&t vdi cac thu thé opioid va
kich hoat khéng chon loc hai con dwdng truyén tin hiéu noi
bao: con duong protein G gay giam dau..., trong khi con
duwdng B-arrestin chiu trach nhiém diéu hoa cadc phan ng
lién quan dén protein G.

Lich sty :

Hon 6000 nam trudc day, thubc phién da duwoc ngudi Somai
& tay A st dung. T 2000 ndm trudc CN, ngudi Trung Qudc
d3 biét dung thudc phién.

Nam 1806 Sertiirner d3 phan l1ap dwgc morphin, 1dy theo
tén Than gidc mo Morpheus cta than thoai Hy Lap.

Nam 1847, cong thirc hda hoc cia morphin da dwoc suy ra.
Nam 1973, Pert va Snyder; Simon va Terenius chi&ng minh
duoc la cd cac loai thu thé (receptor) riéng cia morphin.
Nam 1975, Hughes va cs da phan lap duoc peptid ndi sinh c6
tac dung giéng morphin (enkephalin, dynorphin, endorphi).




Thuat ngir:

—  Opiat: ld cdc ddn xudt tir opium (thudc phién), gdm cadc san phdm thién nhién
morphin, codein va nhiéu chat ban tdng hop cluing loai.

— Opioid: la chdt cé ddc diém chire ndng va duorc ly giéng opiat (khdng ké cau tric).
GOm tat ca cac hop chat cé lién quan vé tac dung vai opium.

— Cdc peptid opioid néi sinh (endogenous opioid peptides): la cac peptid tuw nhién trong
co thé gan dworc vao cac receptor opioid

Phan loai:

Phéan loai opioid theo quy trinh tdng hop

e Morphin |a chiét xuat cha P. somniferum, cé bén ancaloit nguén géc tu nhién (amin cé
nguon goc thuc vat) dugc phan 1ap tr né 1a: morphin, codein, papaverine va thebaine.

e Sau khi Sertiirner phan 1ap morphin, cac thao tac héa hoc déi vdi cac ancaloit thuéc
phién co ban nay bat dau tao ra mdt loat cac opioid ban téng hop hitu ich trong y hoc
lam sang (nhu diamorphine, dihydrocodeine, buprenorphine, nalbuphine, naloxone va
oxycodone).

e Trong thé ky 20, mét s opioid tdng hop cling dwoc san xuat theo thiét ké hodc tinh
cO. Cac hgp chat téng hop nay cé thé dugc chia thanh bdn nhdm hda hoc: dan xuat
morphinan (levorphanol, butorphanol), dan xuat diphenylheptan (methadone,
propoxyphen), dan xudt benzomorphan (pentazocine, phenazocine) va dan xuat
phenylpiperidine (pethidine).




Cac hop chat tw nhién
Morphine
Codeine
Thebaine

Papaverine

Ho'p chat ban tong hop
Diamorphine (heroin)
Dihydromorphone
Buprenorphine

Oxycodone

Phan loai theo tdc dung clia opioid tai cac thu thé opioid

e Theo cach nay, opioid cé thé duoc coi la chat chd van, chat chd vAn mot phan va chat

doi khang.

e Cac chat chi van twong tac véi mot thu thé dé tao ra phan &ng t6i da tir thu thé d6

(giam dau sau khi dung morphin la mét vi du).

e Cac chat chi vAn mot phan lién két vai cac thu thé nhung chi tao ra mét phan (ng

Ho'p chat téng hop
Pethidine
Fentanyl
Methadone
Alfentanil
Remifentanil

Tapentadol

chirc ndng mdt phan bat ké luong thudc dwoc sir dung (buprenorphine).

e Nguoc lai, chat déi khang gan vdi thu thé nhwng khdng tao ra dap (ng chirc ndng,

dong thoi ngan can chat chd van gén vai thu thé doé (naloxone).



I. Cac thu thé OPIOID, GPCRs & B-Arrestins

1. Cac thu thé OPIOID (opioid receptors)

+

Vé mat c6 dién, cd ba thu thé opioid. Cac thu thé nay la tat ca cac thu thé lién
két vai protein G, va ban dau duoc dat tén la mu, delta va kappa.

Nam 1996, Lién minh Dwgc pham Qudc té (IUPHAR) d3 doi tén cac thu thé OP1
(thu thé delta), OP2 (thu thé kappa) va OP3 (thu thé mu).

Nam 2000, danh phap nay mét lan nira duwoc d6i thanh DOP, KOP va MOP

Tuy nhién, hién nay, do cdc tai liéu rong rai trudc day sir dung danh phap tiéng
Hy Lap cho cac thu thé opioid (5, k va p), IUPHAR khuyén nghij s& dung phan loai
nay va phan loai DOP, KOP va MOP ctia nam 2000.

Cac thu thé opioid c6 dién dwoc phan bd rong rii trong hé thdng than kinh
trung wong va & mirc dd thap hon, & khap vung ngoai vi, chiém cac vi tri trong
&ng dan tinh, khép gbi, dudng tiéu hda, tim va hé théng mién dich, mdt sé noi
khac.

Nhirng thay ddi trong phan loai cic thu thé opioid c6 dién theo thoi gian.

Nhan ban trudc Dangnhanban  IUPHAR 1996 IUPHAR 2000
0 DOR OP1 DOP
K KOR OP2 KOP
vl MOR OP3 MOP



Cdu truc phén ti cta cdc thu thé opioid theo phén loai cé dién

A. MU receptor (MOP sau nay).

— LUc dau thay cd ai luc gan manh véi morphin nén dat tén 1a muy (W) (chit dau cuda
morphin). Nhiéu opioid ndi sinh c6 ai luyc cao vdi receptor p. nhu B endorphin,
dynorphin A, enkephalin.

— Tac dung: gidm dau (& tuy séng la u2 , trén tuy song 1a pl), &c ché hd hap (n2), tdo
bén do lam gidm nhu dong ruét (u2), co déng tlr va sang khoai

1. p-1.

— Tac dung chinh cla thu thé nay Ia gidm
dau, nhwng con gay thu hep doéng tl,
ndn/mra, tiéu khéng cam, nglra.

— Dang ndi sinh la enkephalins.

Mu Opioid Receptor:
located on the membrane of

neuronal cells

2. u-2.
— Gidam ho héap, phén pho, an than, cham
nhip & phu thuéc |a do thu thé nay.

Affect the brain
reward/pain system




IDelta-Opioid-Receptor structurel

B. Delta & (DOP ?).

— Opioid ndi sinh cua receptor & la endorphin.

— Tac dung: giam dau (& tuy séng la 62, manh hon trén
tuy séng). Cac tac dung khac con chua duoc rd

— Twong tac véi thu thé mu trong gidm hd hap, cham
nhip, sang khoai, quen

. 7 5
C-terminus oo e

C. Kappa « (KOP sau nay).

— Dynorphin A |a opioid néi sinh cua K.

— Tac dung: gidm dau (& tuy séng la K1; trén tuy song
la K2). Vai tro cGia K2 con chua rd, vé tam ly, khong
gdy sang khodi nhw p ma gay hiéu qud boén chon,
giong loan tdm than, mat dinh hudng, mat nhén

, s " , _ ) R Kappa Opioid Receptor
cach. Giam dau, an than’ kho Ch!U, tac dung tam HEK293 transfected cells (human sequence)

than 13 san pham cda thu thé nay.

— Cac chat dong van kappa nguyén chat khong lam ipadil
giam ho hap. ]HQ[L g
D. Sigma 2 (?). ';:s;i:’ﬂ .
Trang thai kho chiu, tang truong lwc, nhip tim R . o J
nhanh, thd nhanh, gidn déng tl |a tac dung N '“' S °?i o
nguyén phat cGa thu thé nay. 2 1 \

Sigma Receptors



e Ngay sau khi phat hién ra cac thu thé opioid, mdt loat cac phéi t&r ndi sinh hoat dong tai
cac thu thé d3 dwoc phat hién. (Phdi tlr - ligand: 13 cic chat truyén tin hda hoc (chemical
signal) duoc tiét ra tir cac té bao truyén tin hiéu (signaling cells). Phdi tl&r cé thé la cac
chat héa hoc, acid amin, protein, lipid, cdc hormone, cac chat dan truyén TK, thudc).

 Ba tién chat pro-hormone cung cap cdc hop chit me ma tir d6 cac phdi tlr ndi sinh nay
duwoc hinh thanh:

—  Proenkephalin bj phan cat dé tao thanh met-enkephalin va leu-enkephalin, ching
lién két v&i thy thé DOP.

—  Dynorphin A va B ¢4 ngudn gdc tir prodynorphin va | chat chi van tai thu thé KOP.

—  Pro-opiomelancortin (POMC) la hgp chat gbc ctia B-endorphin, mét chat chd vén tai
thu thé MOP, mac du né cé kha ndng thé hién hoat dong chi van & ca ba thu thé
opioid c6 dién. Hai peptit ndi sinh khac hoat dong nhu chat chd van tai thu thé
MOP, endomorphin 1 va 2, nhuwng chua cé tién chat nao dwoc xac dinh. C6 su trao
ddi chéo dang ké gilra cac chat ch van néi sinh va ba co quan thu cam cé dién.

e Nam 1994, mdt thu thé thi tu gidng nhu opioid néi sinh k&t hgp vdi protein G duwoc tim
thdy, va sau dé duwoc dat tén |13 thu thé nociceptin (NOP). Ngudi ta da phan 1ap duoc
chat phdi tlr ndi sinh cdia nd, nociceptin / OFQ. Phéi t&r ndi sinh nay c6 ngudn goc twong
tu tir hop chat tién chat la polypeptide pre-pro-nociceptin. Mac du hé théng N / OFQ /
NOP khong lién két vai naloxone, cling nhu tadc dung cta nd khoéng bi naloxone dao
nguoc, nhung né 13 hé théng thu thé két hop vdi protein G cé diém tuwong ddng rd rét
vdi trinh ty axit amin d3 biét cda cdc thu thé opioid c6 dién. N6 d3 dwgc phan loai |a thu
thé opioid th tu; tuy nhién, do khéng dap (rng véi chat d6i khang opioid c¢d dién
(naloxone) IUPHAR coi thu thé NOP 13 mdt nhanh khdng opioid cGa ho thu thé opioid.



Cac thu thé opioid va cac phdi tr ndi sinh va tién chat cda ching.

Receptor Tién than Peptit
DOP Pro-enkephalin [Met] -enkephalin
[Leu] -enkephalin
KOP Pro-dynorphin Dynorphin-A
Dynorphin-B
MOP POMC B-Endorphin
khdng xac dinh Endomorphin-1

Endomorphin-2
NOP Pre-pro-nociceptin N/ OFQ

e Trong thuwc hanh 1am sang, viéc kich thich cic thu thé opioid khic nhau tao ra mét loat
cac tic dung, thwdng phu thudc vao vi tri cda thu thé, cung vai tadc dung gidm dau.

e C4c chat chu van lién két vdi cic thu thé MOP cé thé gay gidm dau, nhwng cling gay an
than, &rc ché hd hap, nhip tim chdm, buén nén va nén va giam nhu déng da day.

e Kich hoat cac thu thé DOP cd thé gdy gidam dau tdy séng va trén tdy séng va giam nhu
doéng da day

e Trong khi kich thich thu thé KOP cé thé tao ra giam dau tdy s6ng, bai niéu va kho thé.

e V& mat cdt séng, thu thé NOP (N / OFQ) cé tac dung giam dau va tang kali huyét, phu
thudc vao néng d6 duogc st dung, va gidm dj ng. Trén tdy song, khi duoc sir dung trong
mach mau, né dwoc cho la tao ra tdc dung gidm dau chéng cdm thu than kinh, do (c ché
truvong luc opioid ndi sinh.



