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LGOI NOI PAU

Cac thuéc giam dau - chéng viém 1a nhiing thuéc rat thuong
dugce dung trong diéu tri. Tuy nhién, cac tidc dung khéng mong
muén va doc tinh lai hay gap, va nhiéu khi 14 rat ning nhu xuat
huyét tiéu hoéa, lodng xuong, gy xuong tu phat, teo cd, suy
tay... Trong cac thudc nay c¢6 nhém thude loai thude phién dude
xép vao "Thudc bang A, gdy nghién".

Thi truong thudc hién nay c6 rat nhiéu loai thudc giam dau-
chéng viém, do chua dudc quan ly t6t nén da cé nhiéu tai bién
dang tiéc xay ra.

Chung téi viét quyén sach nay nham giéi thiéu mét cach hé
thong cac tac dung dudc 1y va doc tinh caa loai thudc trén, mong
cung cap cho cac bac sy diéu tri va nhiing ngudi dung thudc cac
théng tin can thiét dé st dung thudc dude an toan- hop ly.

Tuy da c6 gang rat nhiéu, nhung chic chin rang cuén sach
con c¢6 nhiing thiéu sét. Tac gia rat mong nhan dudge cac y kién
bé khuyét cia ngudi doc dé stia chita cho nhiing 1an in sau.

Ha N¢i, thang 6, nam 2003
Tac gia
GS.TS. Pao Van Phan
Nguyén chd nhiém B$ mén Dugc ly
Truong Pai hoc Y Ha Noi
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DAU VA CAC PEPTID OPIOID NOI SINH

bAU

1. Dinh nghia

Dau 12 mét cam giac dic biét rdt khé dinh nghia. Hoi
nghién ctiu dau quéc té dinh nghia "dau la mot cam gide hodc
xtic cdm khé chiu két hop vdi ton thuong mé hoc hién dién hodc
tiém én, hode dwge mo td nhu cé ton thuong” (Merskey, 1986).

Khong c6 nghiém phap than kinh ho#c sinh héa dé do
ludng, lugng gia dude dau. Thay thudc thuong nghe ngusi bénh
tu mé ta vé dau cua minh vi 12 cam giac chu quan phu thudc
vao tling nguoi.

2. Phan loai dau

Cé6 nhiéu cach phan loai dau
2.1. Theo soi than kinh dan truyén, dau dugc chia lam hai loai:

— Pau "nhanh" ("fast" pain): dau nhéi, manh, khu trq,
duge dan truyén theo cac sgi cam giac As (la s¢i than
kinh c6 dudng kinh ti 2- 5 um, c6 vo myelin, téc dd
truyén 12- 30 m/sec).

— Pau "cham" ("slow" pain): dau 4m 1, lan toa, gy cam giac
kho chiu, dude truyén theo sgi C (c6 duong kinh 0,4- 1,2 um,
khéng c6 vo myelin, téc do truyén 0,5- 2m/sec).

2.2. Theo thoi gian xuét hién va duy tri, c6 dau cdp tinh va dau
man tinh.

Pau cdp tinh thudng xay ra véi hé than kinh con nguyén
ven. Nguyén nhan do ch4n thuong, phiu thuat, bénh ly c4p.



Dau c4p tinh thuong giy cac ddu hiéu ctia hé than kinh
thuc vat nhu ting huyét ap, nhip tim nhanh, co mach, va mo
hot. tho gap. co that co, tang bai tiét dich tiéu héa, giam nhu
dong ruot, bi dai. Khi lanh vét thuong hoac khoi bénh thi dau
cang hét.

Néu dau cap tinh nang, ton tai trong mot thoi gian dai thi
tro thanh dau man tinh. Pudc coi 1a man tinh khi dau vugt qua
thoi gian khoi bénh hodc kéo dai trén 3 thang (Merskey, 1986).

Dau cdp tinh va dau man tinh c6 thé cung ton tai, nghia la
trén nén dau man tinh, c¢6 nhiing dgt, nhitng con dau cap tinh.
Trong trang thai dau man tinh, ciing thuong xuat hién nhiing
r6i loan cia hé than kinh thuc vat nhu mat nga, mat khau vi,
dé bi kich thich, giam van dong, tram cam...

Dau do ung thu c6 thé la dau cip, dau man, hoic trang thai
trung gian.

2.3. Theo mut do khu trd, con phan biét dau néng va dau sau.

Khac v6i dau néng chi tén tai trén bé mat, dau sau khu trd
khéng r6 rang va thudng kém theo buén nén, va mé héi, thay
do1 huyét ap.

2.4. VEé bénh ly, c6 thé chia hai loai: dau do viém, sau mé va dau
do than kinh.

— Dau do viém: rat nhiéu chat trung gian héa hoc duge
sinh ra, hién da xac dinh téi 20 chat va chinh né lai duy
tri qua trinh viém:

+ T& bao mau va cac mé bi tén thuong giai phéng
histamin. gerotonin, ion HY, cac prostaglandin,
bradykinin. cac cytokin, yéu té phat trién than kinh
(Nerve Growth Factor - NGF).



+ Cac soi than kinh huéng tam tiét chat P, neurokin A,
CGRP (calcitonin gene related peptide).

+ Cac soi than kinh giao cam giai phéng noradrenalin.

Pau c6 tinh chat thuong xuyén, ngay tai noi ton thuong.
Loai dau nay thudng nhay cam véi cac thudce chéng viém
khéng steroid.

— Dau do bénh ly than kinh: gom nhiéu co ché khac nhau.
Tén thuong mét diy than kinh ngoai bién do chdn
thuong, nhiém khuin, réi loan chuyén héa, thiéu mau
din dén nhiéu ro6i loan trong viéc giai phéng cac chat
dan truyén, trong hé théng kiém tra cac théng tin dau &
trung uong than kinh: giam hé théng tc ché va tang hé
thong hoat héa cua cac t&€ bao than kinh tai tuy song, tai
d6i thi hoac vo nao vdéi cac kich thich dau. Dau lién tuc
hodc ting con va dudc mé ta theo nhiéu cach: dau 1am
ram, dau nhu gai dam, dau rat, dau nhéi, dau that...
Loai dau nay thudng it nhay cam véi cac thudc giam dau
thong thudng ké ca morphin. Tuy nhién, thuéc chéng
tram cam, chéng dong kinh lai ¢6 hiéu qua.

O ngoai bién, cac tac dung gidm dau c6 thé 1a do lam tang

ngudng nhan cam dau, dc ché trudc sinap 1am giam tiét cac trung
gian héa hoc cua dau, hoic tac dung d sau sinap giy uu cuc hoa.

Trén than kinh trung uong, cac chat din truyén than kinh
¢6 khuynh huéng giam dau la adrenalin, noradrenalin, dopamin
va dac biét 1a enkephalin. Cac chat ¢6 khuynh hudng tang dau
12 acetylcholin, serotonin va chit P (Substance P - SP).

3. Pudng dan truyén va kiém tra cam giac dau

Co6 2 duong dan truyén cam giac



3.1. Cam giac than (somatic sensory)

Ti céc thu thé (receptor) hay bd phan nhan cam dau 6 bé
mit da, cam giac sé dudc dan truyén theo soi than kinh A; va C
s siing sau tuy séng — cau tao luéi — dbi thi — vo nao.

3.2. Cam gidc tang (visceral sensory)

Trong cac tang (da day, rudt, gan, than, bang quang ...) ¢6
nhiéu loai receptor nhan cam véi ap luc, ap lyc tham thau, tac
nhan hoa hoc... do nhiing thay d6i ca nodéi moi gy nén sé dudc
din truyén theo sgi hudng tam (cac day than kinh thuc vat hoac
day so ndo tha V, VII, IX, X) — d6i thi — vé nao.

DPau tang thudng giy phan xa buén nén, nén, co c¢d bung va
lan toa theo ving tham chifu ra ngoai da: dau do co that mach
vanh thuodng lan ra mat trong canh tay trai t6i ngén tay ut; dau
da day thuong lan ra ving lung, giiia hai xudng ba vai...

Trén dudng d6, ca hai dudng dan truyén cam giac dau con
ti€p noi véi hé vién, viung dudi déi cua than kinh trung uong nén
c6 thé gay ra cac réi loan cam xic, noi tiét va phan dng cua hé
than kinh thuc vat.

T4t ca cac tén thuong & receptor nhan cam gidc dau sé dan
dén su tao thanh cac chit gy dau nhu cac prostaglandin, cac
cytokin, bradykinin, histamin, ion K*, cac chat nay c6 kha ning
hoat hoa truc ti€p receptor dau, ho#ic lam giam ngudng nhan
cam giac dau, gay dau.

TU cac receptor nhian cam giac dau 6 ngoai bién, “théng tin
dau” sé truyén dén cac ndron nhan cam giac dau d siing sau tuy
song va giai phéng ra cac chat dan truyén than kinh, chua yéu la
chat P va glutamat. Prostaglandin cua tuy séng tao thuan lgi
cho su giai phéng cac chat dan truyén nay.

Doc theo dudng dan truyén, cac “thong tin dau” con bi mot
loat su kiém tra hoa hoc bdi cac chat dc ché va cac chat tao
thuan lgi (facilitators).
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Tu than nio lai ¢6 cac qua trinh diéu bién w@e ché dau theo
duong dan truyén xuéng bang giai phéng cac morphin ndi sinh,
GABA, noradrenalin va serotonin (5HT). Prostaglandin trén tuy
song lam giam tong hop 5HT.

4. Co sd cua diéu tri giam dau
4.1. Can chan doan trudc khi diéu tri

Theo théng ké cho thay trén 3/4 s6 nguoi bénh dén kham
bénh 14 do dau. Pau c4p tinh 12 mét ddu hiéu quan trong bao
hiéu cho mét tén thuong dang ton tai hodc dang tiém an. Vi vay,
trude khi diéu tri dau, thay thudc can tim nguyén nhin gay ra
dau, néu khong, c6 thé bd qua nhing bénh 1y nguy hiém cho
ngudi bénh. Thi du: dau do sai khdp, gy xuong (ngudi cao tudi
thuong gy xuong tu phat do loing xudng), dau do viém tuy,
viém rudt thia, dau do ung thu (ung thu giy dau 6 40- 90%
truong hop tuy theo vi tri va giai doan).

4.2. Truéc khi chi dinh thudc giam dau, nén st dung ciac phuong
phap giam dau khéng dung thudc néu thay 1a thich hdp hon.

— Chuom hodc xoa bép: 1am giam dudgc kich thich dau 6
cac thu thé dau tai bé mit. Nhung khi dau do viém cip
(dung giap, bong gin), xoa bép hoic chudm néng c6 thé
lam gidn mach tai chd, 1am tidng qua trinh viém.

— Cham cidu: cham ctu c6 thé kich thich lam tiang giai
phéng morphin néi sinh trong nhiéu viing cia hé than
kinh trung uong, c6 tac dung tc ché su dan truyén va su
tiép nhan cam giac dau tai tuy song, nio giita va vo nio.

CAC PEPTID OPIOID NQI SINH

Trong co thé cé rdt nhiéu chdt trung gian héa hoc tham gia
vao dan truyén cam gidc dau hodc lam mat dau. Dé hiéu ré tdc
dung ctua thuéc giam dau, chung ta can biét dén hai chdt néi
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sinh trong co thé: mét chét cé tic dung gidm dau la cdc opioid
néi sinh (sé trinh bay sau day) va mét chdt gay viém dau manh
la cdc prostaglandin (sé trinh bay & chuong cuéi).

Tu 2000 nam trudc cong nguyén, ngusi Trung Qudc da biét
dung thudc phién. Tt nhya qua thudc phién, da tach chiét dude
hon 20 alcaloid, trong d6, morphin (do Sertiirner phéan lap dudc
va dat tén ti 1906, 14y theo tén Thin gidc mo Morpheus cua
than thoai Hy Lap) chi€ém 10%. Mai t6i nam 1973, Pert va
Snyder; Simon va Terenius méi ching minh dudc 1a trong nao
c6 cac loai thu thé (receptor) riéng cua morphin. Nam 1975,
Hughes va cong su da phén lap dudc mot peptid d trong nio cb
tac dung gidong morphin goi 1a enkephalin. Sau d6, hai loai
peptid noi sinh khéc 14n lugt dugc phan lap la dynorphin va
endorphin. Cho t6i nay, cac peptid noéi sinh c6 tac dung giong
morphin déu dugc xép vao mot trong ba ho trén va duge goi
chung 1a cac peptid opioid néi sinh (endogenous opioid peptides)
thay cho tit morphin ndi sinh (endorphin), tit nay hién nay chi
dung dé néi dén B endorphin va cac peptid opiod ¢6 chung mot
chat tién than la pro- opiomelanocortin (POMC).

1. Céc loai peptid opiod ndi sinh
Cac loai nay dugc chia 1am ba ho 16n, méi ho dudc tao ra tit

chat tién than khac nhau va phan bo khac nhau trén than kinh
trung uong.

— Cdc enkephalin: gom met- enkephalin va leu- enkephalin.
Ca hai déu la peptid c¢6 chita 5 acid amin (pentapeptid),
trong d6 4 acid amin d4u déu gidng nhau 1a Tyr- Gly- Gly-
Phe; khac nhau la acid amin thi 5 (Met hoac Leu).

— Cdc endorphin: gém alpha, beta, gamma va delta
endorphin. Cac chat nay déu duge "cit ra" tit POMC.
Ngoai ra, POMC con la chat tién thin cua vai hormon
khac nhu ACTH, melanocyte- stimulating hormone (a-
MSH) va B lipotropin (B- LPH).
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— Cadc dynorphin: dynorphin A, dynorphin B va neoendorphin,
t4t ca déu chita leu- enkephalin.
Vé cau tric, ching la cac chudi acid amin "nam" trong nhau:

s6 thit tu cde acid amin

) O [ O 91 B lipotropin
(] E————————————— 91 B endorphin
[ 87 é endorphin
- 1 [FRO—— 77 Y endorphin
() 76 a endorphin
(5] (R————— 65 enkephalin

Nhu vay, cac peptid opioid c6 tac dung sinh ly khong duge
truc tiép tong hdp ma ching dudc cic enzym "cit" ra tit cac chat
tién than.

2. Cac receptor opioid

C6 ba loai receptor da tré thanh kinh dién 1a muy (n), delta
(8) va kappa (x). Gan day (1998- 2000) méi phat hién ra mot loai
receptor méi do phat hién dudc cac peptid opioid méi duge goi la
N/ OFQ receptor, do c6 hai nhém tac gia riéng biét tim ra, mot
nhém goi peptid mdi la nociceptin (N) con nhém khac goi la
orphanin FQ (OFQ) vi peptid nay lai lam giam ngudng dau (lac
dau con dudc goi 13 receptor opioid "mé céi"- "orphan" opioid
receptor).

MG6i loai receptor cé su phan bd giai phiu riéng tai nio, tuy
song va md ngoai bién, vi vay da gdi y cho viéc nghién cttu chic
nang cua ching. Cac nghién cttu vé duge ly va hanh vi da dé
xuit viéc phan loai nho hon, nhu véi receptor p, 8, x lai ¢6 p,, p,,
8,, 8, X1, Ka, K3, nhung nghién citu vé gen con chua thay rd, dang
can duge khing dinh thém.

Bang 1 duéi diy phan loai giai phau va chiic niang cac receptor.
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Bang 1. Phan loai cac receptor opioid va tac dung

Chifc nang Receptor Téac dung
Giam dau
Trén tuy s6ng TR Giam dau
Ty s6ng TR Giam dau
Ho hap M Giam
Tiéu hoa u, X Giam nhu dong
Giéng loan tam than K Tang
An than U, K Tang
Diéu hoa hormon
Prolactin u Tang giai phong
Hormon tang trudng p va/ hodc & Tang giai phong
Chat dan truyén than kinh
Acetylcholin H Uc ché giai phong
Dopamin M Uc ché giai phong

Phan 16n cac opioid dung 6 1dm sang déu c6 tac dung chon
loc tuong doi trén receptor p, nghia la c6 tac dung gan giéng véi
morphin (vi thé mang tén receptor p).

—  Receptor muy (w

Luc dau thay c6 ai luc gan manh véi morphin nén dat tén
12 muy () (chit ddu cua morphin). Nhiéu opioid néi sinh
c6 a1 luc cao véi receptor p nhu B endorphin, dynorphin A,
enkephalin.
Tac dung: giam dau (6 tuy séng la p,, trén tuy song la p,),
tc ché ho hap (y,), tdo bén do 1am giam nhu dong rudt (u,),
co dong tu va sang khoai.

— Receptor kappa (k)
Dynorphin A la opioid néi sinh cua ;.
Tac dung: giam dau (6 tuy séng la x,, trén tuy séng la x.).
Vai tro cua k, con chua ré. Vé tam ly, khong gay sang
khoai nhu p ma giy hiéu qua bén chén, giong loan tam
than, mat dinh huéng, mat nhan cach.
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— Receptor delta ()
Opioid néi sinh cua receptor 8 1a endorphin.
Tac dung: giam dau (6 tuy séng la 8,, manh hon §, trén tuy
song). Cac tac dung khac con chua dugc ro6.
Cac thudc tac dung trén mét loai receptor opioid khi dung
liéu cao déu tac dung sang ca receptor khac.

Dan truyén Diéu bién

Vé nao

Nao trung gian

Hinh 1. Cac vi tri dudc coi la noi tac dung clta thube giam dau loai
morphin (mau sam)

Bén trai: Dudng dan truyén dau tif ngoai bién Ién trung uong:
A: Tac dung cla opioid truc tiép lén md viém
B: Uc ché tai tuy séng (sing sau)
C: Uc ché tai déi thi

Bén phai: Tac dung clia opioid I&én cac noron diéu bién dau:
D: Nao gilfa (chat xam quanh cau nao)
E: Tuy séng (vung md va vung bung)
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C4 ba loai receptor déu c6 rat nhiéu ¢ siing sau tuy song (vi
tri B trong hinh 1). Vi vay, khi tiém céc opioid vao tuy song sé
¢6 tac dung gay té viung véi liéu thdp va tranh dude tac dung
buén nén, nén, tc ché hé hap va an than khi dung theo duong
toan than.

Nhiéu ving trong than kinh trung uong, trén dudng dan
truyén cam giac dau c6 nhiéu receptor opioid la: déi thi, chat
xam quanh cau nao, nio gitda (hinh 1).

Ngusi ta con tim thay cac receptor nay trong vung chi phéi
hanh vi (hanh nhan, héi hai ma, nhan luc, vé nio), vang diéu hoa
hé than kinh thuc vat (hanh nio) va chitc phan néi tiét (161 gita).

Ngoai ra, 6 ngoai bién con thay & tuy thugng than, dam réi
than kinh tang, tuyén ngoai tiét da day- ruét.
3. Co ché tac dung sinh ly cua cac peptid opioid

Cac receptor opioid gin véi protein G, vi vay cé tac dong
trén cac kénh ion cua té bao than kinh.

— Déng kénh calci hoat dong bang dién thé tai dau tan
cung than kinh trudc sinap, do d6 lam giam giai phéng
chat dan truyén than kinh.

— Hoat héa kénh K*, lam md kénh K* vao té bao va gay uu
cuc héa, vi vay, tc ché dan truyén sau sinap (hinh 2).

— R4t nhiéu chat dan truyén than kinh tham gia vao hé
thong nhan va truyén cam giac dau:

+ DAy than kinh séng: chat P, enkephalin, serotonin.

+ Tuy sdng, hanh tuy, nio giia, hé thong ludi hoat hoa
¢6 cac hé phan tUng véi serotonin, adrenalin,
acetylcholin va dopamin.

Thudc loai adrenergic nhu adrenalin, amphetamin, decpamin
c6 tac dung giam dau; con acetylcholin, serotonin lai 1am tang dau.
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Tan cung | . Receptor u, 8, x
trudc sinap{ . Déng kénh Ca"
. { giai phéng chat
dan truyén

Enkephalin

O
[

/.\ = B6i thi

Y

~ - . Receptor p
ChatpP Noron sau sinap { . Bong kénh K*
. Uu cuc hoa
4 dan truyén

Hinh 2. Pudng dan truyén dau va vi tri tac ddng clia
opioid tai tuy séng

PHAN LOAI CAC THUGC GIAM DAU

Cac thuéc giam dau dudgc chi dinh trong cac trudng hop dau
cap tinh (dau sau md, dau do chan thuong, do viém cép...) va
dau man tinh (dau do viém xuong khép, do ung thu...). Cac
thuéc dudc chia thanh 3 nhém 16n.

— Thudc giam dau loai morphin.

— Thudc giam dau khéng phai loai morphin nhu paracetamol
va thudc chéng viém khéng phai steroid (CVKS).

— Thudc giam dau hé trg: 1a nhiing thudc khéng duge xép
loai theo truyén théng la giam dau, nhung hién thiay c6
tac dung lam tang hiéu qua giam dau cua thuéc loai
morphin va thuéc CVKS, hoidc 1am giam nhe cac tac
dung khong mong muén cua cac thudc trén. D6 1a mét s6
thuéc huéng than nhu thuéc chéng trdm cam, thuéc
chéng déng kinh.
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Trén dudng dan truyén cam giac dau, tif cac receptor ngoai
bién dén voé ndo, c6 thé dung cac thude tac dung vao cac khau
khac nhau dé cat dit dan truyén 1am mat dau (hinh 3).

Thuéc loai
morphin

Vénéo < ............... Thuo/cme.
SR

Chat xa4m quanh
n3o that. s Thudc loai
Hé théng uoi Dai th il morphin

Hanh tuy | Simng sau tuy séng

T

Sai cam giac &  Thudc té
Receptor nhan
Cém gIéC dau < .............. CW(S

Hinh 3. So d6 dudng dan truyén cam giac dau va vi tri tac dung
chinh cdia thuéc gidm dau

18



Ngoai trit thudc té, thudc mé, cac thudc giam dau con c6 thé
dudc phan loai theo vi tri tac dung:
— Thuéc giam dau trung uong (tac dung & tuy séng, than
nao, nao): morphin, cac opioid.
_  Thudc giam dau ngoai bién (tac dung & cac receptor va
ddy than kinh ngoai bién): aspirin, paracetamol va cac
thuéec CVKS.

_ Thuéc giam dau wvita trung uong, vita ngoai bién:
morphin dung tai ché, paracetamol, ketoprofen.

Mot nhém thuée khac ciing thudng duge dung 6 14m sang
dé giam cac con dau cdp tinh do co thét co, goi 1a thudc gian co,
doé la:

— Thuéc gian cd tron: atropin, hyosciamin, phloroglucinol.

— Thuéc gidn co van: eperison (Myonal), tolperison
(Mydocalm), baclofen (Baclosal).