2. Cac thu thé két hop v&i protein G (G protein coupled receptors - GPCR)

+

Cac thu thé két hop vdi protein G (GPCR) |a cac protein mang tich hop duoc té
bao st dung dé chuyén ddi cac tin hiéu ngoai bao thanh cic phan &ng ndi bao,
bao gdm cdc phan &ng vdi hormone, chat dan truyén than kinh, cling nhu cac
phan &rng vadi tin hiéu thi giac, khiru giac va vi giac.

Cac thu thé nay tao thanh mét siéu ho protein mang bao gbm ndm ho riéng biét
trén co s& trinh ty va su twong déng vé ciu truc cta chiang: rhodopsin (ho A),
secrettin (ho B), glutamate (ho C), két dinh va Frizzled / Taste2 (2009).

TAt cd chung déu cé chung cac mo-tip cau truc, trong dé bay vong xoan xuyén
mang (transmembrane - TM) duoc két ndi véi ba vong ngoai bao va ba vong ndi
bao.

Truyén tin hiéu bang GPCR I1a co ban cho hau hét cac qua trinh sinh ly, bao gébm
thi gidc, khiru gidc va vi gidc dén cac chirc nang than kinh, tim mach, ndi tiét va
sinh san, do dé, lam cho ho GPCR tré thanh muc tiéu chinh cho can thiép diéu
tri.

GPCR la mdt muc tiéu quan trong cta thudc va khodng 34% tat ca cac loai thudc
dwoc Co quan Quan ly Thuc pham va Dugc pham (FDA) phé duyét nham vao
108 thanh vién cla gia dinh nay. Doanh s6 ban hang toan cau cho céc loai thuéc
nay udc tinh 1a 180 ty d6 la My vao nam 2018 .
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Viéc xac dinh ciu trdc dau tién cta phic hop
gitta thu thé lién két vdi protein G (GPCR) va
trimer G-protein (Gay) la vao nam 2011.

Kich thuwdc chinh xac clia siéu ho GPCR van chua
duoc biét, nhung it nhat 831 gen nguoi khac
nhau (hodc ~ 4% cla toan bd bd gen ma hoda
protein) d3 duoc dy dodn dé ma héa ching
tlr phan tich trinh ty bé gen . Mdc du nhiéu
phuwong an phan loai d3 dwgc dé xuat, siéu ho
duoc chia ¢d dién thanh ba 1&p chinh (A, B va C)
ma khoéng cé sy tuong doéng vé trinh ty duoc
chia sé cé thé phat hién gitra cic |6p.

Giai Nobel Hda hoc 2012 d3 duwoc trao cho Brian
Kobilka va Robert Lefkowitz vi cong trinh "quan
trong gitp hiéu duoc cach thirc hoat dong cua
cdc thu thé lién két vdi protein G". P3 cd it
nhat bay gidi Nobel khac dwogc trao cho mét so
khia canh cda tin hiéu qua trung gian protein G.

Tinh dén nam 2012, hai trong s6 muoi loai thudc
ban chay nhat toan cau hoat dong bang cach
nham muc tiéu vao cac thuy thé lién két vai
protein G.

12
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+

Khung cau truc kich hoat GPCR.

V6 s8 dit liéu sinh hda, ly sinh va ciu tric cho thay rang hau hét cac GPCR ton tai & trang
thai can bang dong gitra trang thai khong hoat dong (R, R') va trang thai hoat dong (R' ',
R *), c6 thé dwoc chuyén d6i thém sang trang thai tin hiéu (R G ) vdi sy c6 mat cla
protein G bién di, nhw hinh

R _n R _; R” _.; R* —— R*G—-)R*GRK-)R*A

Ly

R dai dién cho trang thai khong hoat dong (co ban).

R 'dai dién cho trang thai lién két chd van ai luc thap khong hoat d¢

R " dai dién cho (cac) trang thai duoc kich hoat, duwoc dic trung bdi su sdp xé&p lai

toan cau dang ké clia cac vong xoan va cdc cdng tac vi mach chudi bén & phia bén
trong té& bao dé 16 ra, it nhat mot phan, k& hd lién két protein G.

R * dai dién cho cac chat nén d3 duoc kich hoat vdi sy chén ban dau cla chudi xoan

a & dau C cla protein G (hodc g bat chuwdc thay thé cdia nd) vao k& ha ndi bao (IC).

Cudi cung, R *G |a mdt cau truc tin hiéu protein G riéng biét cia mot thu thé, cd thé

dat duoc khi cé sy tham gia va hoat héa day du cda phirc hop GPCR-Gapy.

Cac trang thai hoat déng khac biét vé mat cau tric khac (khong duoc mé ta) cling

c6 thé ton tai, vi du nhu lién k&t GPCR vdi kinase thu thé protein G (R * GRK ) va vdi
B-arrestin (R * A). 13



3. Cau truc va chirc ndng clia B-arrestins

e B-Arrestins (Barrs) ban dau dwoc xac dinh |a céc protein ngdn chan su két hop 7TMR dé tao ra céc
protein G di dudng va do d6 tao ra su gidi man cam cla thu thé.

—  Trong m6 hinh c6 dién vé tin hiéu va diéu hda GPCR, cic Barrs duwgc st dung nhu mét trong
nhi*rng co ché& chinh dé& cham dirt su két hop protein G di dudng véi cdc GPCR lién két chd van
thdng qua co ché dua trén can trd chi dao, ching truc tiép hodc gian ti€p diéu chinh ha nguén

cla GPC™ 4 o
-

Agonist binding &
G-pratein coupling
A et atasd ]

Receptor
phasphorylation

00

Dasensitization

Endocytosis, Trafficking, Ubiquitination, Signaling

— MO0t biéu dién gidn d6 cho thay vai trd nhiéu mat cla B-arrestins trong viéc diéu chinh va bao
hiéu GPCR. Kich thich chd vin dan dén sy thay ddi cau tric trong GPCR, sau dé la sy tuong tac
va hoat hda cla céc protein G bién di. Sau d6, GPCRs dwoc phosphoryl héa bdi GPCR kinase
(GRK), tao diéu kién thuan loi cho viéc lién két cac B-arrestins. Twong tdc GPCR-B-arrestin mot
mat cham dut sy tiép hop thém protein G théng qua co ché can trd steric trong khi mat khac,
nd khdi déng qua trinh ndi hda thu thé va truyén tin hiéu qua trung gian B-arrestin.

14



— D& phan rng v&i mot kich thich, GPCRs kich hoat cac protein G di hda. D& tat phan &ng
nay, hodc thich rng v&i mot kich thich dai dang, cac thu thé hoat dong can duoc giai
man cam.

— Budc dau tién trong qua trinh gidi man cdm 13 qua trinh phosphoryl hda thu thé bang
mot |&p serine / threonine kinase duwoc goi la kinase thu thé két hop véi protein
G (GRK). Qua trinh phosphoryl hda GRK dac biét chuin bi cho thu thé duoc kich hoat dé
lién két vai arrestin.

— Barrs lién két vai thu thé ngdn chan thém tin hiéu qua trung gian protein G va nham
muc tiéu cac thu thé dé ndi hda, va chuyén hudng tin hiéu sang cac con duwdong thay thé
khéng phu thudc vao protein G, chang han nhu tin hiéu B-arrestin.

— Co ché ~ Barrs ngan chan sy két hop GPCR vd&i protein G theo hai cach:

+ DAau tién, arrestin lién két véi mat té bao chat cla thu thé [am tic vj tri lién két doi voi
protein G di hda, ngdn can su hoat hda ctia né (gidi man cam).

+ Th hai, arrestin lién két thu thé vdi cac phan tlr cha bé mdy ndi hda, clathrin va bd
diéu hop clathrin AP2, gitp thic day qud trinh ndi hda thu thé théng qua cdc hé duoc
phl va van chuyén tiép theo dén cac khoang bén trong, dwoc goi la ndi tang . Sau dd,
thu thé cé thé dugc huwdng dén céc ngdn phan hay (lysosome) hodc dugc tai ché tré
lai mang sinh chat, noi né ¢ thé phat tin hiéu moét [an nita.
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e Gior day, cac nghién ciru mdi cho rang cac Barrs diéu chinh mot loat cac qua
trinh t& bao bao gdbm truyén tin hiéu MAPK, truyén thu thé, van chuyén thuy thé
va diéu hoa phién m3 ngoai cac vai trd kinh dién cla giai man cdm va ndi hoa
GPCR. Nhirng nghién ctru nay d3 tiét |16 phé hién tai cla cac quad trinh té bao
qua trung gian Barr & ha ngudn cta GPCR ~ Barrs diéu chinh mét loat cac con
duwdng xubéng phia dudi cia GPCR nhu PDE - phosphodiesterase; EGFR - thu
thé EGF; PP2A - protein phosphatase 2A; TRP - dién thé thu thé thoang qua ... :

O

Desensitization l Trafficking

Steric blockade of G proteins €—— - —> Internalization
Translocation
Second messenger

degradation (PDEs)

MAP Kinases
Ubiquitination PI3K/Akt Signaling
Cytoskeletal Protein Phosphatases e,
reorganization Translation (PP2A, etc))
DNA damage EGFR lon channels
(p53) Transactivation (TRPs, etc.)
Signaling

16



Il. TAC DUNG DU'Q'C PONG HOC CUA OPIOIDs

1. Dwoc dong hoc morphin : Tém tht duge dong hoc

Thoi gian loai bo d6i véi morphin sau khi tiém bolus 13 [onatssance TR oaviendt ™ 45y
khoang 1,7-4,5 gio. Thoi gian khdi dong sau bolus (o} _mmxz'uv,

twong déi cham (15-30 phut) vi: e o

— Morphine thé hién d6 hoa tan lipid twong déi thap
khoang 2,5% so vdi fentanyl (Sublimaze) "

 DAO THAI

— @ pH sinh ly, morphine, mdt bazo yéu véi pKa khodng 8,0, chd yéu duorc ion héa.
Dang ion hda khong Ung ho viéc di qua mang lipid; theo do6, chi cé khoang 10% -
20% phan t&r khong bjion hoa qua mang va cé tac dung.

— Do thanh thai twong d6i cao (15-40 ml / kg / phut) ¢ lién quan dén co ché thanh
thai ngoai co thé, rat c6 thé chu yéu la than.

2. Dwoc dong hoc Fentanyl (Sublimaze) :

— Fentanyl (Sublimaze) hoa tan lipid hon déng ké, va cé tdc dung nhanh hon so vdi
morphin (fentanyl cling 1a mét bazo yéu va & pH sinh ly chi cé khodng 10% phan t&r
khong biion héa).

— Do thanh thai khodng 10-20 ml / kg / phat phl hop véi co ché gan nguyén phat.

17



3

Th&i gian tac ddng ngan cla Fentanyl sau khi tiém bolus duoc gidi thich do su phan
phdi lai nhanh chdng tir ndo sang cdc khoang khac nhu co xwong va ma.

Tuy nhién, néu fentanyl duoc st dung bang cach truyén IV lién tuc hodc nhiéu liéu
IV, cac khoang khéng CNS khac s& bdo hoa, va fentanyl con lai tir CNS s& gdp phan
vao tram cdm sau phau thuat.

. Dwgc dong hoc Sufentanil (Sufenta):

Sufentanil (Sufenta), cling twong tu nhu fentanyl, duoc dong hoc duoc thé hién t6t
nhat bang md hinh da ngin (3 ngin).

IV bolus sufentanil cé tac dung khai phat nhanh, twong ty nhu fentanyl, véi sy phan
phdi lai nhanh chéng dan dén thoi gian tac dung tuwong ddi ngan.

Thoi gian ton tai la khoang 2,7 gi® va cé lién quan dén d6 thanh thai
cao (khoang 13 ml / kg / phut) chd yéu phu thudc vao lwu lvgng mau
clia gan.

Thoi gian tac ddng c6 phan ngan hon so véi fentanyl mac du sufentanil =
manh hon khodng 5-10 lan. :

Hiéu luc sufentanil tang so véi fentanyl c6 18 lién quan d&én mdt phan
nao dé kha ndng hoa tan lipid I&n hon va ai luc vai thu thé cao hon. Ai
lwc cta thu thé cao hon cd nghia 1a dé dat dwoc ty 1& phan tram nhat
dinh cta thu thé, can phai cé néng do thudc thap hon.
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4.

Sufentanil, la mét bazo yéu vai pKa khoang 8, cho thay & pH sinh ly, khodng 20 phan
trdm cac phan t& sufentanil khong bi ion hda, va do dé cé thé dé dang di qua mang
lipid hai l&p.
Sy gidm néng do6 thubc trong huyét twong sé phu thudc vao cd phan phdi lai cho
cac khoang ngoai vi (khdng phai ndo) va chuyén hda.
Sufentanil cé thé gy (rc ché hd hip va nhip tim chdm déng ké so vdi fentanyl.
Sufentanil dwgc dung vdi liéu lwong 16n va dac biét néu dung nhanh, ¢ thé gay ra
tinh trang cirng co xuwong hd hap dang ké lam anh hudng ki ndng thong khi cha Bs
GM...

Duoc dong hoc Alfentanil (Alfenta):

Alfentanil ngwoc lai véi sufentanil va fentanyl & gia tri pKa trén pH
sinh ly, pKa cla alfentanil |a thadp hon (6,5).

Do d6, & pH sinh ly, hdu hét cac phan t&r alfentanil d8 mat hydro

2 A A . , T A , . n LR
chuan do va khong bi ion hda, tic la khong tich dién.
Vi dang khéng tich dién dé dang di qua 18i mang lipophilic va cho ty
|é cung cap cao hudng vao ndo, khéng cé gi dang ngac nhién khi gz’ 1
alfentanil sau khi tiém tinh mach can bang nhanh véi cac vj tri dich = CE

? ~ 2 s ! s
cua ndo trong khoang 1,5 phut. e =0
<3 |
Thoi gian tdc déng ngan xay ra 1a két qud cla su phan phéi lai |
g oNg ng y q rp p . .

nhanh chéng tlr ndo dén cac khoang khac.
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— Thoi gian tac dung ngan & mic d6 nay lam cho alfentanil rat phu hop dé chin phan

&ng sinh ly d6i v&i mét can thiép ngan, don gian nhw dat noi khi quan...

Dwa trén duwgc dong hoc cla alfentanil, ché d6 sau day la mot vi du vé céach
alfentanil cé thé dwoc sir dung trong gdy mé. Khdi mé: tiém tinh mach 150-300
mcg / kg. Duy tri: truyén alfentanil lién tuc (0.5 - 1.5 mcg / kg / phut, IV) cung vdi
thudc mé hit.

5. Dwgc dong hoc Remifentanil (Ultiva):

Remifentanil (Ultiva) I3 duy nhat trong sé cac opioid dugc st dung
trong gdy mé IV chd yéu vi tinh man cdm vai qua trinh thdy phan
este, n6é ¢ phan it hoa tan hon cac opioid khéc, la yéu t6 gop phan
vao sy khdi dadu nhanh chéng, thoi gian duy tri trac dung khoang
bén phuat va khéng phu thudc vao thoi gian tiém truyén.

?

RS

mMylan’
Mmylan

Nho ddc diém dwoc dong hoc cliia Remifentanil (Ultiva) dan dén tng

dung 1am sang quan trong: (1) Hoat tinh dwoc Iy rat ngan va chinh

xac thoi gian cho phép chuan dé liéu lvong can than dé co hiéu luc. 35“"
(2) Thuéc khéng tich Ity (Tich Ity |a mét mdi quan tdm dién hinh qmn!ifte!,){,,?m,g
sau khi s&r dung nhiéu loai thuéc khac). (3) Sau khi truyén tinh mach Sehisgion

lién tuc, phuc h6éi nhanh chdong han ché kha nang suy hé hap sau

phau thuat hodc cac bién chirng khac.
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1. TAC DUNG DUQC LUC HOC CUA OPIODs
e Co ché hoat ddng:

Chat chu van opioid lién két vdi thu thé protein G (GPCRs) trén phan xuyén mang cla
thu thé khién tiéu don vi a cla protein G trao d6i phan tir guanosine diphosphate (GDP)
lién két v&i guanosine triphosphate ndi bao (GTP). Sau do, diéu nay cho phép phirc hop
a-GTP phén ly khoi phirc hop By. Ca hai phirc hgp nay (a-GTP va By) sau do déu tu do
tuong tac v&i cac protein dich.

Trong trudng hop chat chd van opioid c6 dién lién két véi thu thé G-protein clia né, dan
dén viéc rc ché adenylyl cyclase. Diéu nay dén lugt minh lai [am gidm mirc adenosine
monophosphate (cAMP) trong té bao. Ngoai ra, cac phirc chat nay tuwong tac vdi mot sé
kénh ion, tao ra sy hoat héa do dan dién cua kali va &rc ché do dan dién cla canxi.

O mét s6 loai t& bao, viéc kich hoat céc thy N -
thé opioid cling cé thé dan dén viéc ting ( -

néng dé canxi ndi bao mét cach nghich ly.. »
Anh hudng thuc cla nhitng thay d6i nay 13
gidm cAMP ndi bao, giam gidi phdéng chat

dan truyén than kinh & (c ché hoat déng

Adenylate
Cyclase

—> cAMP

cla té bao than kinh.
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A. Cac tac dung trén hé TKTW (CNS) cta opioid

1

. Tac dung giam dau qua trung gian opioid

Céc thy thé opioid dwoc phan bd khdp hé thdng than kinh trung wong va trong mo
ngoai vi cd ngudn goc than kinh va khéng than kinh.

O trung tdm, nhan xam trung tam (periaqueductal grey - PAG), vung locus ceruleus
(LC) va nhan lwdi (nucleus reticularis paragigantocellularis - NRPG) cho thay néng
d6 cao cla cac thu thé opioid va cic thu thé opioid cling cd trong chat gelatinosa
cla sirng lwng tuy séng (the substantia gelatinosa of the dorsal horn).

Trong hé théng thén kinh trung wong, su kich hoat cdc thu thé MOP & néo giilta
dwoc cho la co ché chinh cua viéc giam dau do opioid géy ra.

O day, cic chit chi van MOP hoat dong bing cach gian tiép kich thich cac con
duong &c ché gidm dan hoat dong l1én nhan xam trung tdm (PAG) va nhan |udi
(NRPG) v&i tac dung thuc sy la kich hoat cidc té€ bao than kinh &c ché giam
dan. Diéu nay dan dén luu lvong dan truyén than kinh 1&n hon qua nhan raphe
magnus (NRM), tang kich thich cac té bao than kinh chira 5-hydroxytryptamine va
enkephalin két ndi truc tiép véi chat gelatinosa cla sirng luwng tuy séng. Do d6, diéu
nay dan dén viéc gidm sy truyén cam giac tir ngoai vi d&n dodi thi. Chudi su kién va
co ché té bao nay tao ra phan I&n tadc dung gidm dau thuong thay sau khi dung
thudc chd van MOP.
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Cortex

@ Opioids
[Thatamus | = [PAG | <xCom [Hypothalamus |

;
[NRPG | s [NRM |

vol

Periphery

Opioids

Opioids

Hinh nay cho thdy so d6 cdc con dudng tre ché gigm dan.
Cdc khu vure duoc té mau xdm cho thdy sw biéu hién cao cla cdc thu thé opioid va cdc phéi
tw néi sinh cua chung.
Cdc chét chd vdn MOP tago ra tdc dung giédm dau bdng cdch gidn tiép lam tdng dan truyén
thén kinh théng qua con dwong gidm dan tai NRPG va PAG, hodic béng cdch trc ché truec tiép
cdc yéu té kich thich cdm gidc & ngoai vi.
Cdc chdt chd vén MOP hoat déng tai NRM dé€ gidn tiép trc ché su lan truyén dau dén cét séng
va ngodi ra, lam gidm dén sw nhén biét & c6t séng. PAG = nhén xdm trung tém; NRPG = nhén
Iwdi; NRM = nhén raphe magnus; LC = vung locus ceruleus..
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Ngoai tadc dung gidm dau, thoat dong tai cac thu thé opioid cling gdy ra nhiéu tic dung
phu thudng thay khi s&r dung ching:

2. Tac dung gay ngu

Tac dung an than gay ngl cla opioid chi rd khi dung liéu thap hon liéu gidam dau va chi
rd & ngudi cao tudi.

Thudc it gy bubn ngld & ngudi tré tudi.
Nguoc lai cd nhiéu trudng hop lai thady bén chén, bt rit, thdm chi néu dung liéu cao
cho tré em cé thé gy co giat

3. Tac dung gay khoai cam

— Morphin la thuéc gidm dau manh, déng thoi lam gidm cac ddp ng phan xa vadi
dau, ldm mat moi lo 13ng, bdn chdn cdng thang, ngwodi dung cam thay thanh than,
thw gidn, sang khodi, tham chi cé nhitng gidc mo dep. Vi vay, thudc dé gay nghién

— Vi liéu diéu tri, opioid tao ra mét cam giac lang lang, khoai cam, lac quan, yéu doi,
nhin mau sac thay dep, nghe tiéng dong thay dé chiu

— Mat cdm gidc dai.

— Hét bubn rau so hai.
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B

. TAc dung trén hd hap

Liéu thap gay kich thich hd hap. Liéu cao hon thi rc ché hé hdp - céc opioid tac
dung trén receptor p2 & hanh tdy, lam trung tdm nay giam nhay cam véi tac dung
kich thich cia C02 nén ca tan so va bién dd hd hap déu giam gy thé cham va sau,
th& kiéu Cheyne-Stokes hodc lam liét hoan toan hé hap.

Khi nhiém ddc, néu chi cho thé 02 & ndng d6 cao cé thé gay ngirng thd, Tinh trang
trc ch& h6 hap lam CO2 trong mau ting dan dén nhiém toan hd hap va giam b3o hoa
02 mau nao lam gian mach nao va gay tang ap luc so nao.

Tré em dudi 5 tubi, hang rao mau-n3o chua trudng thanh, ngudi cé ton thuong
hang rao mdau-ndo, ngudi cao tudi: morphin dé thadm vao than kinh trung wong, trc
ché& manh trung tam hé hap..

Morphine con gay rc ché trung khu ho... tdc dung lam co phé quan dugc tang
cuong bédi thudc phong téa B (nhw propranolol).

Nhirng ngudi cé ton thuong chirc phan hd hap (khi thiing phdi, tat gu veo, béo béu,
cac bénh phoi nhu hen) can than trong khi dung opioid vi thuéc &rc ché trung tdm hé
hap s& lam mat co ché bu trir sinh ly).

Morphin va cac opioid déu bi chuyén hoa 6 gan. Nhitng ngudi cé suy gan, suy than
s& dé bi tich luy thudc gay suy ho hap nang sau khi dung...
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C.Tim:

— Cham nhip (kich thich nhan phé vi trong hanh tuy); mach nhanh néu dung
meperidine;

— Gian tiéu déng mach & tinh mach (gidm huyét ap tw thé); gidi phong histamine
(morphine & meperidine); suy giam tim (meperidine).

— Liéu cao lam ha huyét dp do &c ché trung khu van mach, nhung liéu diéu trj thi
khong anh hudng.