Cuén sach nay chi trinh bay vé 2 nhém thudc chu yéu la
thuéc loai morphin va thudc chéng viém khéng steroid (CVKS).
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THUOC GIAM DAU LOAI MORPHIN

Thuéc giam dau loai morphin déu c6 chung mét dac tinh la
gay nghién, vi vay déu dudc xép vao "bang A, gy nghién".

1. Phan loai

Vé thuat ngit, theo Howard B va cong su (trong Goodman &
Gilman's. The pharmacological basis of therapeutics. Tenth
edition, 2001), cAn phan biét:

o Cac opioid: Bao gom tit ca cac hgp chat c6 lién quan veé tac
dung véi opium. Opium bat nguén ti chit opos cua Hy Lap la
nhua qua thuéc phién opium poppy - Papaver somniferum.

e Cac opiat 1a cac thude dan xuat tit opium (thudc phién), bao
gom sin pham thién nhién morphin, codein, thebain, va
nhiéu chat ban tdng hdp cung loai dan xuit tit cac chat trén.

e (Cac peptid opioid néi sinh (endggepous opioid peptides) la
cac peptid tu nhién trong cd thé gan duge vao cac receptor
opioid (xem phan trén).

 Endorphin duge dung dong nghia véi peptid opioid néi sinh
nhung dé chi riéng cho B- endorphin.

Cac opioid c6 tac dung giam dau lai dudc chia lam ba loai
tuy thudc vao su lién két va tac dung cia ching lén céc receptor
muy () va kappa (x) cia morphin néi sinh:

(1) Cac chit déng van giéng morphin: gin déng thdi trén ca

receptor p va k, gy hoat héa ca hai loai receptor d6 nén

c6 tdc dung giam dau manh. Thi du: morphin,
methadon, fentanyl.

2) Cac chat c6 tac dung hén hgp dong van- d6i khang véi
morphin: c6 thé gan ca trén receptor u va x, nhung trén
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K thi co tdc dung déng van kich thich nén lam giam dau,
con trén u thi lai déi khdng, thic ddy qua trinh cai
nghién thudc loai morphin do tranh ch&p, ddy cac thudc
nay ra khéi receptor p. Cac thudc c6 tac dung hén hgp
loai nay, nhu pentazocin, déu cé hiéu qud tran véi tac
dung gidm dau va dc ché hoé hap, nghia 1a dén mot liéu
nhit dinh (liéu tran) sé c6 tac dung giam dau téi da,
tang thém liéu ciing khéng tang thém hiéu qua.

(8) Cac chat c6 tac dung dong van mét phan nhu
buprenorphin chi hoat héa mét phan receptor p, khong cé
tac dung trén receptor k. Vi thé thudc loai nay ciing c6 tac
dung thic ddy nhanh qua trinh cai nghién morphin do da
thay thé mét phan morphin trén receptor p.

Nhom (2) va (3) it duode dung do tac dung giam dau khong
manh va ¢6 nhiéu tac dung khéng mong muén.

Hién nay da thdy rd rang cé ba receptor cua thudc loai
morphin trén than kinh trung uong 1a p, k va 8. C6 thé con c6
receptor sigma (c) dang xac minh. Méi receptor lai con cé hai
hodc ba phén loai p,, py, K, Ke... VA ¢6 chitc phan dude tém tit
trong bang 2:

2. Cac tac dung dugc ly cta opioid

Tdc dung giam dau

Morphin va cac opioid tc ché tit ca cac "diém chét" trén
dudng din truyén cam giac dau cia hé than kinh trung uong: tuy
séng, hanh tuy, déi thi va vé nio vi 6 d6 c6 nhiing receptor cua
opioid. Nhu vay, vi tri tac dung cua opioid chu yéu nam trong hé
than kinh trung uong. Tuy vay, ti 1988 da c6 nhiéu cong trinh
cho thdy c6 cac receptor cia morphin ¢ cA mé ngoai bién, ¢ &
khép, bach cau va dai thuc bao. Mat d6 caa cac receptor nay ting
rat nhiéu tai ca¢ mé viém hoic bi chdn thuong.
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Bang 2. Tac dung clia cac receptor

Tac dung Loai receptor  Tac dung cliachat  Tac dung cua chit
dong vén ddi khang

Giam dau

Trén tuy séng (TR Giam dau ~ Khéng c6 tac dung

Tuy séng Ky Ky, O, Giam dau Khéng cé tac dung
H6 hap W, Giam Khéng c6 tac dung
Nhu dong ruot K K Giam Khong co tac dung
Tam than K Tang hoat dong Khéng cé tac dung

Morphin 1a thudc giam dau manh, dong thoi lam giam cac
dap dng phan xa véi dau, lam mat moi lo ling, bén chén cing
thing, ngudi dung cdm thay thanh than, thu giin, sang khoai,
tham chi c6 nhiing gidc mo dep. Vi vay, thudc dé gay nghién.

Tac dung giam dau tang theo liéu, dan t6i mat linh cam va
hoén mé. Nhiéu khi ngudi dung bi tc ché ho hap trude khi mat
linh cam.

Céc tdc dung khdc cua opioid

e Uc ché& hd hép: cac opioid tac dung trén receptor p, 6 hanh
tay, lam trung tdm nay gidm nhay cam véi tac dung kich
thich cia CO, nén ca tin s§ va bién d6 ho hap déu giam.
Khi nhiém ddc, néu chi cho thd O, & ndng d4 cao c6 thé gay
ngung thd.

e Ut ché trung tam ho.

e Kich thich trung tAm nén & san néo that thd tu. Nhing
ngudi khong thay c6 tac dung nay, khi dung morphin dé bi
nghién hon.
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Gay co dong tu: do kich thich cic receptor p va k trén trung
tam day than kinh IIL Liéu déc, giy co rat manh, dong tu
chi con nhé nhu dau dinh ghim. D4y la ddu hiéu quan trong
dé chan doan phan biét véi cac nhiém doc thudc dc ché than
kinh khac. Nhung khi morphin tc ché trung tdm hé hip,
gay ngat thd thi déng ti gidn. Trong con nghién, dong tu
gian 1a d4u hiéu "thiéu" morphin.

Trén rudt: opioid lam giam nhu ddng rudt, 1am giam tiét dich
rudt (giam tiét ca dich tuy va mat), lam ting hap thu nudc va
dién giai qua thanh rudt, vi vay cé tac dung giy tao bon.

Trén cac co tron va co tron khac: opioid lam tang truong
luc, ting co bép nén c¢6 thé lam xudt hién con hen trén
ngudi c6 hen (do co khi quan), bi dai (co thit cd tron bang
quang).

Gay gian mach da (mit, ¢§, niia than trén trd nén dd) va
ngia. Mot phan cd ché cua tac dung nay 1a do opioid 1am
giai phéng histamin.

Cac tac dung trung uong khac:

Opioid va cac morphin néi sinh gdy déng tdc cung do
(catalepsia) do tac dung giao thoa véi cac receptor 6 cac
nhin xam trung uong cua hé dopaminergic va hé GABA-
ergic (hé c6 chat din truyén 12 gamma amino butyric acid).
C6 thé do kich thich receptor k 1am giai phéng dopamin.

Viung nhin luc (locus coeruleus) chda cac ndron
noradrenalin va rat nhiéu receptor véi opioid. Ving nay
c6 vai tro trong cac phan ung "bdo déng” sg¢ hai, lo au,
bén chon. Opioid ndi sinh va ngoai sinh tc ché hoat dong
cua vung nay.
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— Trén vang dudi ddi, opioid lam mdt thang bang co ché
diéu nhiét 1am than nhiét giam nhe. Tuy nhién, dung
liéu cao kéo dai giy tang nhiét.

— Tac dung ndi tiét: ngay tai vung dudi d6i, opioid izc ché’
giai phong GnRH (Gonadotropin - releasing hormone)
va CRF (corticotropin - releasing factor). Vi vay, lam
giam LH, FSH, ACTH va B endorphin.

Kich thich receptor p lam tang tiét ADH, trong khi chat chu
van cua receptor x lai 1am giam tiét ADH, gay 1¢i niéu.
3. Cac opioid thudng ding dé giam dau
3.1. Morphin va cdc dan chat

Ngoai cac tac dung chung nhu da néu trén, méi thudc do
cdu tric khac nhau nén c6 nhiing dac diém khac nhau vé mic
d6 tac dung, vé duge dong hoc va cach dung.

Bang 3 néu dic diém cau tric héa hoc cha cac opioid va
thude khéang opioid lién quan dén morphin.

Cong thirc hod hoc cua morphin
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Bang 3. C4u tric hoa hoc clia cac opioid
va thudc déi khang opioid

Géc héa hoc @ vi tri

Tén thudc
3 6 17

Morphin - OH - OH -CH;
Heroin —OCOCH; —OCOCH; - CH;,
Hydromorphon - OH =0 - CH,
Codein - OCH, —-OH - CH,
Levorphanol - OH -H — CH,
Nalorphin* - OH -OH — CH,CH = CH,
Naloxon* - OH = — CH,CH = CH,
Naltrexon* - OH = —CH, - q
Buprenorphin* - OH — OCH,4 —CH, - q
* Cac thudc khang opioid

Nhan xét:

— Vi tri 3: morphin mang nhém phenol. Néu bi acetyl héa
thi tac dung giam dau, gidy nghién giam: methyl
morphin (codein), ethyl morphin (dionin).

— Vi tri 6: morphin mang nhém rugu. Néu bi khi H thi tac
dung giam dau va doéc tinh ting, nhung thoi gian tac
dung giam: hydromorphon.

— Néu ca 2 nhém phenol va rugu déu bi acetyl héa, tac
dung giam dau va gdy nghién sé ting manh: diacetyl
morphin (heroin).
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Vi tri 17: morphin mang nhém methyl (CH,), 1a mot
trong nhiing vi tri gan vao receptor p gay tac dung giam
dau. Néu thay bang nhém allyl hoic nhém methyl
cyclopropyl sé tranh chdp va c6 tac dung dé1 khang tai
receptor p (va c6 tac dung déng van tai receptor x):
nalorphin, naloxon, naltrexon déu la cac thudc d6i khang
v6i morphin, dung chita ngé déc morphin.

3.1.1. Morphin

Morphin c¢6 ngudn géc duy nhat ti nhua qua ciy thude

phién Papaver somniferum. Cac alcaloid cuia nhya thudc phién
dugc chia thanh hai nhém: nhém mang nhin phenantren nhu
morphin (10%), codein (0,5%) c¢6 tac dung trén than kinh trung
uong va nhém mang nhan benzyl isoquinolin nhu papaverin
(1%) c6 tac dung lam gian cd tron.
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Ddc diém cdc tac dung giam dau

Morphin va cac opioid lién quan tac dung chu yéu trén than
kinh trung uong va rudt thong qua receptor muy. Liéu cao
¢6 thé tac dung 1én ca cac receptor khac. Morphin dudc coi
12 thudc chuin dé so sanh véi thudc giam dau khac.

Tac dung d6i véi dau do viém, do tén thuong manh hon
dau do than kinh va con tuy thudc vao ting ca thé. Ngoai
tac dung trung uong, morphin con lam ting ngudng cam
gidc dau ngoai bién. Morphin gin chi yéu 1én cac receptor
i va gin yéu hon vao receptor & va k & sitng sau tuy sdng.
Cac receptor p ¢6 6 cac s¢i huéng tAm nguyén phat dude
morphin hoat héa sé giam giai phéng cac trung gian héa
hoc gdy dau (nhu chit P), con 6 mang sau sinap sé gay uu
cuc héa, ngian can dan truyén.

Dugce dong hoc

Morphin hdp thu dude qua dudng uéng, nhung bi chuyén
héa nhiéu khi qua gan 1an thi nhat nén sinh kha dung chi



12 25%. Liéu udng phai gap 6 lan liéu tiém dudi da mdi co6
tac dung tuong duong. Tiém dudi da hoic tiém bap, thoi
gian khdi phat nhanh, nhung dinh tac dung ciing phai sau
30- 40 phit do thudc tan kém trong lipid, 14u thdm dugc
vao nio. Vi vay, du tiém tinh mach, dinh giam dau van la
30- 40 phiit.

Phén phéi: khoang 30% morphin gin vao protein huyét
tuong. Thuéc khéng gitt dugc 1au trong mé. Sau liéu dung
24 gig, noéng @6 thudce 6 mé rat thap. Ludng thuée vao duge
than kinh trung uong it hon so véi cac thuéc tan nhiéu
trong lipid nhu codein, heroin, methadon.

Mot lugng nhé morphin tiém ngoai mang cing hoac tiém
tuy song c6 thé gy giam dau manh trong 12- 24 gid. Tuy
nhién thuéc khuéch tan trong dich ndo tuy cé thé gy tc
ché& h6 hap manh. Véi cac thudc tan nhanh hon trong lipid
nhu hydromorphon (Dilaudid), fentanyl sé dé tham vao té&
bao than kinh nén tac dung giam dau dé khu tra hon (gay
té ving).

Chuyén héa: con dudng chinh cta chuyén héa morphin la
phan ing lién hdp véi acid glucuronic 6 ca vi tri 3 va 6.
Morphin - 6 - glucuronid manh gip 2 lan morphin nhung
vao ndo rat it vi khé tan trong lipid. Trong thuc nghiém,
tiém thing morphin - 6 - glucuronid vao ndo thit, tac
dung giam dau manh hon morphin 100 1an (Paul, 1989).
Thdi gian ban thai cia morphin 1a 2 gid, cia morphin - 6 -
glucuronid thi dai hon. Tac dung kéo dai khoang 4 gig.
Thdi tr: morphin duge thai trit qua than cha yéu duéi dang
morphin - 3 - glucuronid khong hoat tinh, rit it morphin
dudi dang khong ddi, 90% tong liéu thai qua than trong 24
gio ddu. Mot phan nhé morphin va chat chuyén héa qua ruét
dudc tai hap thu (chu ky gan- ruét). Mot lugng rat nho con
th4y trong nudc tiéu va phan sau 3- 4 ngay.
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Do da thay cac receptor ngoai bién cua morphin trong
giam dau nén da c6 nhiéu ché pham va phudng phap dinh
liéu t6i thiéu morphin dé dung cho dau man tinh (thuéc
ubng gidi phéng cham, cao dan) hoic giam dau sau mé
(truyén tinh mach dinh liéu do bénh nhén tu kiém tra).
Duc ly canh gidc, tdic dung khéng mong muén

T4o bén: gip trong 100% trudng hgp, do giam nhu dong
va giam bai tiét dich ruét.

Budn noén va non ngay tu liéu dau: 30- 60%. Co thé du
phong bing thudéc an than kinh liéu thidp nhu
haloperidol uéng 0,5- 1 mg.

An than: khoang 50% truong hop.

Cac roi loan khac: ngiia (do 1am giai phéng histamin),
toat mo héi, 14 14n, 4c méng, ao giac, bi dai.

Uc ché& hé hap. Déi khi phai dung naloxon, chat d&i
khang véi morphin tai receptor dé chéng lai: tiém tinh
mach liéu dau 0,4 mg theo déi su phuc héi ho hap.

Nhiéu yéu t6 anh hudng dén tinh nhay cam véi morphin:

+ Tré em dudi 5 tudi, hang rdo mau-nio chua trudng
thanh, ngudi c6 ton thuong hang rao mau-nio, ngudi
cao tudi: morphin dé th&m vao thin kinh trung
uong, tc ché manh trung tam hé hap.

+ Morphin va cac opioid déu bi chuyén hoa & gan.
Nhiing ngudi cé suy gan, suy than sé dé bi tich luy
thudc.

+ Nhiing ngudi c6 tén thuong chdc phan hé hip (khi
thiing phéi, tat gu veo, béo béu, cac bénh phéi) can
than trong khi dung opioid vi thuéc c ché trung tim
ho hap sé l1am mat cd ché bu tri sinh ly.



+ Nguoi hen khéng duge dung morphin vi morphin lam
giai phéng histamin sé lam nang thém con hen.
Nhung cac thuéc cudng receptor y khac nhu cac dan
xuat caa fentanyl khong 1am giai phéng histamin nén
van dung dudc.

+ Than trong véi nhiing ngudi c6 huyét ap thap hoic
thé tich tudn hoan giam vi morphin va cac thudc
tuong tu déu gay gian mach.

Dang thuéc: morphin sulfat

Vién nén: 10, 15, 30 mg.

Dung dich uéng: 10, 20, 100 mg/ 5 ml.

Vién giai phéng cham: 30, 60 mg.

Vién thuéc dan: 5, 10, 20, 30 mg.

6ng tiém: 10 mg/ml.

Morphin dung theo dudng uéng la duong dudc chon lua
cho diéu tri giam dau. O ngudi 16n, liéu dau tién thudng la
60mg/ngay, cach 12 gid uéng 1 vién 30 mg loai giai phéng
cham; ho#c cach 4 gid uéng 10 mg dang vién nén hoic
dung dich. Khi chua dat hiéu qua giam dau, c6 thé ting
liéu dan. Khéng c6 giéi han trén cho morphin khi chua cé
tac dung khong mong mudn (to bén, buén nén, md mang).
Tao bén rat thudng gép, nén cho kém thudc nhuan trang.
Khi diing dudng uéng khong con hiéu qua hoic khéng thé
udng dudce thi dung cach truyén morphin lién tuc vao duéi
da hodc tinh mach. Liéu truyén duéi da dau tién bang nia
liéu udng. C6 thé thay bing tiém dudi da cach 4 gid/ lan.
Liéu truyén tinh mach dau tién bang 1/3 liéu uéng.

Khong nén dung dudng tiém bap vi bat budc phai van
dong cho bénh nhan dang bi dau va suy nhuge. Hon niia vi
tri tiém thudng 1a vung dé bi loét.
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3.1.2. Codein

Khac v6i morphin, tic dung giam dau va tc ché hd hédp cua
codem theo dudng uong bang khoang 60% duong t1em do it bi
chuyén héa qua gan lan dau Khoang 10% liéu dung cua codem bi
khu methyl g gan aé chuyen thanh morphin, ¢6 tac dung giam
dau vi vay liéu phai gdp 10- 12 14n morphin méi c6 tac dung
giam dau tuong duong. Thdi gian tac dung kéo dai 4- 6 tiéng.

Codein c6 ai luc rat yéu véi receptor opioid, nhung cé tac
dung giam ho manh, vi vay trung tdm ho dudc coi 1a c6 receptor
riéng véi codein.

Codein dude dung 1am thuéc giam dau theo duong udng cho
cac dau nhe va trung binh. Thuong ph01 hop véi thube glam dau
khong phal steroid. Tac dung giam dau hiép dong vO1
paracetamol bing dang két hop paracetamol 300 mg va codein
30 mg c6 tac dung giam dau tudng tu 600 mg paracetamol.

Thdi gian ban thai 1a 2- 4 gid.
Vién nén: 15, 30, 60 mg.
Ong tiém: 30, 60 mg/ml.

Liéu thuong dung cho ngudi 16n 1a 15-60mg mot 1an, cach
nhau 4-6 gio.

3.1.3. Heroin (diacetylmorphin)

Trong co thé, heroin nhanh chéng bi thuy phén thanh 6 -
monoacetylmorphm (6- MAM), r6i chat nay lai bi thuy phan dé tao
ra morphm Heroin va 6-MAM tan trong hpld manh hon morphin
nh1eu vi thé thAm rat nhanh vao than kinh trung uong. Tac dung
cua heroin chinh la tac dung cua 6-MAM va ctia morphin.

Thai trit qua than duéi dang morphin tu do va lién hop.
Khéng dung trong diéu tri vi gy nghién nhanh.

3.1.4. Tramadol

Thuéc tong hdp tuong tu codein. Chat dong van véi receptor
muy nhung yéu, ai luc gan vao receptor muy chi bang 1/6000
morphin, nhung chat chuyén héa O- khi methyl (O -
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desmethyltramadol) lai ¢6 tac dung g1am dau manh hon chat
me 2- 4 lan. Ngoai ra tramadol con dc ché tai thu héi
noradrenalin va 1am giai phéng serotonin & ngon diy than kinh.

Trén dau nhe va trung binh, hiéu qu\a tuong tu morphin
hoac meperidin. Tac dung t6t véi dau do than kinh.

Sinh kha dung theo dudng udng la 70%, dudng tiém bz'ip la
100%. Thoi gian ban thai 1a 6 gid véi tramadol va 7,5 gig véi
chat chuyén héa cé hoat tinh.

Tac dung giam dau sau udéng 1 gid, manh nhit sau 2- 3 gio
va kéo dai dudgc 6 gig.
Tac dung khéng mong mudn: buén nén, nén, chéng mit, kho

miéng, an thin, nhic dau. It giy tc ché hé hap hon morphm
Dung lau giy nghlen

Liéu t61 da 1a 400 mg/ngay.
Tramadol: vién nén 50 mg; 6ng tiém 50mg.
3.1.5. Hydromorphon (Dilaudid, Sophidone)

Tac dung giam dau manh hon morphin 5- 7,5 1an, dung cho
giam dau do ung thu da khang hoac khong dung nap véi morphin.

Vién nén udng: 1, 2, 3, 4 mg. Udng 1-4mg/lan, cach nhau 4 gig.
6ng tiém: 1, 2, 3, 4, 10 mg/ml.
Thudc dan 3 mg.

3.1.6. Buprenorphin (Temgesic)

DAn xuit ban tdng hgp tu thebain, tan nhiéu trong lipid,
manh hon morphin 30- 50 lan, thai gian tac dung ciing dai hon
do gan vao receptor muy lau hon.

Buprenorphm dudc hap thu dé dang theo moi duong nong
do6 dinh trong mau dat dude 5 phiit sau khi tiém bip va 1- 2 gld
sau khi uéng hodc dat duéi ludi. Thoi gian ban thai la 3 gld
nhung tac dung lai kéo dai do thudc gin manh vao receptor; giy
co déng t manh nhat vio 6 gid sau tiém bap, con tc ché ho hap
manh nhéat 1a sau 3 gio.
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Chi dinh: dung lam thuéc giam dau. C6 thé dung nhu
methadon trong cai nghién.

Liéu dung: Buprenorphin (Buprenex) 6ng tiém 0,3 mg/ml.
Tiém tinh mach hodc tiém bép, cach 6 gic mot ong.

Liéu dat duéi 1usi 0,4- 0,8 mg.

Trong cai nghién, 6- 8 mg buprenorphin c¢6 tac dung tuong
duong 60 mg methadon.
3.2. Cdc chat téng hop mang nhan phenylpiperidin

Rz
R3 N_R1

Cong thitc hod hoc cua nhén phenylpiperidin

3.2.1. Meperidin (Pethidin)

Tac dung kich thich receptor p trén than kinh trung uodng
va rudt.