— Gay gian mach da (mat, c6, ntra than trén tr& nén do) va nglra. Mot phan co ché cla
tac dung nay la do opioid lam giai phdng histamin

D. Da day ruot:

— Trén co tron: do hoat hda thu thé p cda 6ng tiéu héa nén Morphin lam tang trwong
lyc co gdy co cac co that nhu: co oddi, co vong mén vi, co that hdi manh trang, co
that hau moén, co vong bang quang... nén gay tdo bdn gip trong 100% trudng hop
do gidm nhu dong va giam bai tiét dich rudt. Vi vay khi dung morphine phai phdi
hop vdi atropin dé gidn co.

— Bubn nén va ndn ngay tur liéu dau: 30- 60% do kich thich trung td&m nén & san ndo
that th tw. C6 thé du phong bang thudc an than kinh liéu thdp nhu haloperidol
udng 0,5- 1 mg. Nhitng ngudi khéng thay cé tac dung nay, khi dung morphin dé bj
nghién hon



E. NOi tiét.

— Tang tiét Histamine. Ngay tai vung dudi d6i, opioid (rc ché gidi phong GnRH
(Gonadotropin - releasing hormone) va CRF (corticotropin - releasing factor). Vi vay,
lam gidm LH, FSH, ACTH va R endorphin. Vi thé c6 thé ngin chan cac kich &ng do
phau thuat & liéu cao (Gay mé ANS).

— Kich thich receptor p lam tang tiét ADH, trong khi chat chd van cla receptor K lai
lam giam ti€t ADH, gay lgi niéu.

F. Hé tiét niéu sinh duc.

— Tang trwong luc co vong niéu quan & bang quang, cé thé gay kho di tiéu, bi dai (cé
thé lam ddo nguoc vai atropine).

— Lam gidm tiét dich, giam tiét niéu, tang ti€t mo hoi.

G. Rau thai. C6 thé xuyén qua rau thai & lam suy gidm hé hap thai nhi.

H. Mat

— GAay co dong tlr: do kich thich cac receptor p va K trén trung tdm day than kinh 111
Liéu ddc, gdy co rat manh, déng tl&r chi con nhé nhu dau dinh ghim. Day la dau hiéu
quan trong dé chan dodan phan biét vdi cac nhiém ddc thudc trc ché than kinh khac.

— Nhung khi morphin &rc ché trung tdm hé hap, gdy ngat thd thi déng tl gidn. Trong
con nghién, déng tlr gidn |a diu hiéu "thi€u" morphin. 27



I. Tac dung trung wong khac:

Lam gidm oxy héa, gay tich Iliy acid trong mau, gidam du trit kiém, nguwdi nghién
mat bi phu, méng tay va moi tham tim.
Trén vung dwdi doi, opioid [dm mat thang bang co ché diéu nhiét lam than nhiét
gidm nhe. Tuy nhién, dung liéu cao kéo dai gdy tang nhiét.

Opioid va cac morphin ndi sinh gay dong tac cirng do (catalepsia) do tac dung giao
thoa v&i cac receptor & cac nhan xam trung wong cua hé dopaminergic va hé
GABAergic

Vung nhan luc (locus coeruleus) chira cac noron noradrenalin va rat nhiéu receptor
v3i opioid. Vung nay cé vai tro trong cac phan &ng "bdo dong" so hai, lo du, bén
chén. Opioid ndi sinh va ngoai sinh rc ché hoat ddng cta vung nay.

Ngtra (do lam gidi phdng histamin), toat mo héi, [U 1an, 4c mong, ao giac, bi dai...

28



IV. PHAN LOAI THUOC GIAM PAU. BAC THANG & NGUYEN TAC DUNG THUOC GIAM PAU

Phan loai cac thudc gidm dau

Cac thudc gidm dau duoc chi dinh trong céc trwdng hop dau cap tinh (dau sau mé, dau do
chan thwong, do viém cép...) va dau man tinh (dau do viém xuwong khép, do ung thu...).

Cac thudc duoc chia thanh 3 nhédm 16n.
— Thudc gidm dau loai morphin.

— Thubc gidm dau khéng phai loai morphin nhu paracetamol va thuéc chéng viém khéng
phai steroid (NSAIDs).

—  Thudc gidm dau hod tro: 1a nhitng thudc cé tac dung lam tang hiéu qua gidm dau cla
thudc loai morphin va thuéc NSAIDs, hodc lam gidm nhe cic tdc dung khéng mong
muén cla cac thudc trén. DS 1a mdt s6 thuéc hwdng than nhu thudc chdng trdm cam,
thuéc chéng ddng kinh.

Ngoai trir thuéc té, thudc mé, cac thudc gidm dau con cé thé duoc phan loai theo vij tri tac

dung:

— Thubc gidm dau trung wong (tdc dung & tuy séng, than n3o, ndo): morphin, cac opioid.

— Thubc gidm dau ngoai bién (tdc dung & cac receptor va day than kinh ngoai bién):
aspirin, paracetamol va cac thuc NSAIDs.

—  Thudc gidm dau vira trung vong, vira ngoai bién: morphin dung tai cho, paracetamol,
ketoprofen
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So d6 dworng dan truyén cdm gidc dau va
vi tri tdc dung chinh ctia thudc gidm dau

morphin |
‘——F Va nao
' I
Chdt xam quanh
nao that. =
Hé théng luti Bai thi
Hanh tuy Simg sau tuy s6ng
Sai cam giac
Receptor nhan
cam giac dau

Thudc mé

 Thube té

<« CWKS
_.NSAIDs
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Bac thang giam dau

T6 chirc Y té& Thé gidi dua ra khai niém bac thang giam dau nhu 1a mét cach khuyén khich
viéc str dung thich hgp cac Opioide giam dau & cac quéc gia it st dung loai thubc nay. Bang
nay nhan manh trong cic con dau di* déi can cho thuéc giam dau manh (Thi du: cac loai
thudc Opioides) va khéng gidi han liéu téi da. Liéu hop ly 1a liéu mang lai hiéu qud gidm
dau ma khoéng cé réi loan nao do tac dung phu cla thudc.

BAC Ill: Pau tét bdc, dung Morphin,Fentanyl, Oxycodone
BAC Il: Pau di¥ déi: Codeine, Tramadol, NSAID’S.
BAC I: Pau vira phdi dung Paracetamol, Apirine, NSAID’S.

Nguyén tac dung thudc gidam dau:

Ngan chdn dau, du phong dau tét hon la diéu tri dau

1. Theo dwong uéng: Dung don gian, dé dang nhat.

2. Theo béc thang: Budc dau tién la dung thudc khdng cé Opioide, néu dau khéng gidam
thi dung Opioide nhe réi dén manh (morphin).

3. Theo gi®: Khdng chd dén khi bénh nhan dau mét cich rd rang hodc d3 chuin xac,
nén cho thuéc gidm dau déu dan dé liéu ké tiép cd tac dung trudc khi con dau xay ra.

4. Theo tirng ca thé: Khong cé liéu chuan cho nhitng thudc ho morphine, liéu ding I3
liéu c6 tac dung gidm dau cho bénh nhan.
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Béc 3. Thubc gidm dau trung Wong manh
Morphin + Thuéc phu trg.

Bic 2. Thubc gldm dau trung vong yéu
Codein, Dextropropoxyphene

+ Thudc glam dau ngoal bién

+ Thudc phu trg.

Béc 1. Thude gidm dau ngoal bién
Aspirin, Paracetamol va cic NSAID
khic.
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V. AP DUNG DIEU TRI

MORPHINE

1. Chi dinh dung Morphine

Giam dau trong cac dau cap dir doi nhu dau do chan thuwong, do ung thu, dau sau

phau thuét.

Chéng shock (do chan thwong, sau khi dé, hodc do tiém thudc...)
Hen tim, phu ph6i cap thé nhe va vira.

Tién mé trwdc phiu thuat, b6 xung trong mé, giam dau khi mé.
Lam dé thé trong suy tim.

Giam ho, chira khai huyét do morphine lam co mao quan.

RGi loan than kinh: vat v3, mé sang...

Chéng di long (rat té6t nhw Cao Opi - Opizoic_Hién da khéng dung).
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Liéu dung chuyén khoa GMHS:

Tién mé 5 — 10 mg;

Trong md 0,2 mg/kg;

Giam dau sau mé: 5-10mg/bt 4-6 gi& lan;
Té TS liéu 0.01 mg.kg;

Té NMC 0,1 mg/kg hay 2-4 mg/lan;

PAC 5-50 mg/gio.

MORPHINE (T

SU”-""(! Inj. USP N

[TV Tt o butmabond

Morphin dung theo dudng udng 1a dwong duwgc chon lya cho diéu tri gidm dau. 0
ngudi lén, lidu dau tién thudng [a 60mg/ngay, cach 12 gid udng 1 vién 30 mg loai
giai phéng cham; hodc cach 4 gio uéng 10 mg dang vién nén hodc dung dich. Khi
chwa dat hiéu qua giam dau, cé thé tang liéu dan. Khi chua dat hiéu qua gidm dau,
c6 thé tang lidu dan. Khdong cé gidi han trén cho morphin khi chua cé tac dung
khéng mong mudn (tdo bon, buén nén, mo mang).

Morphin phdng thich cé kiém sodat (Skennan), phéng thich Morphin tir tir trong mot
thoi gian dai va cho mét ndng dd 6n dinh. Skenan cé liéu 10 mg, 30 mg, 60 mg.
Skenan LP 2 lan/ngay udng hodc bom sonde da day. Thuong cho 1 liéu tur 8-12 gio
la an toan. Viét Nam hién tai chi cé loai morphine tac dung ngan, 4h, vién 30 mg
duoc dung pho bién.
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Khi cac thuéc Opioids udng ciing khéng cé tac dung nita, dé diéu tri con dau mot
cach hiéu qua phai dung Morphin tiém. Véi liéu lvong nho duoc tiém 4 gio/lan,
5-10 mg Morphin dudi da..

Lidu truyén tinh mach dau tién bang 1/3 liéu udng.

Khéng nén dung dudng tiém bap vi bat budc phai van déng cho bénh nhan dang
bi dau va suy nhwoc. Hon nita vi tri tiém thudng 1a vung dé bj loét.

Dung Morphin thuwdng gay budn nén va bén nén kém theo thudc chéng nén nhu
Odansetron, Dexamethasone, Haloperidol vé ché dé &n chéng tdo bdn hodc céc
loai thu6c nhuén trang nhu : Bisacodyl, Coloxyl, v&i Senna 2 vién t6i, Oxid Magne
5g, ngay 2 lan.

Mé sang hay hoang twdang la mot tac dung phu thuong xay ra khi cho Morphin
nhung nd s& nhe di khi gidm liéu hodc sau khi dung 1 dén 2 ngay. N&u van con
nghiém trong, cé thé cho Morphin duéi da liéu thap cé thé lam gidm dau hiéu
nay.
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2. Chéng chi dinh dung morphine

Tuyét déi:

— H6i chirng dau bung cap chua rd nguyén nhan & dac ing.
— Tré em duwdi 5 tudi, phu nit cé thai tuyét d6i khdng dung.
Tuong déi:

— Chirc ndng h6é héap bij suy giam.

— Thuwong tén & dau va md so n3o.

— Hen phé& quan.

— Phu phéi cap thé ndng cd thé Cheyne-Stokes.

— Cac bénh gan than man tinh.

— Ngd dbc ruou, thudce ngt, CO va nhirng thuéc trc ché hé hap khac.
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OPI10ID TONG HOP

La céc thubc tong hop cd tac dung gan gidng morphine, nén goi |a opioid. Cac thudc
nay cung vadi morphine cé hién twgng quen thudc chéo, tirc 1a ngudi nghién thudc
nay cling c6 thé dung thay thé& bang cac thudc khac. Trong ciu tric cla morphine,
phan quyét dinh tac dung duoc ly cdia morphine |a:

+ Nhan thom.

+ Nhan piperidin.

+ Nhan thom nai v&i chitc amin bac 3 béi chudi ba carbon.
Trong dé xuwong séng quyét dinh tdc dung

morphinic cGia opiat duoc trinh bay don gian |
nhu hinh vé

Trén co s& dy ngudi ta da téng hop dwoc nhiéu
loai opioid cd tac dung tréi hon morphine
trong khi gidm duoc nhiéu tac dung phu.

Dwa trén ai luc cla thudc déi vdi cac thy thé

morphin, chia thanh 3 nhém: Chd van hoan
toan - Chu van tirng phan - Déi van
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1. Chd van hoan toan (giong morphine).
Thudc chd van hoan toan nhu morphin, tire [a khi tang liéu cd thé dat duoc hiéu qua
toi da

1.1 Dolargan (Meperidin, Pethidin)

Duwoc luc hoc - kich thich receptor p trén than kinh trung wong va rudt

Giam dau kém morphine 6-10 Ian, it d6c hon 3 I1an, it gy ndn, it gy tdo bon, khong
gay giam ho, tac dung chéng co that rudt va co tron nhu atropin va papaverin. Tang
nhip tim; giam tiét nudc bot; gdy nén & budn ndn, tang tiét histamine & giam tiét
phé& quan.

No6i chung, meperidin hydroclorid 75-100 mg cho theo dwong tiém cé tac dung
giam dau twong duong 10 mg morphin. Va vdi liéu giam dau twong duong,
mependin ¢ tac dung an than, &c ché hd hap va sang khoai manh hon morphin.
Tac dung giam dau theo dudng udng bang mot nira dudng tiém.

Khac vai morphin, liéu doc meperidin gay rung giat co e

va con co giat do tadc dung cla chat chuyén hda . £
.« Qe 5x2m
normeperidin. DOLARGAN®
.4 . 7 Vs ~ "~ ~ ~ \ ’ |NJEKC|O
Giong morphin, tac dung &rc ché hdé hap sé lam tich

luy CO2 trong mau, va chinh CO2 sé gay gian mach
ndo, lam tang ap luc dich n3o tuy.

’\
\ cENON o

38



Trén tlr cung, vdi liéu diéu tri, meperidin khéng lam cham chuyén da, ddi khi con
lam tang nhe tan s6, bién doé va thoi lwong clia con co. Meperidin qua duoc hang
rao rau thai cho nén ngay chi vdi liéu gidam dau cling d3 c6 thé cé tac dung rc ché
hé hap thai nhi. Tuy nhién, tdc dung yéu hon morphin. Naloxon déi khang duwoc
tac dung nay.

Duwoc dong hoc:

Hap thu qua tiéu héa 50%, ndng do t6i da trong mau sau 1-2 gid. Tiém bap, thoi
gian nay chi la 45 phut.

Chuyén hda chl yéu & gan vdi thoi gian ban thai khoang 3 gi®. Gan vao protein
huyét tvong 60%. Mot chat chuyén héa quan trong la normeperidin cé thoi gian
bdn thaila 15 - 20 gi®& nén cd thé tich luy, gdy doc nhu d3 ndi trén.

Do meperidin cé tac dung khang muscarinic nén khong dung cho nguwoi cd nhip
tim nhanh. Do cé chat chuyén hda déc nén hién nay khéng dung cho dau man
tinh, khéng dung qua 48 gi¢o hodc liéu cao hon 600 mg/24h

Liéu dung trong GMHS:
+ 50-100 mg/ bt 4 gi® [an dé gidm dau & tién mé;
+ Trong mé cho 1-25 mg/TM 30’ lan;
+ TéTS:1,2-1,4mg/kg; Té NMC: 2 mg/kg.
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1.2 Fentanyl

— Tac dung gidm dau nhanh, nhuwng ngidn hon morphin.
Giam dau manh hon morphin 80- 100 Ian (100 mcg
fentanyl co tac dung giam dau tuwong tw 10 mg morphin
hay 75mg meperidin).

— Vi tac dung ngdn nén khéng con dung dé gidm dau sau
mao, trai lai rat thuwdng dung dé gidm dau trong khi mé,
trong gdy mé va dé an than. Tuy nhién, do cé tac dung gay
cirng co (do tac dung trén hé dopaminergic & thé van) nén
doi khi lam can trd viéc dat ng ndi khi quan.

— Thoi gian tac dung clia thudc ngan la do thuéc duwoc phan
phdi lai tir than kinh trung wong ra co va mé mé. Khong
thé tang lidu dé kéo dai thoi gian gidm dau vi thubc sé e
ché trung tdm hd hap. Tac dung &c ché hé hap con dai
hon tac dung giam dau vi thé doi hdi nguoi dung céac
thudc nay phai co kinh nghiém.
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g — Fentanyl liéu cao van duy tri chtrc nang tim 6n dinh va lam

gidm bién chirng ndi tiét do stress.

— Fentanyl gidm dau nhanh toi da khoang 3 - 5 phut sau khi
tiém tinh mach va kéo dai khoadng 1 - 2 gio déng thoi trc
ché& hoé hap., c6 thé lam co co clirng va tim dap cham.



Fentanyl chuyén héa & gan va mat hoat tinh. Khodng 10% duoc dao thadi & dang
khéng ddi qua nudc tiéu. Khodng 80% fentanyl lién két vdi protein huyét twong;
fentanyl phan bé mot phan trong dich ndo tdy, nhau thai va mét lvgng rat nho trong
sira.

Fentanyl thAm qua da nén cé thé dung dwdi dang dan. Loai Fentanyl dan nay cung
cap 1 luvong thudc chdm qua da kéo dai dén 3 ngay. Tai Viét Nam, miéng dan ham
lwong 25mcg/h duoc dung khi co chi dinh.

Liéu dung cua fentanyl :

Lidu lwong dao dong tuy theo phau thuat va ddp ng cla ngudi bénh.

DUng cho tién mé:

50 - 100 microgam cé thé tiém bap 30 - 60 phut trudc khi gdy mé, tuy nhién thuwdng
hay tiém tinh mach chdm it nhat tir 1 dén 2 phdt.

B6 tro trong gdy mé:

Lidu luvgng cé thé thay doi tuy theo loai phau thuat va cé ho tro hoé hap hay khong.
V@i ngudi bénh ty thd: 50 - 200 mcg, sau dé tuy theo tinh hinh cé thé bé sung 50
mcg, 30 phut sau.

Vi liéu trén 200 mcg, suy hd hap da cé thé xay ra. V&i ngudi bénh dwoc hd hap hd
tro 6 thé dung liéu khdi dau tr 300 - 3500 mcg (t&i 50 mcg/kg thé trong), sau dé
tirng thoi gian bd sung 100 - 200 mcg tuy theo dép rng cha ngudi bénh.

Liéu cao thuwdng ap dung trong mé tim va cadc phau thuat phirc tap vé than kinh va
chinh hinh cé thoi gian mé kéo dai.

41



Giam dau sau phau thuat:

— 0,7 - 1,4 mcg/kg thé trong, c6 thé nhac lai trong 1 - 2 gi®& néu can. Dung phdi hop
vdi droperidol dé gay trang thai gidm dau an than (neuroleptanalgesia) dé cé thé
thuc hién nhitng thd thuat chan doan hodc phau thuat nhé nhu ndi soi, nghién ctru
X quang, bang bd vét bdng, trong d6 ngudi bénh cd thé hop tac lam theo 1énh thay
thudc.

— Liéu dung: 1 - 2 ml (t6i da 8 ml). Loai 6ng tiém chira 50 mcg fentanyl va 2,5 mg
droperidol/ml. Tiém b3p hodc tiém tinh mach.

—
C
O

— V&i ngudi cao tudi phai giam liéu.

—  V&itré em (tir 2 - 12 tudi): Treong hop khong cé hd tro hd hap, lidu khéi dau tir 3 -
5 mcg/kg thé trong, lidu bd sung 1 mcg/kg; trudng hop cé hd tro ho hap, lieu khai
dau cé thé tang 1én 1a 15 mcg/kg thé trong. Hodc cd thé dung liéu 2 - 3 mcg/kg & tré
em 2 - 12 tubi.

Thoi gian gan day, cé nhiéu y kién trong chinh gi¢i My cho rang nguyén nhan van dé lam
dung fentanyl tai nwdc nay la do chinh pht Trung Quéc da khdng lam hét stre trong viéc
tran ap cac hanh vi budn l1au fentanyl tir Trung Qudc vao MY.

H6i cudi thang 7.2019, Téng thdng My Donald Trump ciing chi trich Cha tich Trung Quéc
Tap Can Binh that bai trong viéc thuc hién |&i hira ngan chan viéc budn 1au fentanyl vao
M.

Fentanyl con duoc goi la “thuéc xac séng”. Ndm 2017 d3 cé hon 30.000 ngudi My tir
vong vi s dung fentanyl va nhirng dugc chat lién quan.
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1.3 Sufentanil:
Manh hon fentanyl 10 [an, thoi gian ban thai [a 2- 3 gio. Thudc gdy cirng co nhung
c6 thé dung cura chéng lai..

1.4 Alfentanil:
Tac dung yéu hon fentanyl, nhung khéi phat nhanh hon (1- 2 phat) va thoi gian
giam dau ngan hon, thoi gian ban thai [a 2 gid. Thwdong dung dé khdi mé va giam
dau, duy tri gay mé vadi barbituric, nito oxyd.

1.5 Remifentanyl:
Cuong d6 giam dau twong duong fentanyl, manh hon alfentanil 20- 30 Ian. L3 chat
duy nhat bi chuyén héa bdi esterase huyét twong, thoi gian ban thai la 8- 20 phut.
Thoi gian hét tac dung khoang 15 phut sau truyén

1.6 Loperamid (Imodium)
R4t it dwgc hap thu qua duong tiéu hda va khé thdm qua hang rao mau ndo nén
khong cé tac dung giam dau trung uwong va khéng gay nghién.
Khi uéng, gay tac dung trén cac receptor opioid & rudt, [am gidm nhu dong, gidam
tiét dich rudt. Dung chita tiéu chay. Thoi gian ban thai khoang 7-14 gio. Liéu chéng
tiéu chay 4- 8 mg/ngay, khéng vuot qua 16 mg/ngay.

1.7 Dextropropoxyphene va codein
La 2 thudc thudc nhdm opiat cé tadc dung gidm dau & mic dd trung gian gilra
morphine va nhdm giam dau non-steroid, nhung khong gay nghién nén duwoc s
dung réng rai trong diéu tri.
Cac thuéc nay it duwgc sl dung don ddéc ma thuong duwoc phdi hop véi
paracetamol, sy phdi hop nay mang lai tac dung hiép déng t6i wu, dwoc chi dinh
trong cac chirng dau murc do vira phai nhu: Pau do viém thap khdp, dau day than
kinh ngoai vi, dau lwng, dau dau hodc dau nira dau, dau do giy xwong...
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1.8 Methadon - Methadon c6 tac dung trén receptor p

Dwoc dong hoc:

Methadon dé hap thu qua duwong tiéu hoa, dat ndng do toi
da trong mdau sau 4 gi®, gan vao protein huyét twong khoang
90%. Trong n3o, nbng d6 tdi da dat dwoc sau tiém dudi da
hodc tiém bap 13 1- 2 gid. Methadon cling gdn manh vao
protein ciia mo va n3o. Thoi gian ban thai dai t&i 15- 40 gio.
Methadon bi chuyén héa manh & gan, chi mét lwgng nho bi
thai qua than va rudt duwdi dang ty do chwa chuyén hoa.