— Dic diém tac dung:

Tac dung giam dau khdi phat sau uéng 15 phut va dat
dinh sau 2 gid. Tiém dudi da hoidc tiém bap, cac thai
gian trén rut ngan dudc mot nia. Tac dung giam dau
duy tri duge 3- 5 gig.

N61 chung, meperidin hydroclorid 75- 100 mg cho theo
duong tiém c6 tac dung giam dau tudng duong 10 mg
morphin. Va véi liéu giam dau tuong duong, meperidin
c6 tac dung an than, dc ché hé hap va sang khoai manh
hon morphin. Tac dung giam dau theo dudng uéng bang
moét nua dudng tiém.

Khéc véi morphin, liéu doc meperldm gay rung giat co

va con co giat do tac dung cua chdt chuyén hoa
normeperidin.
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Bang 4.

C4u truc hda hoc cac dan chat nhan phenylpiperidin

Tén thudc R, R, R,
Meperidin —CHs ~© _ﬁOCHcha
(0]
—OH
_ R Cl
Loperamid B O
(o]
—N—C—CHLH3;
g
Fentanyl —CHz—CHZO —H
—N—C—CHLHj3;
: i
Sufentanil —CHzCHz—'/ w —CH,0OCH;,
o —N—ﬁ—CHZCHg
Alfentanil —CHZCHZ—T)J\T—CHzCHa —CH;0CH; .
N = N
—N—C—CHLCH3;
Remifentanil —CHchz—ﬁ—O—CHa _lcl_o_CH3 L'
o) (@]
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Giong morphin, tac dung dc ché& hé hap sé lam tich luy
CO, trong mau, va chinh CO, sé gay gian mach nao, lam
tang ap luc dich nio tuy.

Trén ti cung, véi liéu diéu tri, meperidin khéng lam
cham chuyén da, déi khi con lam tang nhe tan s&, bién
d6 va thai luong cua con co. Meperidin qua dudc hang
rao rau thai cho nén ngay chi véi liéu giam dau ciing da
¢6 thé c6 tac dung tc ché hé hap thai nhi. Tuy nhién, tac
dung yéu hon morphin va methadon. Naloxon d61 khang
dudc tac dung nay.

Dugc dong hoc:

H4p thu qua tiéu héa 50%, nong dd to1 da trong mau
sau 1-2 gid. Tiém bép, thoi gian nay chi 1a 45 phut.

Chuyén héa chti yéu 6 gan véi thoi gian ban thai khoang
3 gio. Gan vao protein huyét tuong 60%. Mot chat chuyén
héa quan trong 12 normeperidin c6 thai gian ban thai la
15- 20 gid nén c6 thé tich luy, gay doc nhu da néi trén.

Do meperidin c6 tdc dung khang muscarinic nén khéng
dung cho ngudi ¢6 nhip tim nhanh. Do ¢6 chit chuyén
héa doc nén hién nay khong dung cho dau man tinh,
khéng dung qua 48 gid hoic liéu cao hon 600 mg/ 24 gid.

3.2.2. Fentanyl, alfentanil, sufentanil va remifentanil
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— Fentanyl: tac dung giam dau nhanh, nhung ngin hon

morphin. Giam dau manh hon morphin 80- 100 1an (100 pg
fentanyl c6 tac dung giam dau tuong tu 10 mg morphin
hay 75mg meperidin). Vi tac dung ngin nén khéng con
dung dé giam dau sau mé, trai lai rat thuong dung dé
giam dau trong khi mé, trong gy mé va dé an than. Tuy
nhién, do c6 tac dung giy clng co (do tac dung trén hé
dopaminergic § thé van) nén dbi khi lam can trd viée dat
ong noi khi quan. Thdi gian tac dung cia thudc ngan la



do thudc dude phan phéi lai ti than kinh trung uong ra
cd va md md. Khong thé tang lidu dé kéo dai thoi gian
giam dau vi thudc sé tc ché trung tAm hé hap. Tac dung
tc ché& hb hap con dai hon tac dung giam dau vi thé doi
hoi ngudi dung cac thudc nay phai ¢6 kinh nghiém.
Sufentanil: manh hon fentanyl 10 1an, thdi gian ban thai
l1a 2- 3 gio. Thudc giy cing co nhung ¢6 thé diang cura
chéng lai.

Alfentanil: tac dung yéu hon fentanyl, nhung khdi phat
nhanh hon (1- 2 phiit) va thdi gian gidm dau ngén hon, thai
gian ban thai 1a 2 gio. Thuong diung dé khdi mé va giam
dau, duy tri gdy mé véi thude mé loai barbituric, nito oxyd.
Remifentanyl: cuong d6 giam dau tuong duo'ng fentanyl,
manh hon alfentanil 20- 30 lan. La chit duy nhat bi
chuyén héa bdi esterase huyét tuong, thdi gian ban thai
la 8- 20 phit. Thoi gian hét tac dung khoang 15 phut
sau truyén .

Fentanyl va sufentanil tan nhiéu trong md nén vao than
kinh trung uong nhanh, dat mdc thing bang véi huyét
tuong chi sau 5 phit, nhung sau dé ciing giam nhanh do
su phan phéi lai vao cac mé khac. Thuéc nay dang ngay
cang duge dung phd bién dé giam dau sau mé va trong
chuyén da theo dudng tiém ngoai mang cing hay tiém
trong khoang dudi nhén. Két hgp mét thudc loai opioid
va mot thude té (nhu lidocain) dé tiém ngoai mang clng
da cho phép giam dudc liéu lugng ctia ca hai thuéc, giam
duge tac dung phu cta ca thuéc té (nhu phong bé soi
than kinh van doéng) va ca thudc loai opioid (bi tiéu,
ngua, tdc ché ho hap).

Dung fentanyl va sufentanil riéng hodc phéi hgp véi
thuéc té trong diéu tri dau man tinh do ung thu ciing
dang dudc dung rong rai.
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Néu morphin hét tac dung sau 2 gid thi fentanyl 1a 1 gi6 va
sufentanil, alfentanil 14 20 phit ho#c ngan hon.

Theo mét s tac gia khac nhu Clotz va Nahata (1991), Glass
va CS (1993), xép theo thit tu vé cudng dd6 giam dau so véi
morphin thi: sufentanyl (1000 x ) > remifentamil (300 x) >
fentanyl (100 x) > alfentanil (15 x) > morphin (1 x) > meperidin
(0,1 x).

3.2.3. Loperamid (Imodium)

R4t it dude hap thu qua dudng tiéu héa va khé thadm qua
hang rao mau nio nén khong cé tac dung giam dau trung uong
va khong gay nghién.

Khi uéng, gay tac dung trén cac receptor opioid ¢ rudét, lam
giam nhu dong, giam tiét dich rust. Dung chia tiéu chay. Thoi
gian ban thai khoang 7- 14 gig. Liéu chéng tiéu chay 4- 8 mg/ngay,
khong vugt qua 16 mg/ngay.

3.3. Methadon va cédc chat cung loai

3.3.1. Methadon

_CH,
CHiCH;—C—C—CH,—CH—N{

Il I CH3
CHs :

Methadon c6 tac dung trén receptor u nén tinh chat dude ly
tuong tu morphin.
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Tac dung dugc ly:

Methadon c6 nhiéu dic diém néi troi nhu: tac dung giam
dau tuong tu morphin nhung dai hon, dung dudc theo
dudng udng, su quen thudc va nghién thudc phat trién rat
cham so véi morphin, khi cai thudc cac triéu chiing nhe
hon nhung kéo dai hon.

Duge dong hoc:

Methadon dé hap thu qua dudng tiéu héa, dat nong do
toi da trong mau sau 4 gid, gén vao protein huyét tuong
khoang 90%. Trong ndo, néng do tdi da dat dude sau
tiém duéi da hoic tiém bap la 1- 2 gid. Methadon ciing
gan manh vao protein cia mé va ndo. Thdi gian ban
thai dai téi 15- 40 gio. Methadon bi chuyén héa manh &
gan, chi mét ludng nhé bi thai qua than va rudt duéi
dang tu do chua chuyén héa.

Tac dung giam dau sau tiém 1a 10- 20 phit va sau udng
1a 30- 60 phut. Liéu dung ciing tuy thuéc tiing ca thé va
tinh chat cua dau, thuong udng ti 2,5- 15 mg va tiém
tir 2,5- 10 mg. Nong d6 téi thiu ¢ tac dung giam dau
trong mau 1a 30 ng/ml. Nén nhé 1a thuéc cé tich luy va
thoi gian ban thai dai nén liéu cang thap, khoang cach
gitia cac liéu cang dai cang tot. N6i chung, tac dung
giam dau cta liéu uéng bang khoang ntia liéu tiém.

Levomethadyl acetat (L- a- acetylmethadon- LAAM) cé
c&u tric héa hoc tuong tu methadon, vao cd thé duge chuyén
héa thanh nhiing chat c6 hoat tinh noracetyl methadon,
dinoracetyl methadon va normethadon. Vi thé, khdi phat tac
dung cham, nhung thdi gian tac dung lai rat dai. Dang thu
dung trong cai nghién heroin, thay cho methadon vi 2- 3 ngay
méi can uéng 1 1an.
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Bang 5. Cac thudc giam dau loai morphin

Tén géc Tén Dang thudc Dubng Liéu  Thoigian Thdigian
thuong dung (1) dung ticdung  ban thii
mai (mg) (2) (9i®) (gi%)
Morphin Morphin ~ Gng 10 mg tb, dd 10 4-5 3-4
Vién 10-30-60-100 mg u 60 4-7
Meperidin Demerol  Ong 25-50-75-100mg tb, dd 75 4-5 4-6
(Pethidin) Vién 50-100 mg u 300 4-6
Dolargan ~ Ong 10 mg tb, dd
Vién 25 mg u
Methadon Dolophin ~ Gng 50 mg ) 10 4-5 12-24
Vién2,5-5-10mg u 20 4-7
Fentanyl Sublimaze  Ong 50 pg th 0,1 4i=2 3-4
(Durogesic)
Levophanol  Levodro-  Ong 2mg tb 2 4-5 2-16
meran Vién 2mg u 4 4-7
Codein Codein Ong 30 - 60 mg tb 130 4-5 3-6
Vién 15 -30-60 mg u 200
Propoxyphen  Darvon Vién 32 -65mg u 65* 4-6 6-12
Pentazocin Taiwin Ong 30 mg tb 60 4-5 2-3
Vién 50 mg u 180 4-7
Nalbuphin Nubain Ong 10 - 20 mg tb 10 4-6 5-6
Butorphanol  Stado Ong 1-2mg th 2 4-6 3-6
Buprenorphin  Buprenex! Gng 0,3mg tb 04 4-6 3-4

(1) tb: tiém bap; dd: tiém dudi da; u: uéng
(2) liéu gidam dau twong durong 10 mg morphin tb, dd
* Liéu dung cho dau trung binh, khéng tuwong duong véi 10 mg morphin.
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3.3.2. Propoxyphen

Chi c6 dong phan dextropropoxyphen (d- propoxyphen) la cé
tac dung giam dau do gin dudc vao receptor p.

Céng thic:

CH;
_CH;,
CH3CH2—ﬁ—O—(|:—CH—CH2—N\CH3

CH,

Tac dung giam dau theo dudng udng bang khoang 1/2- 2/3
codein: 90- 120 mg propoxyphen hydroclorid tusng duosng 60 mg
codein hodc 600 mg aspirin. Tac dung giam dau ting khi diung
phéi hop véi aspirin hoidc paracetamol.

Néng d6 t6i da trong mau sau uéng 1- 2 gid, thoi gian ban
thai la 6- 12 gio.

Bi chuyén héa & gan tao thanh norpropoxyphen, chit nay
gdy run cd va co giat. Ban than dextropropoxyphen cé thé gay
ha duong huyét va doc véi tim. Da bi rit khoi thi trusng Phap,
Anh,... vao thang 3 nam 2011.

4, Nhiém doc cap opioid

Nhiém doc cap thudng do tu ti hoidc dung qua liéu. Khéng
¢6 liéu ddc chung vi mic d6 cam thu rat khac nhau theo ting ca
thé: véi methadon 1a 40- 60 mg theo dudng uéng, véi morphin 1a
trén 120 mg (uéng) hoic trén 30 mg (tiém) méi xuat hién triéu
chitng nghiém trong dan dén tu vong.

Ba dau hiéu dic hiéu cia ngd doc opioid 1a hén mé, déng ti
co nhé nhu dau dinh ghim va dc ché hé hap manh (nhip thd rat
cham, xen ké nging thd, tim tai).
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Huyét 4p ldc dau binh thuong, sau giam dan, than nhiét ha,
da lanh, cd nhéo (c6 thé 1am tré ham, tut ludi). Tré em c6 thé c6

co giat.

Chét do suy ho hap (d6ng ti sé gidn dan).

Diéu tri

Héi stic ho hap.
Dung thudc d6i khang véi opioid.

Naloxon: ¢6 tac dung rat dic hiéu, nhung can can than
khi dung cho ngudi nghién vi 1am hoi ching cai xuat
hién nhanh, manh, gay tai bién tim mach. Nén bat diu
ti liéu thap: 0,4 mg truyén cham vao tinh mach. Sau 1-
2 phit nhip thé tang, néu huyét ap thap sé trd vé binh
thudng, bénh nhan tinh dan. Néu khéng thiy tac dung,
dung liéu bd sung. Thdi gian tac dung phu thudc vao liéu
dung, thuong la tu 1 dén 4 gio.

Tac dung d61 khang cua naloxon nhiéu khi lai "qua
muc": hé hip nhanh hon binh thudng, thudng than giai
phéng catecholamin giy ting huyét ap, tang nhip tim,
loan nhip tim, phu phéi.

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

5. Quen thuéc (tolerance)

Khi dung morphin hoéc opioid nhiéu 1an vdi liéu diéu tri thi
hiéu qua sé giam dan, doi héi phai dung ting liéu méi git dude
hiéu qua nhu ban dau. Hién tugng nay goi 1a quen thude. Néu
dung liéu cao, véi khoang cach ngén, quen thudc sé xuat hién

nhanh.

Dé lam gidm thiéu su quen thudc, phai dung liéu thap

va khoang cach gita cac 14n dung thudc dai hon. Su quen thuée
thuong xay ra nhanh véi tac dung giam dau, sang khoai va tc
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ché hé hap. Véi ngusi khéng quen thudc, liéu 60 mg morphin ¢6
thé 1am ngitng hé hap; nhung véi ngudi quen thude, liéu 2000
mg dung trong khoang 2- 3 gid van chua gay dau hiéu tc ché& ho
hap c6 y nghia.

Bang 6 cho thdy miic d6 quen thudc xay ra khéng giéng
nhau gitia cac triéu ching.

Bang 6. Mirc d6 quen thudc opioid cla cac triéu chitng

Rét dé quen thudc Trung binh Khéng hodc khé quen
Giam dau Nhip tim cham Co dong tlr
Sang khoai Tao bon
An than Co giat
Uc ché ho hap

Non, budn nén

Tac dung sang khoai va tc ché ho hip sé trd lai vai ngay
sau khi nging thudc, nhung tac dung gy non thi phai nhiéu
thang sau. Téc do xuat hién va mit di cing nhu mic dé quen
thudc ¢6 khac nhau giiia cac thudc trong nhém opioid: methadon
lau quen va mic do ciing thap hon so v6i morphin. Tuy nhién,
¢6 hién tugng quen chéo gitia cac thude opioid.

6. Nghién thudc

Nghién thudc hay phu thudc vao thudc con phan lam hai
loai: phu thudc sinh ly (physiologic dependence) va phu thudc
tam ly (psychologic dependence).

Phu thudc sinh Iy : Luén di theo su quen thudc do dang nhéc
lai thuéc nhém opioid loai tac dung trén receptor p. Khi ngiing
thudc dot ngdt s& xay ra hoi chiing cai thude, phan anh cac triéu
chiing ngudc lai qua mic cta cac tac dung cia morphin (hdi
chiing thiéu thudc), gom: chay nuéc mét, nuéc mii, ngap, 6n
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lanh, néi da ga, thé nhanh, sét, gian déng tu, di cam, dau co,
dau xuong (cam giac doi bo), nén, tiéu chay, vat va, hanh vi tha
dich. Khi dung thudc, moi triéu chiing déu ngiing ngay.

Thoi gian khoi phat, cuong d6 va do dai cua hoi ching cai
phu thudc vao loai thudc dung, cé thé 12 vao thoi gian ban thai
(t/2) cua thudc. V6i morphin (t/2 = 2 gid) hodc heroin (/2 = 0,5
gid), triéu chiing cai thudng bat dau xuat hién vao 6- 10 gid sau
lidu thudc cudi cung; manh nhit sau 36- 48 gid rdi giam dan.
Sau 5 ngay, phan 16n cac dau hiéu déu mat, nhung mot s triéu
chting ¢6 thé ton tai t6i hang thang tuy theo titng nguoi (ngap,
dau cd, mat ngn). Vi meperidin (t/2 = 3- 4 gid), triéu ching cai
manh nhat chi trong vong 24 gig, trong khi v6i methadon (t/2 =
27 gid) 1a vai ngay va kéo dai téi 2 tuan, cudng do cac triéu
chiing cting nhe hon. Vi vay, methadon dugc dung 1am thuéc cai
nghién thay thé heroin.

Phu thuéc tam ly: Thuong la do cac thudc opioid c6 tac dung
giam dau gay ra tinh trang sang khoai, thd ¢ lanh dam, an
than, nhat 1a khi dung theo dudng tiém tinh mach.

Co ché cua hién tugng quen thudc va nghién thudc con chua
that sang to, tuy nhién da cé nhiing gia thuyét sau:

— Gia thuyét dau cho 1a khi dung nhiéu lan opioid sé lam
giam s6 lugng, hoac giam 4i luc caa cac receptor véi opioid.

— Gia thuyét vé su tach cip (découplage) hay l1a su réi loan
chic phan gidia receptor véi dap dng cua té bao: opioid
tic ché adenylat cyclase d mang t& bao than kinh nén
lam giam téng hop AMP vong (AMP,) 1a "ngudi truyén
tin thi hai" trong t€ bao. Mit khac lai kich thich
guanylat cyclase nén lam tang tdng hop GMP,. Khi dung
nhidu 1an, ty 16 GMPJ/ AMP, bi ddo ngudc, co thé phai
phan dng bang ting téng hgp AMP, dé chéng lai (ké ca
gidm tong hop opioid néi sinh), din dén tinh trang quen
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thuéc (phai tiang liéu), gay ra tinh trang "chay dua" gita
morphin ngoai sinh (lam giam AMP,) va su phan ing
cia cd thé (c6 ging lam ting AMP,). Khi ngiing thudc
dot ngét (mat morphin ngoai sinh) sé giy ra su mat can
bang méi, sinh ra héi chiing cai (thi€u morphin). Day la
€O s6 cta cai nghién bang cham cdu, kich thich tiét lai
opioid néi sinh.

— Gia thuyét méi hon (Auriacombe va cong su, 1990) cho
thay c6 su rdi loan trong chinh cd ché téng hop céc
peptid opioid ndi sinh: B endorphin 14 mét peptid c¢6 31
acid amin, khi ding morphin nhiéu lan din dén san
xuit nhiing doan peptid bat thuong, khéng hoat tinh 1-
26 va 1- 27 cua B endorphin. Nhitng doan nay van cé
kha niang gin dudc vao receptor nén sé trd thanh chit
d61 khang véi chinh opioid néi sinh, vi thé 1am giam dan
tac dung cua opioid (quen thuéc).

Tém lai, cd ché& bénh sinh ctia nghién dang dude lam sang

td, cung cip co sd khoa hoc cho cai nghién. Trén than kinh
trung uong cua ngudi nghién, hién da thay:

Tang chidt din truyén thin kinh 6 mét s6 vung:
noradrenalin ting cao 6 viing nhan luc (locus coereleus) gay
d4u hiéu cudng giao cam (nén, chudt rit, va mo héi, nhip
tim nhanh, ting huyét ap); dopamin ting J vung nhan
accumbens giy sang khoai. Day 14 cd s6 cua viéc dung
clonidin, chit cudng o, adrenergic dé cai nghién vi clonidin
lam gidm noradrenalin & chinh nhan luc nén lam giam dugc
nhiéu triéu chiing cai (nén, va mo6 hoi, nhip tim nhanh, ting
huyét ap...).

C6 su mat thang bang ciia mot s6 enzym noi bao (nhu trén).
Co su tao ra mot s6 peptid méi c6 tac dung déi khang véi
peptid oploid ndi sinh tai receptor: cholecystokinin va
neuropeptid FF (NPFF) (Rothman 1992, Oberling 1993).
Khi tiém neuropeptid FF vao trong ndo déng vat thi
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nghiém, nguoi ta da gay ra dudc nhiéu triéu chitng cua héi
chitng cai. Vi vay dé diéu tri cac hdi chitng cai cin phai
dung thuéc dé1 khang véi cac peptid nay, dé chinh la co s@
caa "liéu phap thay thé" bang methadon.

7. Mdt s& nguyén tic dung opioid

Dé tranh gay quen thuéc va nghién thudc, can tuin tha mot
s6 nguyén tac sau:

Xac dinh muc dich diéu tri truée khi bat dau dung
opioid, chi dung thudc khi da c6 chian doan xac dinh.

Giéi han dung liéu téi thiéu.

Khi diéu tri dau, nhat 12 dau man tinh, nén chon cac thuéce
chi gay triéu ching cai nghién nhe méi lan nging thuéc.
Thuong xuyén danh gia su can thiét cha viéc ti€p tuc
dung thuéec.

Truée khi dung opioid, thay thudc nén cd ging suy nghi va
tra 10i cac ciu hoi sau: Dung cho ai? Vi sao? Khi nao can? Dung
theo duong nao? Liéu bao nhiéu?

Hién da c6 may truyén tinh mach dinh liéu do bénh nhan tu
diéu khién theo nhu ciu (patient- controlled analgesia- PCA) dé

giam

dau sau mé, do ung thu. Vi vay, han ché& dugc liéu dung va

su giao dong 16n vé néng do thude trong mau khi phai uéng hay

tiém.

Can rdt than trong khi phdi sz dung opioid cho:
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Bénh nhan suy giam chiic nang gan.
Bénh nhan tang ap luc ndi so.

Bénh nhan suy giam chic ning hé hap.
Bénh nhan huyét ap thap.

Bénh nhén suy giam chic niang than.
Bénh nhéan c6 phi dai tuyén tién liét.