\fffsze ¢

Tac dung duoc ly:

Methadon c¢6 thoi gian tac dung kéo dai, han ché& chuyén hda lan dau, sinh kha dung cao
va kha nang gay huwng phan han ché hon, thuong duwoc st dung nhu mét chat thay thé
opioid dudong udng & nhirng ngudi nghién opioid tiém tinh mach. Ngoai vai trd cta né
trong thudc cai nghién, methadone d6i khi dwoc s dung trong diéu tri dau man tinh,
noi hoat dong déi khdng dwgc cong nhan cla nd tai Thu thé N -methyl-d-aspartate
(NMDA) c6 thé giai thich mdt s6 hiéu qua cla nd trong cac trang thai dau than kinh.

An than, gidam ho, gidm dau manbh, it gdy tdo bdn. Dung dé “chira ngd ddc” heroin, vi néu
nghién methadon sé it bi rang budc, it bi lam suy yéu hon heroin.

Tac dung gidm dau sau tiém [a 10- 20 phut va sau udng la 30- 60 phut. Liéu dung ciing
tuy thudc tirng ca thé va tinh chat cha dau, thuong uéng tir 2,5- 15 mg va tiém tir 2,5- 10
mg. Nong do t6i thiéu co tac dung gidam dau trong mdau la 30 ng/ml. Nén nhé la thuéc cé
tich luy va thoi gian ban thai dai nén liéu cang thap, khoang cach gilra cac liéu cang dai
cang tot. Néi chung, tac dung gidm dau cla liéu uéng bang khoang nira liéu tiém.
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2. Thudc chd van tirng phan: Pentazoxin (Fortal); Buprenorphin; Nalbuphin

— DAy la thé hé opiat mdi, nam giira loai opi yéu (nhu codein) va loai manh (nhw
morphin).

— Thu6c cé hai mat tac dung: duong tinh (chd van) va dm tinh (d6i van), do dé hiéu
qua cua thudc nay cé gidi han (goi la hiéu &ng tran) nghia la néu ting liéu dén gidi
han nao dé thi hiéu qua giam dau sé khéng tang nira.

— Thudc nhém nay it gy nghién, cé thé diéu tri lau dai.

Bao gém cdac thudc sau:

2.1 Pentazoxin (Fortal)

— Trong ciu tric c6 nhiéu diém gidng morphine. o

— Tac dung giam dau nhu morphine, nhung
khong gay khodai cam va cling khong gay
nghién, do d6 day la thubc gidm dau ly tudng
trong nhédm opiat.

— Tac dung phu: budn nén, nén, liéu cao trc ché
trung khu ho hap, nalorphin khéng chira duoc
ngd dbc pentazoxin
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2.2 Buprenorphine

— Buprenorphine la mét déng van ban phan cda thu

thé L opioid va 1a mét loai thudc giam dau hiéu
qua, duoc danh gia cé duoc lwc manh téi 25 - 40
lan so vé&i morphine (Cowan & cs. 1977).

SUPRENORPHINE
HCI INJECTION _

IMOR IV

— FDA chap thudn dung Buprenorphine trong diéu trj o’

Rx ONLY

nghién cac chat dang thuéc phién (CCDTP).
Hién c6 2 dang ngdm dudi ludi (buprenorphine va vién két hop buprenorphine va
naloxone) va dang chich (Buprenex). Dang chich sap t&i cé thé dung dudi da hoic
chich tinh mach.

Thuéc chi€ém chd & thu thé morphin nhwng khdng gay nghién, tac dung giam dau
manh hon morphin 50 Ian, kéo dai tir 6-8 gio.

Biét dwoc Temgesic vién dat dudi ludi 0,2 mg, dng tiém 1ml/0,3 mg. Dung trong
cac chirng dau vira va ndng nhu dau sau mé, dau do ung thu, do bénh than, dau
do nh6i mau co tim & cai nghién.

2.3 Nalbuphin (Nubain) | L

2 ? ‘ -"j
— Giam dau ngang morphin, chi dung duong tiém. | )
~  Ong tiém 2ml-20 mg tiém dudi da, bép thit hay tinh mach, lieu  { ) l s

dung 1 6ng moi 3-6 gio.
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3. Thudc déi van: Nalorphine ; Naloxone, Natrexon

Chung cé thé duoc sir dung dé dat dwoc sy ddo ngwoc nay thdng qua hoat dong
cla ching nhuv 13 chat d6i khang tai ca ba thu thé opioid ¢ dién. Tuy nhién, ching
khéng lién két vdi thu thé NOP, va do d6 s& khdng diéu chinh tadc dung cha bat ky
chat chd van NOP nao trong twong lai hodc chat chd van mot phan.

Vi vay goi |a d6i khang 1a chwa hoan toan chinh xdc, thuc ra la chat chd van tirng
phan hay déi van.

Chat déi van (nhu Naloxon) khi
dwoc c¢6 dinh trén thy thé sé

v Unit NDC 0409 171984
khong hoat hda thu thé nay ma STl M
con ngan moét loai thudc chd vén NALOXONE
tdc dong vao, qua dé nhirng uvnnolCHLSS:DE
~N \ \ ~ A A , Injection, Us
thudéc nay lam mat moét sé tac 0.4 mg/mL
2 A 2 . .2 otect from light T P
dung chu y?u cua ,oplat (g‘lam Prot ::hw. NALOXONE HC
dau, &c ché hdé hap, co dong A BTSN TN

tlr...) va lam mat nhitng triéu
chirng gap khi cai nghién.
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3.1 Nalorphine 6ng 2ml 10 mg

Tinh d6i khang: kém naloxon 10 lan, né d6i khang v&i mét so tinh chat cta opioid vé
tac dung gidm dau, &rc ché hd hap, co dong tlr, tdc dung trén tim mach & co tron
Tinh canh tranh: gidng tac dung cGa opioid nhwng yéu hon (cling lam gidm dau, uc
hé hap, co déng tlr ...) nén ngay nay it dung

tac dung suy gidm hd hap ma khéng lam thay déi

3.2 Naloxone 6ng 1 ml 0,4 mg
D6i khang opioid hoan toan & dac thu. 1-4 mcg/
kg IV s& lam dao nguoc tac dung giam dau & suy
giam ho hap cua opi. tiém bap td kéo dai 2 gio.
Truyén lién tuc, 5 mcg/kg/gi®, s& ngdn ngira duoc . ’

tac dung lam gidm dau cla opi trén truc than fig 28 |28
kinh. H !i
Tac dung ngoai y. déi khang ngay lap tic co thé H ii 13
hoat hod giao cdm, dan dén kich thich tim. -y =
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VI. NHIEM BOC CAP, QUEN THUOC, NGHIEN THUOC & MA TUY

1. Nhiém doc cap opioids

Nhiém doc cap thuong do tu t& hodc dung qua ligu. Hay gap khi:
+ Sau chich, hat, hit hoac do duong qua da.

Sau khi d6i twgng chuyén sang ngudi ban khac.

Do tang lidu dé dat khodi cam.

Do tu sat hoac bi muu hai.

Tré em c6 thé bj tai nan

+ + + + +

Ngudi khéng nghién ma tay thi do cé tinh (tw tl) hodc do tai nan diéu
tri.

Khdng ¢ liéu ddc chung vi mirc d6 cam thu rat khdc nhau theo tirng ca thé: vadi
methadon |3 40- 60 mg theo dudng udng, vdi morphin 13 trén 120 mg (uéng) hodc
trén 30 mg (tiém) mdi xuat hién triéu chirng ndng dan dén tr vong.

Ba dau hiéu dac hiéu cdia ngd doc opioid la hdn mé, déng t&r co nhd nhu dau dinh
ghim va &c ché& hd hdp manh (nhip thé rat chdm, xen k& ngirng tha, tim tai).

Huyét ap lic dau binh thuwong, sau gidam dan, than nhiét ha, da lanh, co nhéo (cé
thé [am tré ham, tut ludi). Tré em cd thé cé co giat.

Chét do suy hd hap (d6ng tir sé gidn dan).
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Triéu chirng
Uc ché than kinh trung wong - La dau hiéu kinh dién th& nhat
Pong tlr co nho - La dau hiéu kinh dién th hai
Uc ché& h6 hap - La dau hiéu kinh dién th ba cla ngd ddc opioid.
+ Th& nhanh néng cé thé thay & bénh nhan phu phéi cap tén thuong.
+ Do tidc dung rc ché TKTW cla opioid, phai xét chan dodn viém phdi do s3c.
Tac dung trén hé tim mach

+  S&c, truy tim mach: bénh nhan ngd doc heroin do tiém chich cé thé vao vién
trong tinh trang séc. SAc¢ c6 thé 1a do suy tim toan bd cip, hodc do tiém déc
chat vao tuan hoan (héi chirng s6¢ do ddc to - toxic shock syndrome).

+ Cac bién chirng tim mach khac I3 loan nhip chdm va loan nhip nhanh do
quinine, rung nhi kich phat, QT kéo dai, viem ndi tam mac, ngirng tim do tang
kali mau, tdm truong kéo dai, phinh mach dang nam.

Hiém gap co giat do quéa liéu opioid tinh ché ngoai trir & tré em hodc ngd ddc
propoxyphene va meperidine.

Truong lwc co thuwong khdong thay d6i nhung cd thé tdng néu do qud liéu
meperidine hay fentanyl.
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— Cactdcdung trén hé tiéu hoda

+ Budn ndn va ndn; dung cac liéu tiép theo lai cé tadc dung &rc ché vung nay va
sau do rat khé gay non.

+ Nhu dong rudt gidam trong khi trwong lwc cac co that ting dan dén hap thu
thuéc rat chdm va lam cho thai trir thuéc qua dudng tiéu héa cd thé cham
tdi 27 gio sau khi udng.

— Cac bién chirng khac: Tiéu co van, ha duong mau, tang than nhiét...

e Xét nghiém - Hién hay dung Que th(* ma tly téng hop 4 chan phat hién chinh xac

cung ldc nhiéu nhdm ma tuy:

— Cdch lam: Nhing dau que th(r cé miii tén vao coc nudc tiéu (chi nhing ngap dén
vach c6 mii tén) dém tir 1 dén 30 thi bd ra ddt que thr trén mat phang nam
ngang tir 3 - 5 phut, chd cho dén khi cac vach dd xuat hién. Doc két qua thir trong
5 phut: K&t qud Am tinh (khdng s dung ma tdy) néu trong 6 két qua xuat hién 2
vach do. Két qua Duong tinh (cé s&r dung ma tdy) néu trong 6 két qua chi xuat hién
1 vach doé.

—  Pocchidntheoth®ty 1, 2, 3,4 dém tlr trdi sang phai:
Chéan s6 1: MET - Methamphetamin (Ma tiy da) IN™ o
Chan s6 2: THC (Can sa - Tai ma) ol '1 1 1

Chan s8 3: MDMA (Nhém thuéc lac....) g "N Y oz
Chan s6 4: MOP - Heroin, Morphine ' - ,, 1

i ban: 60.000 VND/C
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e Diéu tri

—  H6i strc hé hap:

+

+

D4t NKQ néu cé chi dinh. Dung 6xy va c6 thé phai thd PEEP.

Digitalis va loi tiéu khdong cd nhiéu tdc dung vi 1a phu phéi cap ton thuong.

— Dung thudc déi khang vai opioid:

+

+

Naloxon: cé tac dung rat dic hiéu, nhung can can than khi dung cho nguoi
nghién vi lam hdi chirng cai xuat hién nhanh, manh, gy tai bién tim mach.

Nén bt dau tir liéu thap: 0,4 mg truyén cham vao tinh mach. Sau 1-2 phut
nhip thd tang, néu huyét ap thap sé trd vé binh thudong, bénh nhan tinh dan.
Néu khdng thay tdc dung, dung liéu bd sung. Thoi gian tac dung phu thudc
vao liéu dung, thwong 1a tir 1 dén 4 gid. Tac dung d6i khang cda naloxon
nhiéu khi lai "qua méc": hdé hdp nhanh hon binh thuwong, thuong than gidi
phong catecholamin gy tdng huyét ap, tang nhip tim, loan nhip tim, phu
phoi.