THUOC GIAM DAU KHONG PHAI MORPHIN

(Thudc chéng viém khéng steroid)

Viém

Viém la phdn iing tu vé cia co thé nham phd huy hodc loai
triz cde "vat la" khi chiing xdm nhdép vao co thé. Tuy nhién, qud
trinh viém duoc vi nhuw ném que diém vao hdp phdo hoa: mét khi
né da bt lia thi khé c6 thé dap tat!

Trong phdn ing viém, nhiéu loai té bao duoc hoat héa, tip
trung dén 6 viém nhw dai thuc bao, bach cdu da nhén, bach cau
don nhén, té' bao lympho, duong bao, tiéu cau, té bao néi mac...
gidi phéng ra nhiéu chét héa hoc cé hoat tinh sinh hoc cao, goi
la cdc chdt trung gian héa hoc (TGHH) cua viém nhu
prostaglandin, leucotrien, histamin, serotonin... Cdac chdt TGHH
nay lai hoat héa cdc té bao khdc lam giai phong cdc enzym tiéu
protein (cdc proteinase), cdc interleukin 1, 2, 3, TNF, cdc
superoxyd, cdc ion hydroxyl hydroperoxyd... Nhu’ng chat nay lai
tiép tuc gy thuong tén mé, khép kin "vong ludn qudn’ cua qud
trinh viém man tinh. Hién tuong nay cang ré rét khi 6 viém bi
"giam giit" trong mét khoang ciia co thé (nhu 6 khdp), cdc chdt
TGHH khong bi cuén vao tuan hoan chung.

Thudc chdng viém

Muc tiéu cua diéu tri la phdi kiém tra duodc cdc qud trinh
viém. Sw hiéu biét vé cdc chdt TGHH c6 vai tro quan trong trong
viém sé dua dén sy phdt trién hop ly cdc thuée mdi c6 hiéu qud
diéu tri tét hon.
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Vi viém sinh ra sét va dau cho nén cdc thuéc trude day duge
goi la thuéc gidm dau- ha sét va chong viém, nay con dude goi la
thuéc chéng viém khéng steroid dé phéan biét vdi mét nhom
thuée chéng viém khdc c6 nguon goéc tit vo thugng thin, mang
nhén steroid la thuéc chéng viém steroid (Xem phan “Thuéce
chong viém steroid”).

Cdc thuéc chong viém khong steroid (CVKS) gom nhiéu
nhém thuée c6 cdu tric héa hoc rét khdc nhau (phan lon déu la
acid hitu co), nhung déu cé cdc tdac dung duge ly chung la giam
dau, ha sét, chéng viém va tc ché dong von tiéu cau vdi mic do
khdc nhau. Dai dién chung la acid acetylsalicylic (Aspirin).

CAC TAC DUNG CHINH VA CO CHE CUA
THUOC CHONG VIEM KHONG STEROID

1. Tac dung chdng viém

Cac CVKS c6 tac dung trén hau hét cac loai viém khéng ké

dén nguyén nhan, theo cac cd ché sau:

— Uk ché sinh téng hgp prostaglandin (PG) do tc ché c6 héi
phuc cyclooxygenase (COX), 1am giam PGE, va PGF, la
nhiing trung gian héa hoc cia phan ing viém (Vane va
cong su 1971).

— Lam viing bén mang lysosom (thé tiéu bao): & & viém,
trong qua trinh thuc bao, cac dai thuc bao 1am giai phéng
cac enzym cua lysosom (hydrolase, aldolase, phosphatase
acid, collagenase, elastase...), lJam ting thém qui trinh
viem. Nho kha nang lam viing bén mang lysosom, cac
thuée CVKS c6 thé ngin can giai phéng cac enzym phan
giai, tc ché qua trinh viém.
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— Ngoai ra c6 thé con c6 thém mét s6 cd ché khac nhu d6i
khang véi cac chat trung gian hoa hoc cua viém do tranh
chap véi cd chdt cia enzym, tc ché di chuyén bach cau,
Uc ché phan ing khang nguyén- khang thé.

Tuy cac thuéc CVKS déu c6 tac dung giam dau - chong
viém, song lai khac nhau giiia ty 1é liéu chéng viém/ liéu giam
dau. Ty 1é 4y 16n hon hoidc bang 2 véi hau hét cac thuse CVKS,
ké ca aspirin (nghia 1a liéu c6 tac dung chéng viém can phai gap
ddi liéu cé tac dung giam dau) nhung lai chi gin bang 1 véi
indometacin, phenylbutazon va piroxicam.

2. Tac dung giam dau

Chi ¢6 tac dung véi cac chiing dau nhe, khu trid. Tac dung
tot véi cac ching dau do viém (dau khép, viém co, viém day
than kinh, dau riang, dau sau mé). Khac véi morphin, cac thude
nay khoéng cé tac dung véi dau noi tang, khong gay nga, khong
giy khoan khoai va khong giy nghién. Theo Moncada va Vane
(1978), do 1am giam téng hdp PGF,, nén cac thuéc CVKS lam
giam tinh cam thu cta ciac ngon day cam giac vdi cac chat gay
dau cua phan ting viém nhu bradykinin, histamin, serotonin.

D&i v6i mot so ching dau sau md, CVKS ¢6 thé c6 tac dung
giam dau manh hon ca morphin vi mé da gay ra viém.

Trong dau do chén ép co hoc hoic tac dung truc tiép cua cac
tac nhan hoéa hoc, ké ca tiém truc tiép prostaglandin, cac thudc
CVKS c6 tac dung giam dau kém hon, cang ching té co ché
quan trong cia giam dau do thuéc CVKS la do tc ché téng hgp
PG. Ngoai ra c6 thé con nhiing cd ché khac.

3. Tac dung ha sét

Véi liéu diéu tri, CVKS chi lam ha nhiét trén nhiing nguoi
s6t do bat ky nguyén nhan gi, khong c6 tac dung ha nhiét trén
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ngudi thuong. Khi vi khudn, doc t5, ndm... (goi chung la cac
chit gay st ngoai lai) xAm nhap vao cd thé sé kich thich bach
cau san xudt cac chat gy sét noi tai (cac cytokin, interferon,
TNF,...). Chat nay hoat héa prostaglandin synthetase, lam
tang tong hdp PG (dic biét 1a PGE,, E,) tit acid arachidonic
cua vung dudi d6i, gy sét do lam tang qua trinh tao nhiét
(rung cd, tang hé hap, tang chuyén héa) va giam qua trinh mait
nhiét (co mach da). Thuéc CVKS do tc ché prostaglandin
synthetase, 1am giam téng hop PG, c6 tac dung ha sét do lam
tang qua trinh thai nhiét (gidn mach ngoai bién, ra mé héi),
lap lai thang bing cho trung tdm diéu nhiét 6 vang duéi déi.
Cac thuéc CVKS khong tc ché duge st do tiém truc tiép PG
vao vung dudi doi. Vi khong c6 tac dung dén nguyén nhan gay
s6t nén thuéc ha sét chi c6 tac dung chita triéu chitng, sau khi
thuéc bi thai tru, st sé trd lai (hinh 4).

THUSC HA SOT

Vung dudi déi

(-)
Chét gay sot (+) . Bach cau

ngoai lai - rung co
TKTU {
-hé hap T
(*+)

PG (E, -E)
P ©
Chatgaysst () |pg ——2 3
noi tai synthetase —€o mach_4
o {72
- chuyén hoa T
acid
arachidonic

Hinh 4. So d6 cd ché gay sét va tac dung cia thudc ha sét
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4. Tac dung chéng ngung két tiéu cau

Trong mang tiéu ciu c6 chita nhiéu thromboxan synthetase
(COX-1) 1a enzym chuyén endoperoxyd cia PGG/H thanh
thromboxan A, (chi toén tai 1 phit) c6 tac dung lam déng von
tiéu cau. Nhung néi mac mach ciing ridt giau prostacyclin
synthetase, 1a enzym téng hgp PGI, c6 tac dung d6i lap véi
thromboxan A,. Vi vay tiéu ciu chay trong mach binh thudng
khéng bi dong vén. Khi néi mach bi ton thuong, PGI, giam; mat
khac, khi tiéu cau ti€p xidc véi thanh mach bi tén thuong, ngoai
viéc giai phéng ra thromboxan A, con phéng ra cac "gia tic" lam
dinh cac tiéu ciu véi nhau va v6i thanh mach, din téi hién
tugng ngung két t1eu cau Cac thuéc CVKS tc che thromboxan
synthetase, lam giam téng hop thromboxan A, cta tiéu cAu nén
¢6 tac dung chéng ngung két tiéu cau (hinh 5).

Tiéu ciu khong c6 kha ning téng hop protein nén khéng tai
tao dugc cyclooxygenase Vi thé, mét liéu nho cta aspirin (50-
320mg/ngay) da co the tc ché khoéng hoi phuc cyclooxygenase-1
sudt cudc séng cua tiéu cau (8- 11 ngay).

Asipirin 1a thuéc duy nhat trong nhém CVKS c6 tac dung
nay nén dudc dung dé diéu tri du phong nhoi mau. Cac thudc
khac trong nhém chi tc ché khéng héi phuc COX-1.

Cyclooxygennase Aspirin < 0,59
. o
Aspirin Thromboxan Thromboxan A,

synthetase (lam vén tiéu ciu)
(+) tiéu cau
Tac dung
Acid arachidonic —p PGG/H, —p déi khang

Prostacyclin Prostacydlin
synthetase ndi mac (PGL)

1o
Aspirin > 1g
Hinh 5. So dd co ché (fc ché dong von tiéu cau
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Co ché chung ciua thuéc CVKS: ic ché sinh tong hop
prostaglandin

Vane (1971) cho riang co ché tac dung chinh cua cac thude
CVKS 12 dc ché enzym cyclooxygenase (COX), 1am giam tdng
hop cac prostaglandin (Xem phan “Cac prostaglandin”) la
nhiing chat TGHH c¢6 vai tro quan trong trong viéc lam tang va
kéo dai dap tng viém & mé sau ton thuong.

Khi t6n thudng, mang t& bao giai phéng phospholipid mang.
Duéi tac dung cua phospholipase A, (1a enzym bi corticoid dc
ché), chit nay chuyén thanh acid arachidonic. Sau d6, mét mat,
dugi tac dung cua lipooxygenase (LOX), acid arachidonic tao
thanh céc leucotrien cé tac dung co khi quan; mat khac, dudi tac
dung cua cyclooxygenase, acid arachidonic tao ra PGE, (gay
viém, dau), prostacyclin (PGI,) va thromboxan A, (TXA,) tac
déng dén su ldng dong tiéu cAu. Cac CVKS tc ché COX nén tc
ché& dudc cac phan tng viém (hinh 6).

Phospholipid mang CORTICOID
(té bao t3n thuang)
x-)
() .
f— Phospholipase A,
Acid arachidonic

CVKS

Cac leucotrien
(co khi quan)
PGE, PGl,—TXA,

v

(Viém dau) (Léng dong tiéu ciu)

Hinh 6. So d6 so sanh vi tri tac dung ctia CVKS va corticoid
trong téng hop PG
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Tuy nhién, cd ché trén chua giai thich dugec ddy du nhiing
nhan xét 1am sang trong qua trinh st dung thuéc CVKS nhu:

Hiéu qua va tinh an toan caa cac thuéc CVKS khéng
giong nhau.

Hiéu qua tc ché tong hop PG va TX cta cac thude rat
thay d6i. Nhiéu thuéc dc ché manh téng hop PG hon TX
va ngudc lai. Aspirin tc ché manh va khéng héi phuc su
két tap tiéu cAu véi liéu thap, nhung phai liéu rat cao
mdi c6 tac dung chéng viém.

Gan day, cac nghién citu da cho thay cé hai loai COX, duge
goi 1a COX- 1 va COX- 2 ¢c6 chitc phan khac nhau va cac thudc
chéng viém tac dung véi mic d6 khac nhau trén COX- 1 va

COX-2

(hinh 7).

COX-1 hay PGG/ H synthetase- 1 c6 tac dung duy tri cac
hoat dong sinh 1y binh thudng cia té€ bao, 12 mot "enzym

. cu tao”. Enzym c6 mit & hau hét cac mé, than, da day,

4
4
+
4

ndi mac mach, tiéu cau, ti cung, tinh hoan ... Tham gia
trong qua trinh san xuit cac PG c6 tac dung diéu hoa
cac chic phan sinh 1y, 6n dinh ndi méi, bao vé t& bao, do
d6 con goi la "enzym giw nha" ("house keeping enzyme") :

Thromboxan A, cua tiéu cau.
Prostacyclin trong néi mac mach, niém mac da day.
Prostaglandin E, tai da day bao vé niém mac.

Prostaglandin E, tai than, dam bao chic phan sinh ly.

_  COX- 2 hay PGG/ H synthetase - 2 ¢6 chitc phan thuc ddy

qua trinh viém. Thay 6 hau hét cac md véi nong do rat
thap, d cac t& bao tham gia vao phan tng viém (bach cau
don nhan, dai thuc bao, bao hoat dich khép, té bao sun).
Trong cac md viém, nong d6 COX- 2 c6 thé tang cao téi 80
1an do cac kich thich viém giy cam ting va hoat héa manh
COX- 2. Vi vay COX- 2 con dudc goi la "enzym cam ung".
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Nhu vay, thude tc ché COX- 1 nhiéu sé giay nhiéu tac dung
khong mong mudn, thudc tc ché COX- 2 manh sé c6 tac dung
chéng viém manh ma it giy tac dung phu.

Kich thich Kich thich
sinh ly gay viéem

e

Giai phéng acid

arachidonic
mang té bao
CVKS
CVKS
27|

COX-1 COX-2

(enzym cau tao) (enzym cam (ng) Tac dung
Cac tac chéng viém
dung phu ¢
t.T,XA% Pl Ft’r?Ez Cac PG (bach ciu
(18 cdu) (ngimac (&) | | gon nhan, gai thyc
da déy)' bao, té bao sun)
Chifc phan bao vé té bao Thac day
va "git nha" qua trinh viém

Hinh 7. Vai tro sinh ly cia COX- 1 va COX- 2
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. Ngoai tac dung dc ché tong hop PG, cac thuéec CVKS con co
thé c6 nhiéu cd ché& khac. Cac thuéc CVKS la cac phéan ti wa md,
dé thdm nhap vao mang t& bao hodc mang ty thé, nhat 1a vao
cac bach cau da nhan, nén cé thé:

— Ut ché& tiét cac enzym cua céc thé tiéu bao.
— Uc ché san xuit cac goc tu do.

— Uk ché ling dong va két dinh cac bach cAu da nhan
trung tinh.

— Uk ché cac chitc phan mang ca dai thuc bao nhu te ché
NADPH oxydase, phospholipase C, protein G, su van
chuyén cic anion qua mang.

CAC THUOC CHONG VIEM KHONG STEROID VA
PAC DIEM

Vi phan 16n 14 acid hitu cd nén cac thudéc CVKS dé hap thu
qua dudng tiéu héa, gdn nhiéu vao protein huyét tuong va thai
trit qua than bang loc qua cau than hoéc bai xuit qua dng than.

1. Thudc chdng viém khéng steroid loai irc ché COX khéng .
chon loc
1.1. Nhom acid salicyllic

Thuong dung la acid acetylsalicylic (Aspirin).

Cho dén nay, tuy da c6 nhiéu thudc méi, song aspirin van la
thuéc dudec dung nhiéu nhait (6 My 1a 10.000 - 20.000 tan/ nam)
va dudc coi 1a thude chudn dé danh gia, so sanh véi thudc khac.
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Bang 7. Phan loai hoa hoc cac thudc ha sét
giam dau — chdng viém

Loai ifc ché COX khdng chon loc
Nhom acid salicylic
e Aspirin
Nhém indol
o Indometacin, sulindac
o Etodolac (riéng thudc nay lai trc ché chon loc COX - 2)
Nhém pirazolon
e Phenylbutazon
Nhém acid enolic
e Oxicam (piroxicam, meloxicam)
Nhém acid propionic
e |buprofen, naproxen, ketoprofen, fenoprofen
Nhém dén xuét acid phenylacetic
¢ Diclofenac
Nhom dén xuét acid heteroarylacetic

e Tolmetin, ketorolac

Loai (fc ché chon loc COX -2
Nhém furanon ¢ nhom thé diaryl
¢ Rofecoxib
Nhom pyrazol c6 nhém thé diaryl
e Celecoxib
Nhém acid indol acetic
e Etodolac
Nhom sulfonanilid

e Nimesulid
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1.2.

— Tac dung chong viém chi xuat hién véi liéu > 3g/ngay, vi
thé dé gap tac dung phu nén thudng thay bang thudc khac.

— Téac dung giam dau: nhic dau, dau cd, dau kinh, dau
xuong khép. Liéu nhu liéu ha sét: 0,5g x 4- 6 lan/ngay.
Tré em 50- 75 mg/kg, chia lam 4- 6 lan/ngay.

— Véi liéu 100 mg/ngay, aspirin tc ché 1dng dong tiéu cau
bing cach phong toa khong héi phuc cyclooxygenase ctua
tiéu cdu, lam giam TX A, cho nén tac dung kéo dai suét
cudc sdng cua tidu cau (8 — 12 ngay).

— Trén thai tri acid uric: véi liéu thap (1- 2 g/ngay), aspirin
lam giam thai trit acid uric qua nuéc tiéu do lam giam bai
xuat chat nay 6 6ng lugn xa. Liéu cao (2- 5 g/ngay) lam
tang thai trit do dc ché tai hap thu acid uric ¢ éng lugn
gan. Tuy nhién, aspirin khéng duge dung dé chong viém
trong cac con gout, vi c6 thudc khac dic hiéu hon.

— Tai bién tiéu héa khoang 50%.

Hién nay do c¢6 nhiéu thudc méi tét hon, Aspirin thudng chi
dugc dung dé chéng dong vén tiéu cau.

Nhom indol: indometacin va sulindac

Indometacin (1963)
Téc dung chdng viém manh hon hydrocortison 4 14n.

Tac dung giam dau lién quan mat thiét véi tac dung chéng
viém. Ty 1& liéu chéng viém/ liéu giam dau bing 1.

Khéng diung dé ha sét don thuan vi nhiéu ddc tinh. Hai doc
tinh thudng gip la loét tiéu héa (du dung bang dudng tiém
i ¢6 chu ky gan- rudt) va nhic dau vung tran (do cong thic
tuong tu nhu serotonin). Ngoai ra con gip giam bach ciu,
giam tiéu cdu, phan dng qua mén. Doc tinh c6 thé gip trén
35- 50% nguoi dung thudc.
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Liéu dung: Indometacin (Indocid, Indocin) vién nén hoac
vién nang, liéu dau 15 mg x 2 lan/ngay, tang dan dén 100-
150 mg/ngay. Udng vao lic di ngh, chiu thudc dé hon .

Sulindac

Sulindac 1a "tién thudc" ("prodrug"): ban thian né khong co
hoat tinh, vao co thé dude chuyén héa thanh dan chat sulfur c6
hoat tinh sinh hoc manh, tc ché cyclooxygenase manh 500 lan
hon sulindac. V€ cdu tric héa hoc, sulindac 12 indometacin da

dudc thay methoxy bing fluor va thay clor bang géc
methylsulfinyl (CH,SO").

Trong thuc nghiém, tac dung dude 1y ciia sulindac bing mot
nua indometacin; trong thuc t& lam sang, tac dung chéng
viém va giam dau cua sulindac tuong tu aspirin.

Trong co thé, sulindac bi 2 phan ing sinh chuyén hoa chinh:
oxy hoa thanh sulfon va réi khi thuan nghich thanh sulfid,
la chat chuyén hoa c¢6 hoat tinh. Thoi gian ban thai caa
sulindac 12 khoang 7 gio, nhung thdi gian ban thai cua sulfid
dai téi 18 gid. Vi vay, tuy thdi gian ban thai ngin nhung hiéu
qua giam dau cta sulindac van dai. Thuéc dude chi dinh cha
yéu cho viém khdp dang thap, thoai hoa xuong khép va viém
ciing ddt song. M6t chi dinh mdi cua sulindac 1a polyp dai
trang di truyén, thudc lam giam dugc ca sé ludng va ca kich
c¢d cua polyp.

Ty 1é va muc d6 doc tinh kém indometacin. Déc tinh tiéu
héa khoang 20%, thuong nhe.

CI}é pham: Arthrocin, Artribid, Clinoril vién 150 va 200 mg;
moi ngay udng 1- 2 vién, liéu téi da 400 mg/ngay, 1a liéu
tuong dudng véi 4 g aspirin, 125 mg indometacin.

Etodolac

La thudc c6 tac dung e ché vu tién trén COX- 2 (Warner va
cong su 1999) nén tac dung phu trén tiéu héa rat thap.
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Hap thu nhanh qua tiéu héa, 99% gin vao protein huyét
tuong, c6 chu ky gan- rudt. Thdi gian ban thai la 7 gio.

Liéu uéng 200- 400 mg (Lodine) c6 tac dung giam dau sau
mé 6- 8 gid.
1.3. Nhom pyrazolon: phenylbutazon (1949)

Hién chi con dung phenylbutazon. Cac dan xuit khac nhu
phenazon (Antipyrin), aminophenazon (Pyramidon), metazon
(Analgin), oxy- phenbutazon khéng dung nia vi c¢6 nhiéu doc
tinh va da c6 nhiéu thuéc khac thay thé.

Phenylbutazon c6 tac dung chong viém t6t, dic biét 1a véi
viém dinh khép, thoi gian ban thai dai, trén 3 ngay.

Véi lidu 600 mg, phenylbutazon (ho#c din chit chuyén héa
d gan 12 gammahydroxyphenylbutazon) c6 tac dung thai tru
acid uric do lam giam tai hap thu acid nay ¢ ng ludn gan. Tac
dung tuong tu nhu sulfinpirazon, lam giam s6t va giam viém
nhanh trong cac con cdp tinh cua bénh gout.

DPéc tinh thudng gap va ning: loét da day diu dung bing
dudng tiém, giil natri gdy phu, ting huyét ap, phan ting di ung,
giam bach cau, suy tuy.

Ché pham va liéu lugng: Phenylbutazon, Butazolidin, vién
50 va 100 mg. Udng tu liéu thap 100- 200 mg, ting dan dén 400-
600 mg tuy theo tinh trang bénh va su chiu thuéc cua nguoi
bénh. M6i dot khong qua 15 ngay, nghi 1 tuin, uéng lai. Vi
nhiéu doéc tinh nén chi dung phenylbutazon khi cac thudc khac
td ra kém tac dung, va phai can nhic ky cac kha ning tai bién
cho bénh nhéan.