Dang thuéc: Naloxon (Narcan) 6ng tiém 0,4- 1,0 mg/ml.

—  H6i strc tim mach:

+

+

+

Theo doi lién tuc dién tim.
Dung van mach cho cac bénh nhan tut HA.

Theo ddi sat tdng gdnh thé tich, chd y ddnh gid lwong dich vao va ra. Khéng
truyén nhiéu dich & bénh nhan phu phéi.
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2. Quen thudc (tolerance)

Khi dung morphin hodc opioid nhiéu lan vai liéu diéu tri
thi hiéu qua s& gidm dan, doi hoi phai dung tang liéu mai
gitt dwgc hiéu qud nhu ban dau. Hién twong nay goi la
quen thudc. Néu dung liéu cao, v&i khodng cach ngan,
quen thudc s& xuat hién nhanh. Dé lam gidm thiéu su
quen thudc, phai dung liéu thap va khoang cach gitra cac
lan dung thudc dai hon. Su quen thuéc thuong xdy ra
nhanh vé&i tac dung giam dau, sang khoai va &rc ché ho
hap.

Vi ngudi khdng quen thuéc, liéu 60 mg morphin cd thé
lam ngirng hé hap; nhwng véi ngudi quen thudc, liéu 2000
mg dung trong khoang 2- 3 gi®& van chuwa gay dau hiéu trc
ché hé hap cé y nghia.

Tac dung sang khoai va (rc ché hod hap sé trd lai vai ngay
sau khi ngirng thudc, nhung tadc dung gay non thi phai
nhiéu thang sau. T6c dd xuat hién va mat di cling nhuw murc
dd quen thubc cé khac nhau giira cac thubc trong nhdm
opioid: methadon lau quen va m&c do cling thap hon so
v@i morphin. Tuy nhién, cé hién twong quen chéo gilra cac
thudc opioid
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3. Nghién thudc & hdi chirng cai thudc

Nghién thuéc hay phu thudc vao thuéc con phan l[am hai loai:
+ Phu thudc sinh ly (physiologic dependence)
+ Phu thudc tam ly (psychologic dependence).

Phu thudc sinh ly :

+ Ludn di theo su quen thuéc do dung nhac lai thuéc nhém opioid. Khi ngirng

thu6c dot ngdt sé xay ra hoi chirng cai thuéc, phan anh cac triéu chirng nguoc
lai qua mrc cla cac tac dung clia morphin

H6i chirng thi€u thudc (cai thudc/opioid withdrawal syndrome - OWS), géom:
chay nuwdc mat, nwdc mii, ngap, &n lanh, néi da ga, thd nhanh, sét, gidn dong
t&, di cam, dau co, dau xwong (cam giac doi bo), ndn, tiéu chay, vat va, hanh vi
thu dich. Khi dung thuéc, moi triéu chirng déu ngirng ngay.

Triéu chirng cai thudong bat dau xuat hién vao 6 - 10 gid sau liéu thudc cudi
cung; manh nhat sau 36 - 48 gi® roi gidm dan. Sau 5 ngay, phan |&n cac dau
hiéu déu mat, nhuwng mot sé triéu chirng cd thé ton tai tdi hang thang tuy theo
tirng nguoi (ngap, dau co, mat ngd). V&i meperidin (t/2 = 3-4 gi®), triéu chirng
cai manh nhat chi trong vong 24 gio, trong khi véi methadon (t/2 = 27 gio) la
vai ngay. Vi vay, methadon duoc dung lam thubc cai nghién thay thé heroin.

Phu thudc tam ly:

+ Thuwong la do cac thudc opioid cé tac dung giam dau gdy ra tinh trang sang

khodi, tho o, lanh dam, an than, nhat la khi dung theo dudng tiém tinh mach.
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Nguyén nhan & Co ché& nghién opioid:

+ Hai nguyén nhén chinh: (1) 13 do céc thu thé Mu-opioid (Mu-opioid receptors -

MORs) déng vai tro diéu ti€t quan trong trong mach tudng thuwdng, qua do
opioid phat huy tac dung bd ich va khodi lac cha ching (diéu nay khoi mao va
thdc giuc ngudi s&r dung ma tuy lién tuc theo dudi cdm gidc hung phan do ma tay
mang lai); (2) va do sy xudt hién cla cac triéu ching cai nghién (opioid
withdrawal syndrome - OWS), gdbm cac triéu chirng dau nhtrc, co that co, dau
quan bung, budén ndn, ndn, tiéu chdy, khd chiu, mat ngd, nhip tim nhanh, chdy
nuwdc mat, d6 mod hoi va chay mau cam (nhiéu bénh nhan cudi cung khéng thé
chiu dwng dwoc qua trinh cai nghién, dan dén tai nghién opioid).

Co ché co ban (underlying mechanism): hiéu &ng twdng thwdng qua trung gian
MOR va hdi chirng cai nghién cé tdm quan trong séng con dé hiéu ban chat cua
nghién opioid va cling cung cap co s& ly thuyét cho viéc nhdm muc tiéu MORs dé
diéu tri nghién ma tuy.

Mach twong thuong: Nghién ma tdy thuong la mét qua trinh theo giai doan,
trong d6 ban dau nguoi s&r dung ma tuy cé phan rng kich thich hodc hung phan
v3i thudc, nhung sau khi s&r dung nhiéu [an, ho phat trién cac hanh vi tim kiém va
sir dung ma tdy. Ma tdy bi lam dung thuong kich hoat mach tuédng thuwdng cia
ndo, dong mot vai trd quan trong trong viéc diéu chinh hanh vi theo chd nghia
khodi lac va bat dau nghién. Cac vuing n3o va hat nhan tham gia vao mach twéng
thudng va céc hiéu rng khen thuwdng qua trung gian MORs dugc phan bd rong rai
trong hé than kinh trung uwong...
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+ HGi ching cai nghién (OWS): mdt khia canh khéng thé thiéu khac cha nghién
opioid 1a OWS, thudng dan dén that bai trong nd lwc cai nghién opioid va cling ¢
hanh vi nghién. OWS va su phu thudc opioid chi yéu duoc cho 1a do nhirng thay
ddi trong locus coeruleus (LC), duwgc diéu hda bdi sw hoat héa man tinh cda
MORs / Hinh minh hoa). Phan I&n céc té bao than kinh trong LC la té bao than kinh
adrenergic hodc té€ bao than kinh chira norepinephrine (NA). Khi morphin duwgc st
dung lau dai, sy thich &ng cla té bao than kinh LC adrenergic dan dén binh thudng
héa m&rc cAMP ndi bao. Khi ngirng cung cdp morphin, tdc dung &c ché cla
morphin d6i véi AC giam di, dan dén viéc san xuat du thira cAMP va giai phéng
NA, gy ra hdi chirng cai morphin, bao gobm cac triéu chirng dau nhirc, co that co,
lo Iang, v.v

Acute morphine exposure — Chronic morphine exposure — Abrupt morphine withdrawal

o
Morphinee © Morphinee © &
o OO
e° °°
I‘i}"ﬂ MORs ﬁ[mﬂ MORs ﬁm MORs
AC AC AC
& = Cellular — k Cellular
L. k adaption X adaption
o 1::‘ ‘ O‘. O«
cAMP} cAMPY— CAMP4 —
LC adrenergic neurons LC adrenergic neurons LC adrenergic neurons
U U 1
NAJ NA Nat
< Normal level ~ Normal level > Normal level
U v U
Acute morphine Opioid withdrawal
exposure symptoms syndrome
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4. Ma tiy & 'dai dich' nghién opioid OPIOID
EPIDEMI

ao®Pa

a. Khdi niém e

Ma tdy, ma dai dién dién hinh la thuéc phién, da xuat hién tir rat 1au trwdc day. Hon
6000 ndm trudc day, thudc phién d3 duoc ngudi Somai & tay A sir dung, ngudi ta
d3 biét duwoc nhirtng khodi cdm va sy thodi mai hét sirc ma thudc phién mang lai khi
dung. O thoi ky nay, ngudi ta mdi chi chd trong dén nhitng khodi cdm, nhirng tac
dung trong chita b&nh ma thudc phién mang lai ch&t chwa chid y t&i mat trai cla nd,
dé la tac dung gay nghién kho cai

Theo khai niém khoa hoc: Ma tudy |3 cac chat cé ngudn géc ty nhién (morphin...);
ban téng hop (heroin duwgc ban téng hop tr morphin) hay téng hop
(amphetamine). Nhitng chat nay khi dwa vao co thé song s cé tac dung Ién than
kinh trung wong gay cam giac nhu giam dau, hwng phan hay cam thay dé chiu... ma
khi dung nhiéu Ian thi sé& phai si dung lai nd néu khong sé rat khé chiu, dé la tac
dung gay nghién va rat kho cai.

Vao ndm 2019, gan 50.000 ngudi & Hoa Ky da chét vi s&r dung qua liéu opioid. Viéc
lam dung va nghién opioid — bao gobm thuéc gidm dau theo toa, heroin va opioid
téng hop nhu fentanyl — [a mot cude khing hoang qudc gia nghiém trong anh
hudng dén sirc khoé cong dong cling nhu phic loi x3 hdi va kinh té. FDA udc tinh
rang tong "ganh ndng kinh t&" cla viéc lam dung opioid theo toa chi tinh riéng &
Hoa Ky 1a 78,5 ty dd la m&i nam, bao gdbm chi phi chdm sdc strc khde, gidm nang
suat, diéu tri nghién va lién quan dén tu phap hinh su.
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b. Phdén logi - Dya theo ngudn géc san sinh thi cac chat ma tdy gém co:

Ma tuy tw nhién

+ Vi du thudc phién, can sa... Pay la cac chat ma tuy cé san trong ty nhién, I3
nhirng ancaloit ciia mét s6 loai thye vat nhu: thudc phién, can sa, coca...

+ Nguon goc:
* Tir nhya cdy thudc phién (cay anh tdc, anh t& tdc, nha phién...), cé trong &
12 tinh mién nui phia Bac Viét Nam
* Tlr 14, hoa, qua cdy can sa (con goi la bo da, cay gai dau) duoc trong & mot
s tinh gidp ranh bién gidi Viét Nam — Campuchia va & Tay Nguyén
* Tir 14 cdy coca, ché ra chat cathinone, cé nhiéu & Nam My
Ma tuy ban téng hop
+ Vi du nhu heroin
Ma tudy téng hop
+ Ngudn gbc: Cac loai ma tdy tong hop tr hda chat doc hai thudc nhém
amphetamin, ketamin, methamphetamin...
+ Ddc lwe: Cac chat ma tdy téng hop thuwdng doc hai hon thudc phién 500 lan. Dya
theo tac dong 1am sang tdi tam sinh ly nguoi st dung
+ Cac dang: ectasy, ma tuy da (hay la crystal meth), Lysergic acid diethylamide
(vién gidy, bua ludi), banh luoi, cd My

58



c. Khai niém vé 'Ma tuy’

Cho dén nay, trén thé gidi khdng cé mét khai niém théng nhat vé “ma tay”. Cong wéc
théng nhéat vé cac chat ma tiy ndm 1961 (goi tat [a Cong wéc 1961) khong dwa ra khai
niém “chat ma tdy” ma thay vao dé ap dung phwong phap liét ké dé xac dinh truc tiép
danh muc cac chat ma tay bi kiém soat.

Theo quy dinh clGa phap luat Viét Nam, tai khodn 2, khoadn 3, khoan 5 Diéu 2 luat phong
chéng ma tay hop nhat sé 13/VBHN-VPQH ctia Quéc hdi nwéc Cong hoa xa hdi chi
nghia Viét Nam thong qua ngay 23/7/2013 thi cac khai niém dwoc dinh nghia nhw sau:

+

Chét ma tay 1a cac chéat gay nghién, chat hwéng than dwoc quy dinh trong cac danh
muc do Chinh pha ban hanh.