1.4. Nhom acid enolic- Dan xuét oxicam: piroxicam va tenoxicam

La nhém thudc giam viém méi, c6 nhiéu vu diém:
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— Téac dung chéng viéem manh vi ngoai tac dung dc ché
COX con tc ché proteoglycanase va collagenase cua mé
sun, liéu diéu tri chi bang 1/6 so vdi cac thudc thé hé
trudc. Tac dung giam dau xuat hién nhanh, nia gio sau
khi udng.

— Thoi gian ban thai dai (2- 3 ngay) cho phép dung liéu
duy nhit trong 24 tiéng. Gin vao protein huyét tuong
t6i 99%. Tac dung diéu tri t6i da dat dudc sau 2 tuan.

— It tan trong md so véi cac thudc CVKS khac cho nén dé
tham vao mo bao khép bi viém, it thAm vao cac mé khac
va vao than kinh, giam dudc nhiéu tai bién.

— Cac tai bién thuong cé ty 1&é khoang 20%.
- — Thuong chi dinh trong cac viém man tinh vi thoi gian
ban thai dai.
— Ché& pham va liéu luong:

Piroxicam (Felden): 10- 40 mg/ngay. Vién nang 10 mg,
20 mg; 6ng tiém 20mg/ml. Uc ché sinh téng hop PG tuong
duong indometacin.

Méi day do thdy tai bién trén tiéu héa cua piroxicam cao
nén nhiéu nudc da bo.

Tenoxicam (Tilcotil): 20 mg/ngay. Vién nén 20 mg; 6ng
tiém 20 mg/ 2 ml. Liéu dung 20mg x 1 1an/ngay.

Meloxicam (Mobic): vién nén 7,5 va 15 mg. Liéu téi da
15 mg/ngay. In vivo, tc ché COX- 2 manh hon COX- 1 chi 10 lan,
nén khéng con dudc coi 1a thudc dc ché vu tién COX- 2 niia.

1.5. Nhom dén xuét acid propionic

— Liéu thap c6 tac dung giam dau, liéu cao hon c6 tac dung
chéng viém.
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— So véi aspirin, indometacin va pirazolon cac thuéc trong
nhém nay cé it tdc dung phu hon, nhat la trén tiéu héa,
vi vay dudc dung nhiéu trong cac trudng viem khép man
tinh. Cac thuéc thudng khac nhau vé mic d6 dc ché
COX (ibuprofen, fenoprofen biang aspirin, naproxen
manh hon 20 lan).

— Ché pham va liéu lugng:
Ibuprofen: vién 200- 300- 400 mg. Usng 1200- 1600 mg/ngay.
Naproxen: vién 250 mg. Usng 250 mg x 214n /ngay.
Fenoprofen: vién nang 300- 600 mg. Udng 600 x 4 1an/ngay.
Ketoprofen: vién nang 50 mg. Usng 50 mg x 2- 4 1an/ngay.

Trong s6 cac thudc CVKS, ketoprofen 1a thudc cé ca tac
dung giam dau ngoai bién va trung udng do thuéc thim qua
dugc hang rao mau-nio va dat dudc néng d6 tac dung tai trung
tam nhan cam va dan truyén dau & tuy séng va trén tuy séng.
Tai cac trung tdm nay, thuéc ciing tc ché COX, lam giam tong
hop PG, do d6 1am giam giai phéng cac chit trung gian giy dau
(chat P, glutamat).

Do ¢6 co ché trung uong, ketoprofen c6 thé dung theo dudng
tiém bép, tiém tinh mach 100-200 mg/ngay. Chi dinh cho giam
dau sau mé, nhat 1a trong chinh hinh va mg dudng niéu.

1.6. Nhom dan xuat cua acid phenylacetic

Dai dién duy nhit 1a diclofenac (Voltaren).

— Téac dung tc ché COX manh hon indometacin, naproxen
va nhiéu thudc khac. Ngoai ra c6 thé con lam giam néng
do6 acid arachidonic tu do trong bach cau do ngin can
giai phéng hodc thu héi acid béo.
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1.7.

60

— Hap thu nhanh va hoan toan qua duong tiéu héa, nhung
chi 50% vao dude tuan hoan va bi chuyén héa trong qua
trinh hap thu, thoi gian ban thai 1a 1- 2 gio, nhung tich
luy & dich bao khép nén tac dung van git dugc lau.

— Chi dinh trong viém khép man tinh. Con dung giam dau
trong viém cd, dau sau mé va dau do kinh nguyét.

— Tac dung phu it, chi khoang 20%, c6 thé lam tang
aminotransferase gan gap 3 1an nhung héi phuc dudc.

— Ché pham va liéu lugng: vién 50- 100 mg. Uéng 100-
150 mg/ngay.

Nhom dén xuét acid heteroarylacetic

Tolmetin

Tac dung chéng viém, giam dau va ha s6t tuong tu aspirin
nhung dé dung nap hon.

Hap thu nhanh va hoan toan qua dudng tiéu héa, dat nong
do t61 da trong huyét tuong sau 20 dén 60 phit, 99% gin
vao protein huyét tuong, thdi gian ban thai 5 gio. Thudc
dudgc gitt lai trong bao hoat dich t6i 8 gid sau 1 liéu duy nhat.

Tac dung phu: 25- 40%, thuong gip dau thugng vi (15%),
khoé tiéu, buén nén, chéng mat, mat ngu.

Tac dung chéng viém, giam dau & liéu 0,8- 1,6 g/ngay,
tuong dudng véi aspirin 4- 4,5 g/ngay hoic indometacin
100- 150 mg/ngay. Liéu t6i da 1a 2 g/ngay chia lam 3- 4 1an.
Ketorolac

La thudc c6 tac dung giam dau manh hon chong viém. Khac
opioid, tac dung giam dau cua ketorolac khéng giy quen

thudc va ddu hiéu cai thudc, khéng tc ché trung tam hé
hap. Cé tac dung chong viém tai ché, dung nhé mit.



Hap thu nhanh qua dudng udng, dat néng dé huyét tuong
t6i da sau 30- 50 phut, sinh kha dung 80%, gan hau hét véi
protein huyét tuong va thoi gian ban thai la 4- 6 gid. La mot
trong sé it thuée CVKS c6 thé dung dudng tiém.

Tac dung phu gap 2 lan placebo, thudng la ngu ga, chéng
mat, nhic dau, kho tiéu, non, dau chd tiém.

Chi dinh dé giam dau ngan han, duéi 5 ngay nhu dau sau
mo: tiém bap 30- 60 mg; tiém tinh mach 15- 30 mg va udng
5- 30 mg.

Khéng dung cho dau trong san khoa. Khong dung cho dau
nhe va dau man tinh.

2. Thuéc chéng viém khdng steroid loai (rc ché chon loc COX- 2
Céac thudc loai nay c6 nhiing dic diém sau:

— Uc ché chon loc trén COX -2 nén tac dung chéng viém
manh, vi dc ché€ COX- 1 yéu nén cac tac dung phu vé
tiéu héa, mau, than, con hen... giam di rat ro rét, chi con
tu 0,1- 1%.

— Thdi gian ban thai dai, khoang 20 gid cho nén chi can
ubéng mdi ngay 1 lan.

— Hap thu dé dang qua dudng tiéu héa, dé tham vao cac mo
va dich bao khdp nén c6 néng dd cao trong mé viém, chi
dinh t&t cho viém xudng khdép va viém khép dang thap.

Vi két tap tiéu cau phu thudc duy nhat vao COX- 1, nén cac
thudc nhom nay khong dung dé du phong dude nhéi mau co tim.
Van can dung aspirin.

Qua thuc t& st dung, vin thdy c6 tac dung phu do tc ché
COX- 1 cho nén nhiéu tac gia dé nghi khong dung tu tc ché
"chon loc" ma nén thay bang tu tc ché€ "wu tién" COX- 2 thi
dung hon.
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2.1. Nhom coxib

Cho dén nay da c6 mét sé coxib duge dua vao diéu tri. Xép
theo thi tu mic d6 dc ché uu tién trén COX cua 5 thudc dau
tién thi: lumiracoxib = etoricoxib > valdecoxib = rofecoxib >>
celecoxib.

Ngoai nhiing uu diém cua thudc tc ch& vu tién COX - 2 nhu
da néu trén, sau 5 nam su dung, cic nghién citu da trung tam
trén thé giéi da cho thay:

— Cac coxib l1am giam tao thanh PGI, caa t&€ bao ndi mac
mach manh hon 1am giam TXA, cta tiéu ciu rit nhiéu,
do d6 c6 thé 1am tang nguy co huyét khdi tic mach, gay
tai bién dot quy.

— Binh thuong, PGE, va PGI, giy gian mach than. Khi bi
giam tong hop, mach than co, gay tiét renin, lam huyét
ap tang. Thudc dc ché COX - 2 dé gay tiang huyét ap hon
thuéc CVKS.

Tu nhitng nhan xét d6, da c6 2 thudc bi riat khai thi trudng,
d6 la rofecoxib (Vioxx) riat tu thang 9/2004 va valdecoxib
(Bextra) rit tu thang 5/2005. Parecoxib va eterocoxib da dudc
dung & chau Au, con & My thi vin dang theo doi thit nghiém 1am
sang.

Vi thé&, khéng nén dung thudéc c ché uu tién COX-2 cho
ngudi cé nguy cd tim mach va cao huyét ap.

2.1.1. Celecoxib (Celebrex)

Thudc dc ché COX-2 manh hon COX-1 tit 100 dén 400 lan,
duge dung & My tit 1998.

— Hap thu qua tiéu hoa, dat néng d6 dinh huyét tuong sau
2-4 gw Gé&n manh vao protein huyét tuong. Phan 16n bi
chuyén hoa & gan. Thai gian ban thaila 11 gio.
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— Liéu thu0ng dung 1a 100 mg x 2 lan/ngay. Trong thdp
khOp c6 thé tang t6i 200 mg x 2 1an/ngay. Than trong véi
nguoi ¢6 bénh mach nao, mach vanh.

2.1.2. Parecoxib (Dynastat)

Parecoxib 1a tién thudc, vao co thé bi khit oxy va methyl hoa
thanh valdecoxib c6 hoat tinh. Valdecoxib da bi rat khoi thi
trubng ti 2005 cho nén parecoxib hién kh(‘)ng dugc diung 6 Anh
va My, nhung vin con dudc luu hanh é Dic va Uc. Day 1a thudc
duy nhat thuoc nhém cox1b dudc dung dudi dang tlem thuan
tién cho giam dau sau md khi ngdo1 bénh chua thé udng thuéc
dl_Idc Thuéc con can dude danh gia 1Am sang thém nita.

Viét Nam chua cho luu hanh.
2.1.3. Lumiracoxib

Thuéc duge hap thu nhanh, dat néng d6 dinh huyet tl.wng
sau 1-3 gio. Do ¢6 tinh acid hon céc coxib khac nén dé& tham vio 6
viém. Thoi g1an ban thal trong dich bao khdp dai hon trong huyét
tuong, vi thé c6 the udng mot lidu duy nhAit trong ngay. Tac dung
chong viém - giam dau tuong duong naproxen. La thudc c ché
uu tién trén COX-2 manh nhat trong nhém coxib hién nay.

Liéu diéu tri théng thudng: uéng 400 mg x 1 lan/ngay véi
dau cdp tinh, va 100-400 mg/ngay v6i dau man tinh.

Thuéc da c6 mit 6 50 nuéc tuy nhién ngay 10/8/2007 do
phat hién c6 8 ngu01 bi tén thuong gan (2 tu vong) nén cd quan
quan ly thuéc cua Uc da quyét dinh thu héi.

Pén nay hau hét ca nuéc da thu hoi.
2.1.4. Etoricoxib (Arcoxia)

Etoricoxib khéng dugc hap thu hoan toan (chi 83%), thoi
gian ban thai dai khoang 20-26 gio. Hién dang dugc danh gia
lam sang.

Thuéc dude phép dung 6 trén 70 nudc (tri My) dé diéu tri viém
xuong khép, viém khdp dang thép, ylem khdép cap dang gout (acute
gouty arthritis), dau co, dau sau mo, dau kinh nguyét.

Liéu thudng dung: udng 60-90 hoic 120 mg/ngay/lan.
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2.2. Nhom acid indol acetic

Etodolac Xem 1.2).
2.3. Nhom sulfonanilid

Nimesulid
La hgp chit ctua sulfonanilid ¢6 cau tric hoa hoc:

NHSOLH,

sae

Thuéc duge hap thu nhanh qua dudng tiéu hoa, khéng bi anh
hudng bdi thic dn: khdi phat tac dung nhanh sau uéng 15 phit.

Ngoai tac dung tc ché COX — 2, con tc ché hoat hoa bach
cAu trung tinh lam giam san xuat cytokin cé tac dung chdng oxy
hoa va tc ché cac enzym huy protid.

Téac dung khéng mong muodn: tiéu chay, noén, ngita phat ban,
chéng mit, dang miéng, suy gan.

Khéng dung cho tré em dudi 12 tudi.
Liéu dung: vién nén 100mg, mdi ngay uéng 1 - 2 vién.

3. Dan xuat para- aminophenol: acetaminophen (Paracetamol)
Paracetamol (acetaminophen; N - acetyl - p - aminophenol)

La chat chuyén héa c6 hoat tinh caa phenacetin.

e Tacdung
Paracetamol co cuong d6 va thoi gian tac dung tuong tu
aspirin vé giam dau va ha s6t. Khéng c6 tac dung chéng

viém nén khong duge x€p vao nhém thuée CVKS, tuy cd ché
tac dung van la dc ché COX - 1 va COX - 2.
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Paracetamol khéng c6 tac dung chéng viém do tai 6 viém c6
nhiéu peroxid, lam mat tac dung tc ché COX, trong khi 6
nao néng do peroxid rat thap (Marshall, 1987). Mat khac
acetaminophen khong tc ché hoat héa bach cau trung tinh
nhu cac CVKS khac (Abramson, 1989).

Co ché giam dau cta paracetamol chua hoan toan biét rd,

nhung da thiy ngoai cd ché ngoai bién, thudc con cé tac dung
giam dau trung uong do thAm nhanh dudgc vao dich nio tuy, tc

ché

COX-1, COX-2 va hoat hoa hé opioid ndéi sinh

(Bjorkman,1994) tai tuy séng va nio.

Dugc déng hoc

Paracetamol dugc hdp thu nhanh chéng va hoan toan qua
dudng udng, dat dinh huyét tuong sau 30- 90 phiit, sinh kha
dung 12 90 - 98%, hau nhu khéng gin vao protein huyét
tuong, chi véi ndng d6 doc cap tinh méi gin khoang 20- 50%.
Chuyén héa phan 16n 6 gan va mét phan nhé 6 than, cho cac
dan xuat glucuro- hdgp 60% va sufo- hgp 35%, phan tng lién
hgp véi cystein chi 3%, thai trit qua than. Thai gian ban
thai khoang 2 gig.

Doc tinh

Véi liéu diéu tri thong thudng hau nhu khéng cé tac dung
phu, khéng giy t6n thueng dudng tiéu héa, khong gay mat
thang bang kiém toan, khong giy réi loan déng mau,
khong giy tai bién tim mach va hé hip, rat it gip phan
{ng qua man.

Tuy nhién, khi dung liéu cao (trén 10g), sau thdi gian tiém
tang 24 gid, xuit hién hoai ti t& bao gan, c6 thé tién trién
t6i chét sau 5- 6 ngay. Vi la thudc ha sot giam dau rat
théng dung, nhung khi nhiém ddc lai thudng rat niang nén
chiing t6i trinh bay k§ phan nay.
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Paracetamol bi oxy héa ¢ gan do cytocrom P,s, tao ra N-
acetyl parabenzoquinonimin sé 1a nguyén nhan gay doc cho
chinh t&€ bao gan. Chat nay 12 mét chat phan ing manh, chi
chi€m 1- 4% paracetamol bi chuyén héa. Binh thudng né bi
mit hoat tinh rit nhanh do két hop véi glutathion caa gan
va bi thai qua than. Khi du trit glutathion caa gan bi can
kiét (chi con 70- 80%) thi chit chuyén héa nay sé ting lén,
gin viing bén vdi protein gan bing dudng ndi céng héda tri,
1am hoai ti t& bao gan. Tén thuong ning nhit & viing trung
tAm mui gan, quanh tinh mach.

Nhu vay, gan dé bi nhiém déc khi:

— Cd thé c6 thidu hut glutathion nhu bi suy dinh dudng,
nghién rudu man tinh, ché d6 in khéng du chat, cé thai.

— Dang dung thuéc cé6 tic dung gdy cam dng enzym
chuyén héa thudc (ting hoat luc cia enzym), lam
téc d6 chuyén hoéa cliia paracetamol ting, gan khong
kip khi déc N- acetyl parabenzoquinonimin. Thi du
nhu phenobarbital (Gardenal), rifampicin,
carbamazepin, phenytoin...Trong trudng hgp nay tuy
liéu diéu tri thap hon liéu déc théng thuong, van cé
thé bi nhiém dac.

Liéu djc: ngudi 16n uéng mot 1an 5g; tré em udng mot lan
100 mg/kg thé trong.

Cdc ddu hiéu lém sang va xét nghiém: thuong khéng cé
triéu chiing trong 12- 24 gid dau. Né&u liéu cao, c6 thé gip
non, tiéu chay, dau bung, réi loan tri giac va toan huyét do
chuyén héa. Ngay thtt hai dén tht tu dau ha sudn phai,
gan to, vang da thi phat do hién tugng tiéu huay té bao gan
vung trung tdm mui gan. Nang hon nita 14 hén mé gan do



tdng amoniac mau, c6 thé kém theo ha dudng huyét, toan
huyét va cac ddu hiéu chdy mau (d6ng mau rai rac néi mac
mach va gidm tiéu cau), dan téi hon mé va c6 thé chét vao
ngay thi bay.

Tén thuong &ng than, thé hién bing viém &ng than cip
trong vong khoang 24- 72 gio. Co ché& cia tén thuong nay la
do t& bao than c6 kha ning khit acetin cia paracetamol dé
thanh para aminophenol, déc vé6i than.

mg/I|
A A
200 ...............................
Nhiém déc gan nang
Chua cé nhiém
doéc gan
30
' |
4 15 gio

Pudng A biéu dién néng dé "qui udc” cta paracetamol trong mau:
Q gio thur 4: 200 mg/L
3 gio thur 15: 30 mg/L
Hinh 8. Xac dinh mic néng d6 doc clia paracetamol trong mau
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D61 khi amylase mau cling ting.

Néu khéng ning 1am, chic phan gan trd lai binh thudng
sau 5 ngay va ciu tric cia gan binh thuong sau 3 thang.

Hién tugng tiéu bao thé hién bang tang GPT, GOT, LDH
(lacticodehydrogenase) bat dau vao gid thit 12- 36 va téi da
sau 3- 6 ngay.

Tién lugng dua vao thé trang bénh nhan, liéu dung (rat
nang néu udng liéu 1 lan > 10g); nong do paracetamol
trong mau (nén do vao gio thit 4 vi trude 4 gis, do hap thu
chua hoan toan sé danh gia thap. Lan do thit hai vao gio
thi 15 dé tinh thdi gian thai trit so véi dudng "quy uéc").
Khi paracetamol mau & trén dudng A 1 niang, néu ¢ dudi
duong A thi viém gan thudng khéng c6, hodc rat nhe
(H.8).

Diéu tri: khong c6 phudng phap diéu tri dic hiéu.

— Loai khéi da day lugng thudc con ton dong bing ria da
day trong 6 gio dau va uéng than hoat liéu mét 1an cho
ngudi 16n 1a 50g va cho tré em 1a 1g/kg can nang.

— Trung hoa chat chuyén héa c6 tac dung gay hai dé giai
ddc cho gan: Dung cac hgp chat c6 — SH dé bs sung du
trit glutathion cho gan. Thi du: dung N- acetyl- cystein
(NAC) la chAit tién than caa glutathion ¢6 duéi 2 dang:
Mucomyst (uéng) va Fluimucil (tiém tinh mach), dung
cang sém cang tét. Sau 36 gio, gan da bi tén thuong thi
tac dung sé kém.

Mucomyst dung khi bénh nhén con tinh, khong c6 réi loan
tiéu héa. Vién 200 mg. Liéu dau 140 mg/kg, sau d6 méi 4 gis
cho uéng 70 mg/kg cho téi gio tha 72.
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Fluimucil éng 5 g trong 25 ml, dung tiém tinh mach khi
bénh nhin khéng dung dudng udéng duge. Liéu dau 150
mg/kg pha trong 200 ml huyét thanh ngot 5% dé truyén
trong 15 phit. Sau dé6 dung liéu 50 mg/kg pha trong 500 ml
huyét thanh ngot 5% truyén trong 4 gid. Cudi cung la liéu
100 mg/kg pha trong 1 lit huyét thanh ngot 5% dé truyén
trong 16 gis. Néu paracetamol mau xudng dudi dudng A thi
ngung diéu tri. Truyén ti€p néu con trén dudng A.

Tac dung cia NAC qua dudng udng va dudng tiém tinh
mach déu nhu nhau. Pudng tinh mach dam bao dugdc s&
lugng hap thu, nhung c6 nhiéu tai bién di ing dudi dang néi
man, co thit khi quan, phi Quinck, tut huyét ap do giai
phéng histamin.

e Liéu lugng

Liéu uéng théng thuong: 350- 1000 mg/lan.
Pat hau moén: 650 mg.

Khéng dung qua 4000 mg/ngay.

Liéu cho tré em: 40- 480 mg/lan (hoic 10 mg/kg). Khong
diung qua 5 1an méi ngay.

e Céac ché pham

Hién c6 rat nhiéu biét dudc chita paracetamol véi tén goi rat
khac nhau, duéi cac dang thude sau:

— Vién nén, vién nang, vién sui: 80-150-300 va 500 mg.
— Go6i chita bot pha uéng: 80 mg/ géi va 120 mg/ goéi.
— Dung dich uéng cho tré em: 150 mg/5 ml- Lo 90 ml.

— Dang tiém:
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+ Prodafalgan: lo thudc bot 1 g + dung méi. Pha ngay

truéec khi dung, tiém bip sdu hodc tiém cham tinh
mach trong vong 2 phit. Liéu dung 1-2 g/ 1an, cach 4-
6 gio. Khéng dung qua 8 g/ ngay.

Perfalgan: 1a dung dich paracetamol tan hoan toan,
6n dinh, khong bi thuy phan hay oxy hoa, dung dugc
ngay. Perfalgan 1g c6 tuong duong sinh hoc vdi 2g
prodafalgan va cé tac dung giam dau tuong duong véi
ketorolac 30 mg, diclofenac 75 mg tiém bép, morphin
10 mg tiém bép.