Chét gay nghién 1a chat kich thich hoadc (rc ché than kinh, dé gay tinh trang nghién
dbi véi ngudi st dung.

Chét hwdng than 1a chét kich thich, tc ché than kinh hoac gay 4o giac, néu st dung
nhiéu lan c6 thé dan t&i tinh trang nghién.

Tién chét 1a cac hda chat khong thé thiéu dwoc trong qua trinh diéu ché, san xuét
chat ma tay, dwoc quy dinh trong danh muc do Chinh phi ban hanh.

Ngwdi nghién ma tay 1a ngudi st dung chat ma tay, thube gay nghién, thubc huéng
than va bj & thudc vao cac chét nay.

Con thudc gay nghién, thubc hwéng than 1a cac loai thube chiva bénh dwoc quy dinh
trong cac danh muc do B6 y té ban hanh.
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— Phan loai chat huéng than (Psychoactives), gdom cac nhém sau:

+ + + + +

Anxiolytics - Chat binh than (gitp binh finh, gidm lo du, hdi hdp)
Euphoriants - Chat gy hung phan (VD: MDMA, MDA...)

Stimulants — Chat kich thich (VD: amphetamine, caffeine, cocaine, nicotine)
Depressants — Chat giam dau (VD: thuéc phién)

Hallucinogens

- Theo Céng udc 1961, Viét Nam ciing dua ra danh séch cac chat ma tdy va tién chat,
duoc chia lam 4 danh muc:

+

+

Danh muc |: Cac chat ma tdy tuyét déi cAm sir dung trong y hoc va d&i séng xa hoi;
viéc str dung cac chat nay trong phan tich, kiém nghiém, nghién ctru khoa hoc, diéu
tra t&i pham theo quy dinh dac biét clia co quan cé tham quyén. LSD, DMT,
mescaline, MDMA, MDA, heroin, ... nam trong danh muc nay.

Danh muc Il: Cac chat ma tly duwoc dung han ché trong phan tich, kiém nghiém,
nghién ctru khoa hoc, diéu tra tdi pham hodc trong [inh vurc y té theo quy dinh cla
co quan cé tham quyén. Trong danh muc nay cé 2C-B, amphetamine, cocain,
codein, morphine...

Danh muc lll: Cac chat huéng than dugc dung trong phan tich, kiém nghiém,
nghién clru khoa hoc, diéu tra tdi pham hodc trong linh vuc y té theo quy dinh cla
co quan cé tham quyén. Trong danh muc nay c6 Diazepam va Ketamine.

Danh muc IV: C4c tién chat.
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d. Ché tai Phdp ludt
e Theo Bd luat hinh sy, m&rc phat tdi thiéu cho Tdi tang trit, vAn chuyén, mua ban trai
phép hodc chiém doat chat ma tly [a 7 ndm tu, d6i vdi cac lvong ma tay dudi day
(trich doan)
g) Nhua thudc phién, nhya can sa hodc cao cdca cé trong luong tir ndm tram gam
dén dudi mét kildgam;
h) Hérdin hodc cdcain co trong lwgng tlr nam gam dén dudi ba muoi gam;
i) L4, hoa, qua cdy can sa hodc |4 cdy cdca co trong lvong tir mudi kilbgam dén dudi
hai muwoi lam kilogam;
k) Qua thudc phién khé cé trong lvgng tir nam muoi kilbgam dén duwdi hai tram
kildgam;
) Qua thudc phién tuoi cé trong lvong tr muoi kildgam dén dudi ndm muoi
kildgam;
m) Cac chat ma tuy khac & thé ran cé trong lvong tir hai muoi gam dén duwdi mot
tram gam;
n) Cac chat ma tuy khac & thé 1ong tlir mot tram mililit d&€n dwdi hai trdm ndm muoi
mililit;



« V&i lwgng ma tdy it hon, theo Théng tw lién tich s6 17/2007/TTLT-BCA-VKSNDTC-
TANDTC-BTP ngay 24 thang 12 nam 2007 thi sé khdng coi la tdi pham hinh su:

3.6. Nguoi nao tang trir, van chuyén trai phép hodc chiém doat chat ma tay véi sb lwong
sau day khéng nham muc dich mua ban hay san xuat trai phép chat ma tiy khac thi ap
dung khodn 4 Diéu 8 BLHS, theo dé khang truy ctru trach nhiém hinh sw nhwng phai bj xd
ly hanh chinh:

a) Nhya thubc phién, nhya can sa hodc cao coca cod trong lvong duwdi mét gam;

b) Héréin hodc cdcain c6 trong lwong dwdi khdng phdy mot gam:;

c) L&, hoa, qua cay can sa hoac la cay cdca cé trong lwong dudi mot kildbgam;

d) Qua thubc phién khé c6 trong lwong dwdi nam kildgam;

d) Qua thubc phién twoi cé trong lwong dwdi mét kildgam:;

e) Cac chat ma tuy khac & thé rén co trong lwong duwdi modt gam;

g) Céac chat ma tay khac & thé 16ng tir muoi mililit tré xudng.
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e. D4u hiéu thwong gap & cdc ngwdi nghién ma tay:

1.
2.

10.

Thay dbi bat thworng gidr gidc sinh hoat: thirc khuya, dém it ngd, ngl ngay...

Hay tu tap, di lai v&i nhirng nguwdi khdng co cdng an viéc lam, khdéng lao dong, khéng
hoc hanh, hay choi than vé&i nguwdi nghién ma tuy.

bi lai c6 quy luat, moi ngay ct dén mot gi& nhat dinh nao dé du cé dang ban viéc gi
cting tim cach kiém co de "di".

Thich & mét minh, it hodc ngai tiép xic véi moi nguwdi (k& ca ngudi than trong gia
dinh).

Tam trang thwong lo lang, bén chén, déi khi ndi nhiéu, noéi dbi, hay cé biéu hién chéng
dbi, cau gat.

Hay ngap vat, nguoi Itr dir, mét m(’)i,‘lu’di lao dong, khéng cham lo vé sinh ca nhan,
thwdng tron hoc, lwc hoc giam sut, ngoi hoc hay ngu ga ngu gat.

Nhu cau tiéu tién ngay mot nhleu thwéng xuyén xin tién, hay ban dd dac ca nhan va
cta gia dinh, no nan nhiéu, &n cp vat.

Tui quan, ao, cap sach, phong ¢ thucmg coO nhiéu th&r nhuw: giéy bac, thudc 14, keo cao
su, bat Itra ga, bom xi lanh, kim tiém, ong thuoc,..

Co d4u kim tiém trén ‘mach mau & mu ban tay, cb tay, méat trén khiy tay, mat trong
mat ca chan, ben, & co.

Boi voi nguoi da nghién nang, ngoai cac dau hiéu trén con biéu hién: strc khde giam
sut ro rét; thwdng xuyén ngap vat; mat | d&, da tai, méi tham, co thé héi ham, it tam
giat, an mac luém thudém.
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f. Tdc dung phu ctia ma tdy (v&i mét sé6 ma tuy thuong gap)

DPéi v&i hé ho hap: e ché hd hap, nhét Ia khi dung qua liéu. Nhiéu trwdng hop ngung
thé néu khéng cap ctru kip thdi sé dan dén tlr vong, déi khi ngwng thd rat dét ngot do
cdy bao heroin duéi da dé thudc phong thich tw tlr, nhwng bao thubc dot nhién v& va
phong thich qua nhiéu gay ngd déc. Co thé gay phu phdi cap, tran khi mang phéi, tran
khi trung that, xuat huyét phé nang, viém tiéu phé quan tac nghén, viém phdi, con hen
phé quan...

Péi v&i hé tim mach: Cac chat ma tuy sé kich thich lam tang nhip tim, anh hwéng truc
tiép 1&n tim, gay co that mach vanh cé thé tao nén con dau that nguc, ndng hon cé thé
gay nhdi mau co tim. Chung cling 1a nguyén nhan cia céac rdi loan nhip de doa tinh
mang nguw®i dung ma tay. Ngoai ra con gay nén tinh trang co mach lam tang huyét ap.

DPéi v&i hé than kinh: Ngoai tac dung kich thich than kinh giai doan dau gay hung
phan, sang khodi, 1& thudc thubc..., cling c6 thé gay cac tai bién nhuw: co giat, xuét
huyét dwéi nhén, dét qui...

Déi véi hé sinh duc: O ngwdi nghién ma tay, kha nang tinh duc bj suy gidm mot cach
rd rét, va hau qua nay van ton tai sau khi ngwng dung thuéc mét thdi gian kha lau. O
nhi*rng nam gi¢i dung ma tuy trong thoi gian dai sé bi ching vu to (gynecomastia) va
bat lwc. Con & phu niv sé bj rdi loan chu ky kinh nguyét, rong kinh, tang tiét sira bét
thwdng va vo sinh.

Ngoai ra, ngudi dung ma tdy con phai chiu nhirng tac hai khac nhw: hoai ti té bao
gan, ao thinh, ao thi...
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g. Cai nghién ma tay

La viéc ap dung cac hoat ddng diéu tri, tw van, hoc tap, lao ddng, rén luyén nham gitp
cho nguw®i nghién ma tay phuc hdi vé strc khde, nhan thire, tdm ly va hanh vi, nhan cach
dé tr& vé tinh trang binh thuwong.

Theo Khoén 4 Diéu 1 Luat stra dbi, bd sung mot sb diéu cha Luat Phong chéng ma tuy
nam 2008, thi co cac bién phap va hinh thirc cai nghién ma tuy nhw sau:

1. Céac bién phap cai nghién ma tuy bao goém:

a)
b)

Cai nghién ma tuy tw nguyén;

Cai nghién ma tay bat buédc.

2. Cac hinh thirc cai nghién ma tuy bao gém:

a)

b)

Cai nghién ma tuy tai gia dinh; thwc hién theo Piéu 8, 9 Nghi dinh sb
94/2010/ND-CP ngay 09/9/2010 quy dinh vé tb chirc cai nghién ma tay tai
gia dinh...

Cai nghién ma tuy tai cong doéng; thwe hién theo Diéu 16, 17 Nghi dinh s
94/2010/ND-CP ngay 09/9/2010 quy dinh vé tb chirc cai nghién ma tay tai
cong dong...

Cai nghién ma tuy tai co s& cai nghién”; thwc hién theo Khoan 1, 2 Diéu 1
Nghi dinh s& 136/ND-CP ngay 09/9/2016 clGia Chinh phu sra dbi, bé sung
mot sb diéu cha Nghi dinh sb 211/2013/ND-CP ngay 30/12/2013 clGa Chinh
phi quy dinh ché dé ap dung bién phap x& ly hanh chinh dwa vao co sé cai
nghién bat buéc...
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Céc chién lvoc dwoc ly hién tai dé gidi quyét nghién va Ié thudc opioid chi yéu co thé
dwoc phan loai thanh cac loai sau:

(1) liéu phap cai nghién bang cach st dung cac chat déi khang opioid;

(2) diéu tri thay thé opioid bang cach sir dung chat chi van MORs tac dung lau hon voi
it tic dung hwng phan hon (methadone va BUP, v.v.);

(3) lieu phap khoéng opioid, nghia la, chat chi van thu thé a2-adrenergic clonidine va
lofexidine

MORs antagonists
Detoxification =~ Naloxone
a2-adrenergic . Naltrexone
receptor agonists /
Clonidine | Non-opioid therapies
| Lofexidine ‘ Methadone
- B R S =" Substitution Buprenorphine
Suboxone
\ , RBP-6000

Opioid agonists with
less euphoric effects
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