Liéu dung: 1g x 2-4 lan/ ngay. Khoéng dung qua

~4g/ hgay

Phéi hgp perfalgan va morphin trong giam dau sau md sé
lam giam dudc 40-50% liéu morphin do thuéc cé tac dung giam
dau trung uong theo co ché khac nhau, dong thdi lam giam dude
tac dung dc ché than kinh trung uong cia morphin.

DUGC DONG HOC CHUNG CUA

CAC THUOC CHONG VIEM KHONG STEROID

Moi thuée CVKS dang dung déu 1a cac acid yéu, c6 pKa tix 2

dén 5.

Hap thu dé qua tiéu héa do it bi ion héa ¢ da day.

Gén rat manh vao protein huyét tuong, chti yéu 1 albumin,
6 thude téi 99,7% (nhém oxicam, diclofenac), do d6 dé day cac
thudéc khac ra dang tu do, lam ting doc tinh cua thuéc dé
(sulfamid ha duong huyét, thuéc khang vitamin K...).
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Cac thuoec CVKS dé dang thAm nhap vao cac mé viém. Néng
dd thuéc trong bao hoat dich bang khoang 30- 80% néng do
huyét tuong. Khi dung lau sé vudt qua néng dé huyét tuong. Do
d6 tac dung chéng viém khép dude duy tri.

Bi giang héa ¢ gan (tri acid salicylic), thai qua than duéi
dang con hoat tinh khi dung véi liéu chéng viém va liéu déc.

Cac thuéc khac nhau vé d6 thai tri, t/2 huyét tuong thay
doi tur 1- 2 gid (aspirin, nhém propionic) dén vai ngay (pyrazol,
oxicam).

Nhoém salicylic dung cho dau nhe (dau ring) hoic cac viém
cdp tinh. Cac CVKS c6 thoi gian ban thai dai duge dung cho
viém man tinh véi liéu 1 lan/ngay.

Dua theo thdi gian ban thai cta thudc, c6 thé chia cac
CVKS lam 3 nhém (bang 8 ):

Cdc thuée cé thoi gian bdn thdi ngdn, duéi 10 gio, cAn udng
3 lan/ngay, bénh nhan khé tuan tha. Tuy nhién, ¢ 1gi 1a khi
nging thudc, tac dung sé hét nhanh, nhat 1a khi xay ra tac
dung khéng mong mudn. An toan hon cho ngudi cao tudi va
bénh nhan suy than.

Cdc thuéc cé thoi gian bdn thdi dai, trén 30 gid, chi can
dung 1 lan/ngay, ngudi bénh khéng quén. Tuy nhién dé gay
tich luy thuédc, nhat 1a véi ngudi c6 tudi va suy than, dé gay
tai bién niang, khi nging thudc tac dung déc hai con kéo dai.
Phai 7 1an t/2 thi thudc méi thai tru hét, nhu vay, véi
piroxicam c6 t/2 = 40 gig, phai cho 12 ngay.

Cdc thudc c6 thoi gian bdn thdi trung gian: tuong d6i dé
dung va it tac dung phu hon.
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Bang 8. Phan loai thudc theo thai gian ban thai (V2)

Loai thudc _ Tén thudc 112 (gi®) S4 lan dung/ngay
Aspirin 0,25 3-4
Diclofenac 1 2-4

/2 ngén Ketoprofen 18 2-4
Ibuprofen 21 3-4
Indomethacin 4,6 3-4
Naproxen 14 2

2 trung binh  Sulindac 14 2
Meloxicam 20 1
Nhém coxib 20- 30 1
Piroxicam 40- 45 1

2 dai Tenoxicam 60- 75 1
Phenylbutazon 68 1

CAC TAC DUNG KHONG MONG MUON CUA
CAC THUBC CHONG VIEM KHONG STEROID

Tac dung phu cia nhém nay thudng lién quan dén tac dung
uc ché tong hop PG.

1. Loét da day- ruot

Niém mac da day rudt san xuit PG, dac biét 1a PGE, va
PGI, c6 tac dung lam ting tao chat nhay day khoang 5 mm dé
bao phu bao vé 16p biéu m6 da day. Ngoai ra PG c6 thé con kich
thich phan bao dé thudng xuyén thay thé cac t& bao niém mac bi
pha huy Thuéc CVKS ic ché téng hop PG, tao diéu kién cho
HCI caa dich vi gay ton thuong cho niém mac sau khi "hang

rao" bao vé bi suy yéu.
Nhiéu nghién citu da cho thay, giy chay mau cao nhat l1a
piroxicam, sau d6, theo thd tu giam dan la indometacin,



ibuprofen, diclofenac, naproxen. Cac thuéc c ché chon loc trén
COX- 2 an toan hon.

Dé du phong loét da day, thuong dung misoprostol (xem
muc Nguyén tdc chung khi s dung CVKS & dudi), hoic
omeprazol (thudc c ché bom proton). Khong dung thuéc khang
H, va sucralfat.

2. Lam kéo dai thsi gian chay mau do (fc ché ngung két tiéu cau
La dac diém chi thay & aspirin dung liéu thap 50-320mg/ngay.
3. Trén than va huyét ap

Thude CVKS it c6 anh hudng dén chiic nang than va huyét
ap cua ngudi binh thudng. Trén bénh nhan suy tim sung huyét,
X0 gan, viém than, giam thé tich méu va cac trang thai cuong
giao cam, cuong hé renin-angiotensin thi vai tré cua PG 6 than
trd nén rat quan trong. CVKS do lam giam téng hop PGE,, PGI,
d than nén lam giam su Gc ché cua PG trén ca qua trinh tai hap
thu Cl” va ca tac dung cia hormon chéng bai niéu (ADH), dan
dén @ mubi va nudc (phu), 1am giam hiéu qua cuaa thuéc chong
tang huyét ap, giam hiéu qua caa thudc 16i niéu.

PG c6 vai tro trong tuan hoan thén, lam gidn mach théan.
Uc ché tong hop PG tai than dé gay hoai ti gai va sau 1a viém
than ké man tinh, giam chic ning cau than. Ty 1é tai bién
khoang 1%.
4. Véi phu nir cé thai
— Trong 3 thang dau, thusc CVKS dé gay quai thai.
— Trong 3 thang cuéi, thudc CVKS dé gay cac réi loan
4 phéi lién quan dén viéc déng sém 6ng dong mach cua
bao thai trong tu cung. Mit khac, do 1am giam PGE
va F, thuéc CVKS cé6 thé kéo dai thoi gian chuia va
lam cham chuyén da vi PGE va F lam ting co bép tu
cung. Truéc khi dé vai gig, su tong hgp cac PG nay
tang rat manh.
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5. Moi thudc CVKS déu c6 khd ning gay con hen gia
(pseudo- asthme) va ty 1¢ nhiing ngudi hen khong chiu thudc 1a
cao vi c6 thé la thuoc CVKS tc ché cyclooxygenase nén lam
tang cac chat chuyén héa theo duong lipooxygenase (tang
leucotrien- xem hinh 6).

6. Gay huyét khai tic mach.

Nhém thuéc e ché uu tién COX-2 (cac coxib) do lam giam
tao thanh PGI, cia t& bao néi mac mach manh hon lam giam
TXA, cta tiéu cdu rit nhiéu nén lam ting nguy cd huyét khéi
tic mach (xem muc 4 trang 49).

TUONG TAC THUGC

Né6i chung, thuéc CVKS it c6 tuong tac truc tiép véi thudc
khac. Phan 16n 1a gian tiép vi cac thuéc CVKS gin rat nhiéu vao
protein huyét tuong nén cé su tranh chap khi dung nhiéu thudc
phéi hap.

1. Tuong tac giira cac thudc chdng viém khéng steroid

Nguyén tic chung la khong dung cac thusc CVKS véi nhau
vi sé lam tang nguy co tic dung phu do ching gan tranh chap
vao protein huyét tuong. Aspirin gin manh nhat. Cac thuéc bi
day khoi protein huyét tuong sé thai qua than duéi dang tu do,
dé gay tai bién.

2. Tuong tac gilra thuoc chdng viém khong steroid vai
thudc khac

Thudng 1a tuong tac dude dong hoc. It gip tai bién nang vi

pham vi an toan caa cac CVKS tuong dd1 rong. Khi phai dung
véi thude khac, can hiéu chinh liéu.
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— Thudc chéng dong mau, nhat 1a loai khang vitamin K,
déu gin nh1eu vao protein huyét tuong. Can nging
thuédc hoac giam liéu.

— Thuéc chéng dai thao duong loai sulfonylure (nhu
glibenclamid va tolbutamid): dung cung asplrm va
pyrazol c6 thé bi ha duong huyét. Nén dung véi thudce
CVKS khac.

— Thudc chéng tang huyét ap: thudc CVKS gy co mach
than do tc ché tong hop PG, lam glam tac dung cua
thuéc gjam ap (nhu thudc 1¢i niéu va chen B). Can tang
liéu thudc giam ap.

— Thudc chéng co giat sé tang tac dung, can giam liéu.

— Methotrexat va cac thuéc chéng ung thu déu c6 pham vi
dleu tri hep. Cac thuéc CVKS lam ting noéng do dang tu
do ctia thudc chéng ung thu, tang doc tinh.

— Thuéc tranh thai udng lam tang thai trit thuée CVKS,
nhat la acid acetylsalicylic.

CHI DINH

1. Giam dau va ha sét théng thudng: paracetamol.

2. Cac bénh thap cap va man tinh

Vi ty 1é doc tinh tiéu héa/ hiéu qua chong viém giéng nhau
cho moi loai thude CVKS, cho nén tiéu chuin chon thudc can

dua trén:
e Dap tling cua ting ngudi bénh.
e Su thuan tién trong su dung.
e Tac dung nhanh. '

e Ré tién.
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Tac dung nhanh.

Ré tién.

Thi du:

Viém da khdp dang thap: propionic, diclofenac (Voltaren).
Viém khdp man tinh cta ngudi tré: aspirin.
Viém cing khdp: indometacin.

Thoai hoa khép: loai c6 tac dung giam dau véi liéu thap, -
va khi tang liéu sé dat dudc tac dung chéng viém:
aspirin, propionic. Hodc mot thudc giam dau don thuan
paracetamol.

NGUYEN TAC CHUNG KHI SU DUNG THUGC
CHONG VIEM KHONG STEROID

Ubng trong hoac sau bita dn dé tranh kich ing da day.

Khong chi dinh cho bénh nhan c6 tién su loét da day.
Trong truong hop that can thiét, phai dung cung véi cac
chat bao vé niém mac da day.

Thuéc CVKS gay loét da day do ic ché tong hop PGE, ,
PGI, 0 niém mac da day. Cdac PG nay c6 vai tro we ché
bai tiét HCI, va kich thich bai tiét dich nhday cung
bicarbonat d da day, vi thé cé tdc dung bdo vé niém mac
da day. Hién da tong hop duoc mét loai tuong tu PGE, la
misoprostol (Cytotec), tuc 15- deoxy- 16 hydroxy- 16
metyl- PG E,; c¢6 tdc dung chéng loét da day tuong tu
thuéc khang H, Ddc biét dudec ding cho nhitng ngudi
phdi diéu tri kéo dai bang thuée CVKS.

Tdc dung phu: tiéu chay (30%), dau qudn bung, sdy thai.



Liéu lugng: Viéen 200 ug x 4 lan /ngay.

Dang nghién citu téong hop thuéc tuong tv PGE,
(Arboprostol, Enprostil, Trimoprostil).

— Thuéc tc ché chon loc COX - 2 tuy cé lam giam dudc ty
l1é chay mau tiéu hoa nhung nguy co tim mach lai cao
(nhéi mau, dst quy).

— Khéng dung cho ngudi ¢6 nguy cd tim mach (cao huyét
ap, tiang cholesterol mau, c6 tién st nhéi mau). Thudc
dudgc chon trong truong hgp nay la naproxen.

— Chi dinh than trong d61 véi bénh nhan viém than, suy
gan, c6 co dia di dng, cao huyét ap.

— Khi diéu tri kéo dai, cAn kiém tra dinh ky (2 tudn mét 1an)
cong thic mau, chic ning than. Pé bénh nhan dé tuan
thu, nén chon loai c6 thdi gian ban thai dai vi chi can udng
1- 2 lan/ngay, nhu piroxicam, naproxen, sulindac...

— Néu dung liéu cao dé tidn coéng, chi nén kéo dai 5- 7
ngay. Nhanh chéng tim dugc liéu thap nhat cé tac dung
diéu tri dé tranh dugc tai bién.

Chi y khi dung phéi hgp thudc: khong dung phdi hgp cac
thuéec CVKS véi nhau vi lam ting ddc tinh cia nhau.
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THUOC GIAM DAU HO TRO

Mot s6 thudc c6 tdc dung giam dau nhung khong co tac
dung chong viém, trudc day dudc x&p vao loai thudc giam dau
don thuan, dé6 1a floctafenin (Idarac), noramidopyrin (Novalgine,
Visceralgine forte) va nefopam (Acupan).

Co ché tac dung cua cac thudc nay chua hoan toan biét ré.
Hién thay c6 nhiéu tac dung khéng mong mudn nén nhiéu nudc
da khong con dung nia:

Floctafenin thuéc nhém fenin, dé gdy phan {ng qua méin
rat niang loai phan ng phan vé.

Noramidopyrin, 1a dan xudt caa pyrazol, gdy giam bach cau
hat khong phu thudc vao liéu dung, c6 thé dan dén tu vong.

Nefopam chi dung cho giam dau cap, c6 nhiéu tac dung phu
vé than kinh, tAm than.

Vi vay, trong thuc hanh 1am sang, khong con thuéc giam
dau goi 1a don thuin nita. Cac thudc dugc mé ta trong nhém nay
dude goi 1a thudc giam dau hd trg (analgesic adjuvants, co-
antalgiques), c6 tac dung hiép doéng, lam tang tac dung giam
dau cua opioid va cac thuée CVKS. Tuy nhién, cac thuéc nay lai
td ra c6 tac dung tdt, c6 thé 1a hon ca hai nhém thuéc trén dsi
v6i dau do nguyén nhan than kinh.

1. Thudc chéng trdm cam

Co tac dung déi v6i dau truong dién, lanh tinh lién quan
dén bénh ly than kinh. Tac dung giam dau khéng phu thude vao
tac dung chéng trdm cam, nhin chung, liéu giam dau thudng
thdp hon. Nhing thuéc cé tadc dung tc ché tai thu héi ca
serotonin va noradrenalin nhu amitriptylin, doxepin thi cé tac
dung giam dau manh hon nhiing thuéc chi dc ché& thu héi
serotonin nhu fluoxetin.
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Co ché tac dung: Cac thuéc chong trdm cam cé tac dung
giam dau riéng: tc ché tai thu héi cac monoamin dudc giai
phéng bdi cac duong tc ché ly tdm (dudng di xudéng) hanh nio-
tuy sdng cta su din truyén cam giac dau tai tuy song. Ngoai ra
c6 thé con c6 co ché khac nita. Tac dung giam dau xuét hién
mudn, 15 ngay sau udng liéu diu, tac dung tdi da vao giita tuin
thd 4 va thua 6. Tang liéu dan tiung 10- 25 mg, cach 2- 4 ngay.

Tac dung khéng mong muén: Thude c6 tac dung tét 1a thude
chéng tram cam loai ba vong dan xudt cia imipramin (Tofranil),
amitriptylin (Laroxyl), clomipramin (Anafranil). Cac thuéc nay
c6 bat lgi 1a giy cac triéu ching huy phé giao cam (khang
cholinergic) nhu tao bén, khoé miéng, tiéu tién kho, tham chi bi
dai, roi1 loan diéu tiét thi giac (chi nhin dudc xa). Khi dung cung
morphin, nh4t 14 3 ngudi cao tudi, dé bi ngu ga, tut huyét ap, vi
vay nén bit ddu tit liéu nhd, ting dan.

Cac thudc chi tc ché tai thu hoi serotonin nhu fluoxetin
(Prozac) thi dé dung nap hon nhung hiéu qua giam dau lai kém
hon loai ba vong.

Mot s6 ché phdm va liéu dung:

e Amitriptylin (Elavil, Laroxyl)
Nguoi trén 65 tudi uéng 10 mg/ngay. Ngudi tré hon udng
25 mg/ngay. Cé thé tang t6i 50 mg/ngay (liéu chéng tram
cam la 100- 150 mg/ngay). Vién nén 10 mg va 25 mg.

e Imipramin (Tofranil)
Vién 25 mg. Bit dau ti liéu thap. Liéu t6i da téi 150 mg/ngay.
Chi cin udng 1 1an méi ngay.

e Fluoxetin (Prozac)
Vién nang 20 mg. Liéu t6i da 80 mg/ngay. Udng mdi ngay
1 lan.



2. Thudc chéng dong kinh

Phenytoin (Di-Hydan), carbamazepin (Tegretol) va
valproat (Depakine) c¢é tic dung giam dau tdt trong
bénh than kinh do dai thao dudng, dau day than kinh
tam thoa, du phong con dau nia diau (migraine), dau
sau zona. Tac dung giam dau it nhit ciing bang thudc
chong tram cam.

Co ché tac dung: trong cac ching dau do nguyén nhén
than kinh, c6 hién tudng phéng dién tu phat doc theo cac
soi than kinh bi tén thuong. Cac thudc chdng dong kinh
do phong toa dudc chitc ning caa kénh Na* nén da ngan
dudc su phéng dién tu phat nay.

Tac dung khéng mong mudn: thuong rat khac nhau:
Valproat natri (Depakine) dugc dung nap tét.
Carbamazepin (Tegretol): réi loan tiéu héa (buén nén,
nén), roi loan vé mau (giam bach ciu, giam tiéu ciu,
thiéu mau suy tuy), réi loan than kinh (chéng mat, nhic
dau, mét mai, nhin déi).

Phenytoin: viém 1di qua san, thi€éu mau hong cau to (do
thiéu acid folic), mét moi, nhuge cd. Tac dung giam dau
do than kinh khéng duge ua dung nhu carbamazepin.

Ché pham va liéu dung:

Tén chung Ténthuong mai  Liéu khdi ddu  Liéu téi da 24 gi
Carbamazepin Tegretol 200 mg 1600 mg
Clonazepam Rivotril 0,5mg 6 mg
Phenytoin Di- Hydan 300 mg 600 mg
Valproat natri Depakine 400 mg 2500 mg

Trong trudng hop mét thude khéong c6 hiéu qua, c6 thé thay
bang thudc khac. Bit dau ti liéu thap, ting dan dé tranh tac
dung khéng mong muén cta thuéc, nhat 1a ¢ ngudi cb tudi.
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SU DUNG THUOC GIAM BAU

Dau 1a mét cam giac chi quan, phu thudc rat nhiéu vao
trang thai than kinh tdm thén cta ting ngusi. Cac thudc giam
dau c6 hai nhém 16n: thudc giam dau loai opioid (nhém thuéc
phién) va thuéc giam dau khong phai loai opioid.

Thuéc loai opioid 1a loai giam dau manh, nhung chi vai 1an
dung 14 c6 thé giy nghién, vi vay phai hét sic can nhic. Loai
khéng phai opioid thudng c6 tac dung khéng mong muén la chay
mau dudng tiéu héa cho nén xu hudng hién nay la nghién ctu
san xuat cac thuéc dc ché uu tién enzym COX-2, tuy nhién cac
tai bién vé tiéu héa, than, van con, khi dung kéo dai can theo
déi; tai bién tim mach lai gia ting.

Do aspirin c ché manh nitric oxyd synthetase nén lam
giam nitric oxyd (NO) noéi sinh, vi vay nhiéu tac gia dang nghién
ciu téng hop cac thuéc CVKS c6 chita nitric oxyd nhu
nitroxybutyl ester va nitrosothiol- CVKS. NO la chit trung gian
noi sinh cé chtic phan bao vé niém mac va tiét chat nhay cua da
day. Cac thudec CVKS giai phéng NO c6 thé 1a giai phap tét cho
phong tai bién tiéu héa do thudéec CVKS.

Vi vay, chién luge diéu tri dau néi chung can tuin tha mot

s0 nguyén téc sau:

1. Chon thudc

Phu thudc vao ban chit ciia dau va cudng d6 cua dau.

Véi dau do ung thu, Té chiic Y t& Thé gidi (1986) da khuyén
cao udng thudc theo bac thang giam dau (analgesic ladder).

Bdc 1: Thutée giam dau khéng opioid: paracetamol, CVKS
dung cho dén liéu diéu tri toi da.
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Bdc 2: Dung phéi hop thém véi Lo
codein, oxycodon. Ho#c thudc giam dau hd trg: thudc chong
trdm cam, thudc chdng déng kinh.

Bdc 3: Thudc giam dau loai opioid "manh" hon: morphin,
hydromorphon, methadon... dé thay cho opioid "yéu" trong
khi van tiép tuc dung thudc CVKS.

Bang 9. S dung cac thudc thich hop cho timg loai dau

Loai dau

Thudc gidm dau

Nhic dau

Bong gan

Pau sau nhé ring

Pau than kinh toa nhe

Pau than kinh toa ning

Dau sau ma tir trung binh
dén nang

Nhéi mau co tim cap

Dau kinh nguyét

Pau xuong do di can ung thu

Pau day than kinh tam thoa

Bénh than kinh do dai thao dudng

Dau do Herpes

Migraine

Pau nhiéu ca do bénh thap

Paracetamol- Aspirin
Paracetamol- Aspirin
CVKS- Paracetamol + codein
Paracetamol + codein/ dextropropoxyphen®
Dihydrocodein/ buprenorphin
Dihydrocodein/ buprenorphin + CVKS
Morphin
Morphin + Diamorphin
Acid mefenamic
Opioid + CVKS
Carbamazepin, chdng tram cam
Carbamazepin, chéng tram cam
Chéng tram cam
Cép tinh:
Aspirin/ paracetamol + metoclopramid
Ergotamin
Du phong:
Pizotifen
Corticoid

* Dextropropoxyphen da bi rut khai thi trugng Phap, Anh, New Zealand.... tir 1011.
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D6i v6i dau do cac nguyén nhan khac tién trién din din
cling nén si dung "bac thang" giam dau nay: dau nhe dung bac
1; dau manh hon dung bac 2; khi dau trd nén rat manh thi dung
bac 3. Tuy nhién, khi dau manh c4p tinh c6 nguyén nhan ro
rang nhu gy xuong, sau md, séi than... thi phai dung ngay cac
thuéc giam dau manh loai morphin dé tranh séc va cac anh
hudng xiu cia dau dén tién trién cia bénh. Cac dau cap tinh
loai nay chi dung thudc vai 1an nén khong dang ngai hau qua
giy nghién cua thuéc.

Thuéc diung diéu tri triéu chitng dau

(Ché€ phdm va liéu lugng xin xem phan "Cac ché phim
thudc").

(1). CVKS: cho dau nhe va trung binh
Aspirin
Paracetamol
Cac CVKS khac
(2). Thuéc phéi hop opioid + CVKS: cho dau nhe va trung binh
Codein + Paracetamol
Codein + Aspirin
Dihydrocodein + paracetamol
Dextropropoxyphen + pafacetamol
(3). Cac opioid
— Cho dau nhe va trung binh

Buprenorphin

83



Codein
Dextropropoxyphen
Dihydrocodein
Tramadol

— Cho dau ning
Buprenorphin
Diamorphin
Methadon
Morphin
Pethidin

Céc opioid con dudc chia thanh ba loai theo co ché (bang 10):

— Loai cht van thuin tuy (agonistes purs): khéng c6 hiéu
qua tran (tac dung tang theo liéu) va khong lam giam
hiéu qua cta nhau khi diung dong thdi.

— Loai chi van mot phan (agonistes partiels).

— Loai vita cha van vira dai khang.

Hai loai sau c6 hiéu qua tran (nghia 13 hiéu qua ting dén
mot liéu nhat dinh thi diing, néu tang liéu, hiéu qua khéng tang
thém) va lam giam hiéu qua cta loai chi van thuan tuy khi cho
phéi hop.

Theo tac dung giam dau, con phéin biét opioid manh va
opioid yéu.
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Bang 10. Phan loai cac opioid theo co ché

Chu van thudn tuy  Chd vin mét phan  Chd van - Ddi khang

Morphin Buprenorphin Pentazocin
Dextromoramid Nalbuphin

Opioid  Methadon
manh  pethidin

Fentanyl
Hydromorphon

Opioid  Codein
yéu Dextropropoxyphen

2. T6i uu héa dudng dung thuéc

Cdch dung théng thuong nhét la uéng.

Tuy nhién, duong dung t61 wu cho cac thude giam dau phu
thudc ban chat va mdc d6 cia dau, nguyén nhan va bénh ly
cua dau.

Trén bénh nhan c6 dau do ung thu tién trién hoic sau phiu
thuat 16n thi duong uéng tré nén kém hiéu qua. D6 1a do
nhiéu thuéc loai opioid bi chuyén héa cao khi qua gan lan
thi nhat nén sinh kha dung thdp va rit thay d6i theo ting
ca thé, nong d6 trong mau dao déng nhiéu, khé xac dinh
liéu lugng va s6 lan dung t6i thiéu cin thiét. Hién dang
khic phuc bang cac ché phdm morphin giai phéng cham
theo dudng uéng, hoic tong hop cac thude it bi chuyén héa 6
gan, c6 thoi gian ban thai dai nhu methadon. :

Véi cac thuée CVKS, sinh kha dung theo duong uéng khéong
c6 trd ngai gi, néng do té1 da trong mau thudng dat duge
sau 1- 2 gio.

85



Theo du'dng tiém bdp: thudng dung cho thudc loai OplOld
néng d6 toi da trong mau dat duge sau 30- 60 phit. Nong do
c6 tac dung giam dau dao dong trong vong 3- 4 gio, do d6
ciing giy nhiéu bat 1gi, cin cai tién.

Ky thudt truyen tinh mach lién tuc, duy tri duge nong do
thudc t6i thiéu én dinh (Stapleton 1979), c6 thé lam g1am
dau vai ngay cho bénh nhan sau mé. Sau nay dudc dung ca
cho bénh nhin ¢6 dau man tinh do ung thu (Portenoy,
1986). Véi ky thuat truyén, thuong dung opioid loai ¢6 thai
gian ban thai ngan (morphln) hon 1a loai c6 t/2 dai
(methadon) vi dé chuén db néng d6 trong mau hon thai gian
ban thai. White (1988) dung ky thuat giam dau do bénh
nhan tu kiém tra (patient controlled analgesia- PCA) nho
vao mot bom thudc da dude chuong trinh héa ca liéu va
khoang cach gilta cac liéu bang b vi xi ly. Cac thudc
thuong dung la:

Ténthudc  Liéugidihan  Liéu truyén co PCA Thdi gian
ban ngat
Morphin 0,1%  3-10 mg 0,5- 1,5 mg/ gio 0,5-1,5mg 6- 8 phut

Pethidin 1% 15-50 mg 5 - 40 mg/ gio 10- 20 mg 6- 8 phut

Fentanyl 0,1%  30- 100 mcg 10- 20 mcg/ gio 10- 20 meg 5- 6 phut

Tramadol 100 mg 12 mg/ gid 10- 20 mcg 5- 6 phat
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Tiém thuéc ngoai mang cing: ti gitta thap ky 70 cua thé ky
trude, khi phat hién cé cac receptor opioid 6 sing sau tuy
séng, nhiéu tac gia da tiém morphin vao ngoai mang cing,
thuéc khuéch tan vao dich nao tuy, phat huy tac dung véi
liéu t61 thiéu ma khong gay tac dung toan than.

Tiém morphin ngoai mang cing mot liéu 5- 10 mg, tac
dung giam dau rat t6t sau mé duy tri dude 12- 24 gis. Véi
cac opioid dé tan hon trong lipid (meperidin, fentanyl,



sufentanyl, methadon) thi khdi phat giam dau nhanh hon
nhung thoi gian tac dung lai ngén hon.

Tan sudt tai bién tc ché ho hap niang 1a khoang 1: 1000.

3. Ca thé héa liéu luong thudc dung

Pic diém chung cta viéc st dung opioid dé giam dau la su
thay d6i rat 16n cta cac liéu c6 tac dung giam dau téi wu giita
céc ca thé. Mat mit 1a do su khac nhau vé dude dong hoc tit 30%
dén 50% giita bénh nhan nay véi bénh nhan khac; mit khac la
do su khac biét con 16n hon vé dap tng dude luc hoc véi thude.

Sau day ching tbi chi xin néu ra mét sé cach dung dé doc
gia tham khao.

Trong dau cdp

Phu thudc vao cudng dé dau: sau mé, do chan thuong, nhéi
mau co tim, con so6i than... Néu phai dung morphin, nén tiém
tinh mach va cadn chuén liéu: 0,03 mg/kg cach nhau ting 10
phiit cho dén khi dat dude giam dau ma khong c6 biéu hién tc
ch& h6 hap. Liéu dau thuong 1a 5- 10 mg, sau dé, cach 3- 4 gic
lai tiém nhéc lai theo dudng tinh mach ho#c duéi da. Can giam
sat mach- huyét ap, mic d¢ tinh tao, tdn s6 ho hdp, mic do
giam dau truéc moéi 1an tiém. Néu c6 d4u hiéu yén diu manh
hozc nhip thé < 9 nhip/phiit, cdn cho thd oxy va tiém naloxon
0,4 mg (na 6ng) vao tinh mach.

Xin nhé ring dudng tiém tinh mach an toan hon dudng tiém
bdp vi khé luong trude dude su hap thu theo dudng tiém bap:
khi tiém tinh mach liéu 2,5- 5 mg, tac dung t6i da ciing nhu téac
dung phu tc ché hd hap xuit hién sau khoang 15 phut; trong
khi tiém bép, tac dung téi da chi thay sau 30- 40 phuit.

Trong dau man tinh do ung thu
Khi di phai dung dén morphin, liéu dau tién l1a uéng, 60
mg/ngay chia lam 6 1an uéng véi loai gidi phéng ngay, hoac 2 lan
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véi loai giai phéng cham. Trong trudng hop liéu chua da, cho thém

ting liéu 10 mg loai giai phéng ngay. Liéu hém sau bing tong liéu
da dung cho ngay diu chia lam 6 hay 2 1an dung tuy theo loai
thudc gidi phéng nhanh hay cham. Néu vain khéng du, c6 thé tang
liéu téi 50% cho dén khi dat dude giam dau ma khong giy anh
hudng x4u téi ho hap va su tinh tao. Morphin khéng c¢6 "liéu tran",
c6 bénh nhan da dung dén 1000 mg hoic hon trong ngay!

Ngoai ra, trong qua trinh diéu tri bang liéu co sd, déi khi
van xay ra nhiing con dau kich phat, ciAn diéu tri bing cac liéu
diém, liéu xen ké dé€ ngan ngita con dau ma khong can tang liéu
cd sd: cho morphin dang tac dung ngay véi liéu bang 10% liéu
hang ngay. Thdi gian giiia hai liéu xen ké khéng qua ngan, it
nh4it ciing trén 1 gio. Néu phai dung qua 4 liéu xen ké trong 1
ngay thi phai ting liéu co sé.

Trong khi dung thuéc, luén chi ¥ theo déi va can nhic giiia
l¢i ich va nguy co. Hai trudng hdp c6 thé gap la tac dung giam
dau kém hiéu qua mic dau da tang liéu (hién tugng quen thudc)
va xuat hién tac dung khong mong muén ning. Thay thudc c6
thé can nhic dé thay thé thudc: hydromorphon hoic fentanyl
dang cao dan.

Trong dau man tinh khéng phai do ung thu

Cac loai dau nay thuong 1a dau xuong khép, dau do than
kinh va da liéu. Trong mot s6 trudng hdp nang, cé thé su dung
opioid liéu thap, kéo dai c6 thé cé hiéu qua cai thién dude chat
lugng cudc séng. Theo "Khuyén cdo Limoges" (1999) cua Hai
nghién citu dau trong bénh thap (Phap) thi liéu dau tién la 10-
30 mg morphin sulfat loai giai phong cham, uéng 2 lan/ngay vao
gio cd dinh. Néu cin diéu chinh liéu thi médi 14n ting nhiéu nhat
1a 50% liéu hang ngay. Giam sat dé danh gia hiéu qua va tac
dung khéng mong mudn dé xac dinh liéu t6i wu. Cé thé bé sung
bang thudc giam dau paracetamol hodc morphin loai tac dung
ngay néu c6 nhiing con dau manh.
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THUGC CHONG VIEM STEROID

(Glucocorticoid)

Corticoid 1a hormon voé thudng than, xuit phat tu chi
(adrenal) cortex. Do cong thic héa hoc c6 nhan sterol nén con
goi 1a corticosteroid. D6 1a tén chung cho cac hormon cua vo
thugng than.

Vé mit chitc nang, vé thugng than dudc chia thanh hai ving:

— Vung ngoai hay ving cuén, bai tiét hormon diéu hoa
thang biang dién giai (mineralocorticoid), dai dién la
aldosteron, chiu su diéu khién chinh cta angiotesin II va
néng do K* ngoai t& bao.

— Vung trong hay viung bé- ludi, bai tiét hormon diéu hoa
chuyén hoéa glucose (glucocorticoid) 1a cortisol
(hydrocortison) va androgen, chiu su diéu khién cua
ACTH tuyén yén.

Trong phan nay chi néi vé glucocorticoid (cortisol). Trong
thuc hanh ngudi ta thudng st dung 1an 16n cac ti glucocorticoid,
corticoid, steroid dé chi cortisol va cac din xuAt.

Ludng cortisol dudc san xuit hang ngay ¢ nguoi 1a 10 mg/ngay

(Esteban va cong su, 1991), theo chu ky sinh hoc, nong dé cao
nhat trong huyét tuong 1a 8 gid sang va thap nhat la 4 gig chiéu.

Cortisol Aldosteron
- Lugng bai tiét trong diéu kién t6i vu 10 mg/ngay 0,125 mg/ngay
- Néng do huyét tuong
8 gid sang 16 pg/ 100 ml 0,01 pg/ 100ml
4 gid chiéu 4 pg/ 100 ml 0,01 pg/ 100 ml
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1. Tac dung sinh ly

Cac tac dung sinh 1y la cac tac dung tuong duong véi lugng
hormon dugc thugng than bai tiét hang ngay. Trong diéu tri, phai
dung liéu cao hon rat nhiéu 1an méi c6 tac dung duge ly, va vi thé
ciing sé 1a nguén géc cua cac tai bién khi phai dung kéo dai.

1.1. Trén chuyén hda dudng

Glucocorticoid kich thich gan tao glucose tu cac acid amin
va glycerol, kich thich du trit glucose duéi dang glycogen. O cac
mo ngoai bién, glucocorticoid lam giam su dung glucose, ting
giang hoéa protein va phan huy mé dé cung cdp acid amin va
glycerol cho viéc tin tao glucose ¢ gan. Két qua la lam tang
glucose mau, bao vé cho cac mé ma ning lugng phu thudc vao
glucose (néo, tim).

Trong diéu tri, glucocorticoid c6 thé gay ra hoac lam nang
thém bénh dai thao duong.

1.2. Trén chuyén hoa protid

Glucocorticoid 1am giam nhap acid amin vao trong té bao,
tang acid amin tuan hoan, din dén teo cd, thang bing nito Am.
Do ting di héa protid, nhiéu mé bi anh hudng: mé lién két kém
bén viing (giy nhiing vach ran duéi da), mé lympho bi teo
(tuyén hung, lach, hach lympho), xudng bi thua do lam teo cac
tham mo lién két, noi 1dng dong cac chat v6 cd dé tao nén khung
xuong (do d6 xuong dai dé bi giy, dot song bi lin, hoai ti vé
khuén cd xuong dui).

1.3. Trén chuyén hda lipid

Glucocorticoid vita c¢6 tac dung huy lipid trong cac té bao
md, lam tang acid béo tu do; vira ¢6 tac dung phan bé lai lipid
trong cd thé, lam md dong nhiéu ¢ mat (khuén mat mat trang),
d ¢6 va nda than trén (nhu dang Cushing), trong khi céac chi va
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nia than duéi thi teo lai. C6 gia thiét gii thich ring t&€ bao m3
cia nua than trén dap tng chi yéu véi ting insulin do
glucocorticoid gay ting dudng huyét, trong khi cac t&é bao mé 6
cac chi va than duéi lai kém nhay cam vdi insulin va dap dng
v6i tac dung cua cac hormon huy lipid khac.
1.4. Trén chuyén hoa nudc va dién giai
Téc dung theo kiéu aldosteron, nhung yéu hon rat nhiéu:

— Na*: lam ting tai hap thu Na* va nudc tai 6ng than, dé
giy phu va tang huyét ap.
K*: 1am tang thai K* (va ca H*), dé gidy nhiém base mau
giam K* (va ca nhiém base mau giam CI").

— Cg® : lam tang thai Ca ** qua than, giam hip thu
Ca®" § rudt do d6i khang véi vitamin D. Khuynh huéng
lam giam Ca’* mau nay din téi cudng can giap trang
phan tng dé kéo Ca’'tit xuong ra, cang lam xuong bi
thua, 1am tré em cham 16n.

— Nuébe: nuée thuong di theo cac ion. Khi phu do
aldosteron ting thi glucocorticoid gidy dai nhiéu (nhu
trong xo gan) vi né d6i khang véi aldosteron tai than.

1.5. Trén cdc co'quan, mé

—  Kich thich than kinh trung wong, giy lac quan (c6 thé la
do cai thién nhanh dudc tinh trang bénh ly). Vé sau lam
bit rat, bon chén, lo du, khé nga (c6 thé 1a do réi loan
trao d6i ion Na*, K* trong dich néo tuy). Gay thém #n do
tac dung trén viung duéi doi.

— Lam tang d6ng mau, tang sd lugng héng cau, bach cau,
tiéu cdu, nhung lam giam s6 lugng t& bao lympho do huy
cac c¢o quan lympho.

— Trén 6ng tiéu hoéa: glucocorticoid vita c6 tac dung gian
tiép, vira c6 tac dung truc tiép lam tang tiét dich vi acid

91



va pepsin, lam giam san xuit chit nhay, giam tong hgp
prostaglandin E,, E, ¢6 vai tro trong viéc bao vé niém
mac da day. Vi vay, corticoid c6 thé gay viém loét da
day. Tai bién nay thudng gip khi dung thudc kéo dai
hoéc dung liéu cao.

— Do tc ché cau tao nguyén bao sdgi, tc ché cac mé hat,
glucocorticoid 1am cham lén seo cac vét thuong.

2. Cac tac dung dugc dung trong diéu tri

Ba tac dung chinh dudc dung trong diéu tri 12 chéng viém,
chong di dng va dc ché mién dich. Tuy nhién, cac tac dung nay
chi dat dudc khi néng d6 cortisol trong mau cao hon néng do6
sinh 1y, d6 1a nguyén nhan dé din dén cac tai bién trong diéu
tri. Vi vay, trong trudng hop cé thé, nén dung thuéc tai chd dé
tranh tac dung toan than va nang cao hiéu qua diéu tri dén to1
da. Co ché tac dung cua glucocorticoid rat phic tap vi c6 nhiéu
tac dung trén mot t& bao dich, va lai c6 nhiéu té bao dich.

2.1. Tdc dung chéng viém

Glucocorticoid 1a thuéc chéng viem manh nhat va thuong
dugc dung nhat trong cac bénh viém cidp va man tinh nhu hen,
viém mii di ing, thap khép, lupus ban dé.

Thudc tac dung trén nhiéu giai doan khac nhau ciua qua
trinh viém do bt ¢ nguyén nhén gi (cd hoc, héa hoc, nhiém
khuén, bic xa...), vi vy ngan can dudc cac biéu hién lam sang
cua viém nhu sét, tdy do, sung, dau.

O giai doan sém cta viém: glucocorticoid tc ché cac yéu to
héa tng dong va cac cytokin thic ddy viém nhu interleukin- 1
(IL- 1); interleukin- 6 (IL- 6), TNF a (yéu t6 hoai td u a)va
interleukin- 8 (IL- 8), do d6 lam giam luéng dai thuc bao va
bach ciu hat kéo dén 4 viem. Hon nita, glucocorticoid cor lam
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giam tiét cac chit van mach nhu serotonin, histamin va do dé
d61 khang véi su ting tinh thAm thanh mach.

Glucocorticoid tc ché phospholipase A,, l1am giam téng hgp
va giai phéng leucotrien, prostaglandin. Tac dung nay la gian
ti€p vi glucocorticoid lam ting san xuit lipocortin, 1a protein c6
mit trong t&€ bao, cé tac dung tc ché phospholipase A,. Khi
phospholipase A, bi tc ché, phospholipid khéng chuyén dudgc
thanh acid arachidonic.

Diéu d6 giai thich tac dung chéng viém cua glucocorticoid
manh hon tac dung chéng viém cua cac thuéc CVKS vi cac
thuéc nay chi dc ché dude sinh téng hgp PG ma thoi.

Glucocorticoid tac dung ngay ca & giai doan dang viém: Uc
ché manh Jnitric oxyd (NO) synthetase, lam giam san xuit géc
tu do NO® trong dai thuc bao. Thudc con dc ché san xuit cac
protease trung tinh nhu collagenase, elastase.

Phospholipid mang GLUCOCORTICOID

o ¢

Phospholipase A, Q—L Lipocortin

Acid arachidonic
THUGC CHONG VIEM
KHONG STEROID
Lipo- (+)' (+) Cyclo-
oxygenase oxygenase
Leucotrien Prostaglandin

(Co phé& quan, tangtinh  (Cac phan (ng viém, dau)
tham thanh mach)

Hinh 9. S0 dé vi tri tac dung ctia glucocorticoid va thudc chéng
viém khong steroid trong téng hop cac prostaglandin
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2.2. Tdc dung chéng di ung

Céc phan tng di ing xay ra do su gin cua cac IgE hoat héa
trén cac receptor dic hiéu 6 dudng bao (mastocyte) va bach cau
ua base duéi tac dung cia di nguyén. Su gin d6 hoat héa
phospholipase C, chit nay tach phosphatidyl- inositol diphosphat
4 mang t& bao thanh diacyl- glycerol va inositol triphosphat. Hai
chit nay déng vai tré "ngudi truyén tin thd hai", 1am cac hat &
bao tuong cua té& bao giai phéng cac chat trung gian héa hoc cta
phan dng di ing: histamin, serotonin... (hinh 10).

Bing cach tc ché phospholipase C, glucocorticoid d¢a phong
toa su giai phéng trung gian héa hoc ciia phan tng di ing. Nhu
vay, IgE gin trén dudng bao nhung khéng hoat héa dude nhiing
té€ bao d6. Glucocorticoid 1a nhiing chat chong di ing manh.

Phosphatidyl- inositol KN + KT
diphosphat l(»f) GLUCOCORTICOID

)
)

————— Phospholipase C

Diacyl glycerol Inositol triphosphat
Hat du trir
l KN: Khang nguyén
Histamin ———
Serotonin didee Ll

Hinh 10. So d6 tac dung chéng di (ng ctia glucocorticoid
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2.3. Tdc dung ut ché mién dich

Glucocorticoid tac dung chi yéu trén mién dich té bao, it

anh hudng dén mién dich thé dich. Cd ché cta tac dung dé la:
— Uk ché ting sinh cac t&€ bao lympho T do lam gidm san
xuat interleukin - 1 (ti dai thyc bao) va interleukin - 2
(tit T,).
— Giam hoat tinh gay doc t& bao cua cac lympho T (Tg) va
cac t& bao NK (natural killer: t& bao diét tu nhién) do tc
ché san xuit interleukin - 2 va interferon gamma.
— Do tc ché san xuit TNF (yéu t& hoai ti u) va ca interferon,
glucocorticoid 1am suy giam hoat tinh diét khudn, gay doc
té& bao va nhan dang khang nguyén caa dai thuc bao.
Mbt s6 tac dung nay ciing dong thoi 1a tac dung chéng viém.
Do tc ché ting sinh, glucocorticoid cé tac dung tét trong
diéu tri bénh bach ciu lympho cip, bénh Hodgkin.
3. Pac tinh

C6 hai loai dgc tinh thudng gép trong diéu tri: mét loai doc
tinh do dung thudc véi liéu cao hon liéu tac dung sinh ly hoic
dung lién tuc va mot loai xay ra do nging thudc.

3.1. Béc tinh do dung liéu cao hodc dung lién tuc kéo dai
3.1.1. R6i loan nudc va dién gidi

Kiém mau (nhiém base), ha kali, phu do gidi natri nén giit
nudc, tang huyét ap. Can kiém tra dinh ky, cho ché d¢ an giam

mudi, b sung kali. Chon cac ché phdm khong giit natri nhiéu
(nhu Triamcinolon, Betamethason).

3.1.2. Nhiém khuéan

Vi glucocorticoid c6 tac dung tc ché mién dich nén lam giam
sdc -dé khang clia co thé, lam tiang nguy cd nhiém khuén hoic
1am béc 16 mét bénh lao tiém tang. Vi thé chi dung glucocorticoid
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khi biét chic khong c6 nhiém khuin, hoiac néu cin, dung phéi
hdp véi khang sinh, khang nadm thich hop.

3.1.3. Loét dudng tiéu hba, loét da day

Glucocorticoid ¢6 thé giy chay mau hodc lam thing & loét
hién c6 hoic seo loét cii. Kha ning giy loét méi cua glucocorticoid
van con 1a van dé tranh luan. Chi dung glucocorticoid cho bénh
nhan khong cé tién st hoac khong bi loét duong tiéu hoa.

3.1.4. Nhugc co va teo co

Thuong xay ra véi cac co gan goc chi. Dic biét, trén nhiing
bénh nhan cao tudi, bénh nhan hen hoic c6 bénh phdi tic nghén
man tinh, thuéc 1am nhude co hé hdp c6 thé lam ning thém suy
hé hap. Tt khi ¢6 cac ché pham thudc c6 tac dung kéo dai nhu
Depomedrol, Kenacort da gép tai bién teo ca dui, tham chi phai
chéng nang hoic ngdi xe lan.

3.1.5. Thay déi hoat dong tam than, tac phong

Tinh trang kich dong, mat ngu, thay d6i tAm trang, sang
khoai... khéng loai trt kha ning trén mét s6 bénh nhan,
glucocorticoid c6 thé lam bdc 16 bénh tam than tiém an.

3.1.6. Buc thuy tinh thé

La mét tai bién da dudc xac dinh do dung glucocorticoid liéu
cao hoac kéo dai. Nhiéu khi giam liéu hoac nging diéu tri, duc
thuy tinh thé van tién trién. Vi vay, khi diang glucocorticoid kéo
dai véi liéu tuong duong véi prednison 10- 15 mg/ngay thi rat
can kiém tra mét dinh ky.

3.1.7. X6p xuong

La mdt tai bién thudng giap 6 moi lda tudi khi dung
glucocorticoid liéu cao hoac kéo dai. Khoang 30- 50% bénh nhan
diéu tri bang glucocorticoid kéo dai dé din dén gy xuong tu
phat do x6p xuong, nhit la & c6 xuong dui va cot séng.
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Glucocorticoid 1am giam mat d6 xuong theo nhiéu co ché: dc ché
hormon sinh duc, giam héap thu calci & ruét, tc ché tao xuong do
tc ché tac dong ctia tao c6t bao (osteoblasts). Ngoai ra, do dc ché
hap thu calci tit rust (do d6i khang véi vitamin D) dan dén lam
tang thd phat bai tiét hormon can giap trang (PTH), 1a hormon
gdy tiéu xuong (huy ddng calci tit xuong vao mau).

Dé ngan ngita x8p xuong do glucocorticoid cin phai:

— Kiém tra do mat d6 xuong nhat 1a § gai sdng va cé xuong
dui trong 6 thang dau va dinh ky.

— Ché d an 1500 mg calci/ngay cung véi vitamin D
400 Ul/ngay. .

— Néu khéng c6 chéng chi dinh, nén dung bién phap
hormon thay thé cho cac nhém bénh nhin dic biét:
estradiol cho phu nil tién man kinh hodc man kinh,
testosteron cho nam khi c6 ha testosteron mau.

— Hién nay, mét bién phap c6 nhiéu thanh cong 1a dung
biphosphonat: Alendronat uéng 5- 10 mg/ngay; Hoéc
Etidronat (Difosfen, Didronel) vién nén 200 mg, uéng 5- 20
mg/kg/ngay trong 2 tuan. Usng theo chu ky ¢6 kiém tra.

3.1.8. Hoai tit xuong

Ciing 12 moét tai bién thuong gip véi glucocorticoid (Lane va
Lukert, 1998). D6 la loai hoai t& v6 mach hoac vé6 khuén
(avascular, aseptic necrosis). Thudng bi ¢ ddu xuong dui. Dau
va cling khdp thuong 1a triéu ching sém nhat. Hoai ti xuong
thudng tién trién dian din va nhiéu bénh nhan cudi cung da
phai thay khdép.

3.1.9. Cham Ion va cham phat trién

O tré em, di dung véi lidu thap ciing c6 thé din dén cham
phat trién. Co ché chinh xac chua that rd, nhung c6 thé diéu tri
bing dung hormon tang trudng.
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Viéc dung glucocorticoid cho me dang mang thai (nhu dé
kich thich san xuit chat dién hoat — surfactant — cho thai nhi
non thang) can dudc danh gia lai mot cach nghiém tuc. Cac
nghién ciu trén déng vat thuc nghiém da cho thidy dung
glucocorticoid trudc sinh déu cé lién quan rd rét dén khe hd vom
miéng, r6i loan phat trién noron din dén bit thudng vé nhan
cach cho tré sau nay.

3.2. Béc tinh do ngimg diéu tri

Pang diéu tri bing glucocorticoid dai ngay, khi ngitng thudc
dot ngdt c6 thé 1am bénh bung phat lai, nhung tai bién ning
hon ca 1a suy thugng than cap do truc ha khau nao- tuyén yén-
thugng than da bi c ché (Xem muc 6.1.1). Mic d6 va do dai caa
suy thugng than sau diéu tri glucocorticoid phu thudc vao tiung
ca thé nén khé xac dinh. Nhiéu bénh nhéan phuc héi suy thugng
than sau vai tuan, vai thang, tuy nhién c6 ngudi phai téi 1 nam
hoac hon.

Dé lam giam nguy cd suy thudng than cidp do dung
glucocorticoid, nhiéu phac d6 st dung thuéc da duge dé xuat sé
dugc trinh bay dudéi day. Nhin chung, khi dung glucocorticoid
qua 2 tuan, phai dudc coi 1a c6 nguy co.

Ngoai hdi ching nang suy thugng than cidp do ngitng thude
con c6 thé gap: sét, dau co, dau khép, khé chiu (malaise) va mot
héi ching it gidp nhung da thdy 1a gia u nio (pseudotumor
cerebri) gdm ting ap luc ndi so va phu gai mét.

4. Dugc dong hoc

4.1. Hap thu

~* Hydrocortison va cac ché pham tdng hgp cung loai déu uéng
dudc. Cac ester tan trong nudc cua cac thuéc trén duge dung
theo duong tinh mach. Cac dang dich treo dé tiém bép, c6 tac
dung kéo dai. Khi lam thay d6i nhé trong ciu tric héa hoc cia
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thudc da lam thay déi dugc rat ro rét toc d6 hap thu, thoi gian
khdi phat tac dung va d6 dai tac dung ctia cac ché pham thudc.

Dung glucocorticoid tai ché kéo dai nhu tiém vao 6 khép,
vao tui két mac, bdi ngoai da, hodc khi dung dudng hé hip,
thudc van dugec hap thu vao mau va c6 thé du gay ra hiéu qua
toan than, ké ca tc ché truc tuyén yén- thugng than.

4.2. Phan bé, chuyén hda va thdi trur

Sau khi hap thu, hon 90% cortisol trong huyét tuong dudc
gin thuan nghich véi protein, 1a CBG (corticosteroid- binding
globulin) hay transcortin. CBG 14 mét a - globulin do gan san
xudt, c6 ai luc cao vdi steroid vo thugng than, dic biét 1a cortisol
va céac chit tong hop cung loai; c6 ai luc y&u hon véi aldosteron.

" Cac glucocorticoid ¢6 hoat tinh sinh hoc déu ¢6 dudng néi déi &
vi tri 4- 5 6 vong A va nhém ceton 6 C, (H.11). Thuong c6 2 loai
phan tdng dé 1am mat hoat tinh cta glucocorticoid trong cd thé la
khit dudng noi doi 4- 5, duge thuc hién 6 gan va ca ngoai gan; khu
chic ceton ¢ C; thanh din xuat 3- hydroxy thi chi xay ra & gan.

Cac chat chuyén héa tan trong nudc va thai trit qua than
dudi dang glucuro- hgp va sulfo- hgp.

5. Lién quan giira cau trac va tac dung

Moi corticoid dung trong diéu tri déu la din xuit caa
cortisol hay hydrocortison (hormon thién nhién c6 OH & vi tri
11). Bang cach thay ddi ciu tric cta cortisol, ta c6 thé lam tang
rat nhiéu tac dung chéng viém va thdi gian ban thai caa thuéc,
dong thoi lam giam kha ning gi®t mudi va nuéc.

Dudng ndi ddi 6 vi tri 4- 5 va nhém ceton & vi tri 3 rat can
cho hoat tinh ctia ca hai loai hormon chuyén héa dudng
(glucocorticoid) va chuyén héa muéi (mineralocorticoid). Nhém
OH & vi tri 11 B cia vong C chi cAn cho hoat tinh cua
glucocorticoid, trong khi OH & vi tri 21 thi lai tuyét d6i can cho
hoat tinh cua mineralocorticoid.
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— Vong A: khi ¢6 thém duong n61 kép gita vi tri 1- 2, tac
dung chéng viém ting va giit mudi giam (prednison,
prednisolon).

— Vong B: thém -CHj, 8 vi tri 6a (methylprednisolon), hoic F
3 9a, hodc 6 ca hai vi tri 9- 6a (fludrocortison, flucinonid),
tac dung chéng viém cang manh va kéo dai t/2. Nhung F &
vi tri 9a lai 1am téng tac dung giit Na*.

— Vong D: thém -CH; hay -OH & vi tri 16a, 1am giam manh
kha ning git mudi cua hdp chat 9a F nhung khéng anh
huéng dén tac dung chéng viém (triamcinolon,
dexamethason, betamethason).

C4u tric steroid c6 4 vong:

OH cén cho hoat
| tinh cia MC

- Thém CHj (a hoac B)
lam giam manh MC
clia dan xuit 9a

9

B
6

Thém F lam tang MC

NGi d6i 4,5 va 0 8 3 can
cho hoattinh hormon Thém CH3 lam tang GC va kéo dai t;
Hinh 11. Lién quan gilta c4u truc va tac dung clia corticoid
GC: hoat tinh glucocorticoid (chéng viém)
MC: hoat tinh mineralocorticoid (gi& muéi)
-2 Vi tri @, duGi mét phédng
— Vi tri B, trén mat phdng
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Khi thay déi cau tric héa hoc cta thude, ngoai su thay doi
vé tac dung, thi dudc dong hoc cia thude, dic biét 1a thai gian
ban thai ciia thudc ciing thay déi nhiéu.

Bang 11. M6t s6 corticoid thudng dung

Tén thudc Ticdung Tac  Chuyén  Thai Liéu
chéng dung héa  gianban tuong
viém gitNa*  dudng thai duong
(gid) (mg)
Cortisol 1 1 1 8-12 20
(hydrocortison)
Cortison 0,8 08 08 8-12 25
(11 dehydrocortisol)
Prednison 4 0,8 4 12- 36 5
(A' cortison)
Prednisolon 4 0,8 4 12- 36 5
(A cortisol)
6a - metylprednisolon 0,5 12- 36
Triamcinolon 0 12- 36
(9a fluoro- 16 «
hydroxyprednisolon)
Betametason 25- 30 0 25 36- 54 0,75
(9a. fluoro- 16 B
metylprednisolon) _
Dexametason 25-30 0 25 36- 54 0,75
(9a fluoro- 16 «
metylprednisolon)
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Dua vao thoi gian tac dung, cac thudc trong bang 11 dugc
chia lam ba loai: tac dung ngin (12 gid), tac dung trung binh
(12- 36 gid), tac dung dai (36- 54 gid). Mot s6 ché phidm dang
tiém c6 ta dudc l1a polyetylen glycol, glysorbat... lam thudc thai
trit r4t cham, tuy theo bénh va liéu ludng, c6 thé chi tiém 1
tudn, 2 tuidn hodac 1 thang 1 lidn, nhu Depomedrol (chia
metylprednisolon acetat 40 mg trong 1 ml), Rotexmedica,
Kenacort (chita 40 - 80 mg/ml). Tuy nhién, loai nay thuong cé
nhiéu tac dung phu nhu teo da, teo co, x6p xuong va réi loan noi
tiét.

6. Ap dung diéu tri

Ngoai trit diéu tri thay thé khi thi€u hormon, viéc st dung
glucocorticoid phan 16n 1a dua vao kinh nghiém. Truéc khi diéu
tri, cAn nhé mot s6 nguyén tac sau:

— Vi thuéc c6 nhiéu tac dung khéng mong muén cho nén
dau tién cin can nhic ky gitta nguy cd va 1di ich khi
dung thuéc cho ting bénh nhan.

— Véi bat cit mdt bénh nhan nao va dé6i véi ting bénh nhan
can xac dinh liéu thich hgp c6 hiéu qua diéu tri bang
dinh ky danh gia tién trién cta bénh, tac dung khéng
mong mudn cta thudc dé thay d6i liéu. Néu khéng phai
1a chéng chi dinh thi mot liéu duy nhat du hoi cao hoic
mot dgt diéu tri ngén duéi 1 tuan thi thudng 1a vé hai.

— Khi thoi gian dung thuéc kéo dai trén 1 tuan thi cac tac
dung khéng mong muén sé tang ca vé s lugng va cudng
d6, tham chi c6 nguy cd ti vong.

— Ngung thuéc dot ngdt sau mot dgt diéu tri dai thudng co
nguy cd suy thugng than cip rat nguy hiém.
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6.1. Diéu tri thay thé khi co thiéu hut hormon

Suy tuyén thugng than cé thé 12 nguyén phat do tén thuong
cdu tric va chic phan caa chinh tuyén thugng than va cé6 thé la
thi phat do tdn thuong cia ha khau nio hoic tuyén yén.

6.1.1. Suy thuong than cap

Thudng do ngiing thudc dot ngot sau dot diéu tri kéo dai.

Triéu chiing: buén nén, nén, dau bung, mat nuéc, ha natri
mau, ha kali mau, suy nhugc, mo mang, tut huyét ap.

Diéu tri :

B thé tich tudn hoan va muéi: truyén tinh mach dung dich
NaCl 0,9% > 1 lit (c6 thé dén 5% trong ludng cd thé trong 24
gio).

Glucocorticoid liéu cao: hydrocortison 100 mg tiém tinh
mach (liéu cao, tiém nhanh), sau dé truyén lién tuc 100 mg
mdi 8 gio trong ngay dau. Nhiing ngay sau khi tinh trang
6n dinh, thay bang tiém bap hoic udng 25 mg cach 6- 8 gia.
Tiép tuc diéu tri nhu suy thugng than man tinh.

6.1.2. Suy thugng than man tinh

Nguyén nhén: bénh tu mién cta tuyén thugng than, lao
thuong than, suy giam mién dich méc phai, chay mau
thugng than.

Triéu ching: gidng véi cac triéu ching cua con suy
thudng than cdp, nhung mic d6 nhe hon nhiéu.

Diéu tri: thuong dung hydrocortison 20- 30 mg/ngay.
Cortison acetat khong c6 hoat tinh, vao co thé, duéi tac
dung cua enzym 11 - B - hydroxysteroid dehydrogenase
mdi chuyén thanh cortisol c6 hoat tinh nén liéu phai cao
hon mot chat, 25- 37,5 mg/ngay.
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Dé c6 ndng db cortisol trong mau dung nhip ngay dém sinh
1y, thudng chia liéu hang ngay lam hai: 2/3 liéu cho vao 8 gi¢
sang va 1/3 cho vao 4 gid chiéu. Ho#c c6 tac gia cho ba liéu: 10 mg
vao 8 gid, 5 mg vao 13 gié va 5 mg vao 18 gio.

6.2. Chi dinh trong cdc bénh khéng phai ndi tiét

Vi lidu glucocorticoid thay ddi theo loai thuéc va bénh 1y caa
titng ca thé, cho nén dé thuan tién, ching t6i gidi thiéu liéu cia
prednison cho dé hinh dung.

6.2.1. Viém khdp, viém khdp dang thap

Can xac dinh ring mét khi da chon glucocorticoid dé diéu
tri thi phai dung kéo dai hang nam. Liéu dau tién cin phai da
cao dé tc ché& bénh nhanh chéng va lam t&i thiéu héa cac hau
qua din dén tén thuong mé hoc.

Véi bénh ning, liéu dau dung prednison 1 mg/kg/ngay chia
lam 2- 3 lan, tién dén liéu 1 l4n, gidm din dén liéu t6i thiéu c6
hiéu qua tuy theo tién trién 14m sang.

Mbt s6 tac gia khuyén dung glucocorticoid nhu 1a mét tac
nhan tam thdi chi dé ngin chan con tién trién cha bénh khi
khéng dap tng véi thude CVKS. Khéi dau 1a 5- 10 mg/ngay hoic
c6 thé téi 20- 40 mg/ngay. Giam 1 mg/ngay sau mbi 2- 3 tuan.

Khi c6 triéu chiing qua nang ¢ mot vai khép, c6 thé tiém
truc tiép vao & khdp triamcinolon acetonid 5- 20 mg (chi lam &
bénh vién, trong diéu kién v6 khuin tuyét doi).

6.2.2. Bénh thép tim
— Chi dung glucocorticoid khi salicylat khéng c6 tac dung.

— Bénh ning, glucocorticoid c6 hiéu qua nhanh. Liéu
prednison la 40 mg/ngay. Khi nging glucocorticoid,
bénh c6 thé trd lai. Nén phéi hop véi salicylat.
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6.2.3 Bénh than

— Hoi ching than hu: glucocorticoid 1a thudc diéu tri hang
dau cho ca tré em va nguoi 16n. Liéu dau la 1- 2 mg/kg
trong 6 tudn, giam dan liéu (hodc cho liéu cach nhat)
trong 6- 8 tuin tiép theo. Gidm protein- niéu xuat hién
trong 2- 3 tuan 6 85% bénh nhan, trén 95% sé thuyén
giam trong vong 3 thang. Khi nging diéu tri, bénh tai
phat biéu hién bang lai c6 protein-niéu. N&u tai phat vai
lan ttc 1a da khdng steroid, khi d6 phai dung thuéc tc
ché mién dich khac nhu azathioprin, cyclophosphamid.

— Bénh than thit phat sau lupus ban d6 hé théng ciing
diéu tri bang glucocorticoid.

— Cac bénh khac nhu viém ciu than ting sinh mang
(membranoproliferative glomerulonephritis) va xo cing
thanh & (focal sclerosis) thi viéc dung glucocorticoid con 1a
van dé ban cai. Cé tac gia khuyén thit dung glucocorticoid
v6i su giam sat can than cac chi s§ xét nghiém chic nang
than: vi du dung prednison 120 mg cach nhat trong 8- 10
tudn, sau d6 giam liéu dan trong 1- 2 thang.

6.2.4. Bénh di img

Nén nhé riang khdi phat tac dung cta glucocorticoid trong
cac bénh di tng thuong cham. Bénh nhéan cé phan ing di tng
ning nhu sdc phan vé thi doi hdéi phai diéu tri ngay bang
adrenalin 0,5 ml dung dich 1: 1000 tiém bap hoéc tiém duéi da
(15 phit sau c6 thé tiém nhéc lai).

Cac biéu hién ctia bénh di tng c6 thoi gian kéo dai ngin
nhu bénh huyét thanh, may day, viém da tiép xtc, phan @ng véi
thudc, ong dot... thi c6 thé dung cac liéu glucocorticoid thich hop
nhu 14 mét thude bé trg. Truong hop ning c6 thé tiém tinh mach
methylprednisolon 125 mg, cach 6 gid/ 1an.

Cac bénh di ing it trim trong hon thi khang histamin 14 thusc
hang d4u. Trong viém mii di Ung c6 thé dung corticosteroid phun
vao mii.
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6.2.5. Hen phé quén

Glucocorticoid khéng lam gidn co tron phé quan nén khong
tac dung trén con hen. Thudc chi c6 tac dung chéng viém &
duong hé hdp: diéu bién sy san xuit cytokin va chemokin, ic
ché& tong hdp leucotrien, prostaglandin, @c ch& manh su tich luy
bach cAu ua base, ua acid va cac bach cidu khac tdi mé phdi, lam
giam tinh thdm thanh mach (Schleimer, 1998). Vi thé, hién nay
glucocorticoid 12 thuéc cé hiéu qua nhat trong diéu tri bénh hen.

Trong con hen ning phai nhap vién, m#c du thdi gian khdi
phat cta glucocorticoid 14 6- 12 gid, van can tiém tinh mach liéu
tan cong methylprednisolon 60- 120 mg cach 6 gid/ lan, sau dé
12 udng prednison 40- 60 mg. Giam liéu dan va ngiing thudc sau
10- 15 ngay.

Con hen nhe hon, uéng prednison 40- 60 mg/ngay x 5 ngay.
Sau d6 giam liéu dan trong 1- 2 tuan.

Dé tranh tac dung phu khi ding dudng toan than, hién c6 cac
ché pham khi dung, mang lai hiéu qua tét va an toan hon. D6 la
beclomethason dipropionat (Becotid), triamcinolon acetonid,
flunisolid, budesonid (Pulmicort) va fluticason propionat (Flixotid).
Cac thudc nay c6 khac nhau rd vé ai luc véi receptor: trong d6
fluticason va budesonid c6 ai luc manh hon beclomethason nhiéu.
Tuy nhién, véi liéu thich hgp, moi loai ché pham déu c6 tac dung
nhu nhau trong diéu tri hen.

Glucocorticoid dang phun suong dung cho du phong va khong
ché hen hon 14 & cit con hen (dé cit con thi dung thuéc cudng B,
adrenergic nhu Ventolin, Albuterol). Vi phai dung dai ngay nén
su tuan thu diéu tri c6 anh hudng quyét dinh dén két qua. Mét
nghién citu cua Haahtela va cong su (1994) dung budesonid phun
sudng 600 pg x 2 lan/ngay trong 2 nam, da c6 tac dung tot va sau
d6 phan 16n bénh nhan di dugc giam liéu xudng 200 pg x 2
1An/ngay, réi 1/3 s6 bénh nhén da c6 thé ngling thude hoan toan.
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Ciing c6 thé dung glucocorticoid dudng toan than dé diéu tri
hen cidp va man tinh ning. Trong hen cdp tinh ning, udng
prednison 40- 60 mg/ngay x 5 ngay (tré dudi 1 tudi, 1- 2 mg/ngay);
6 thé dung thém mét tudn véi liéu giam dan. Trong hen man tinh,
ding liéu udng cach nhat, giam din, nhung nhiéu tac gia cho ring
dung dang khi dung thi t6t hon.

Bang 12. Cac tac dung ngoai y clia corticoid khi dung dudng

khi dung
Téc dung ngoai y Nguy cd”
- Uc ché truc ha khau ndo- Khong thdy nguy co cho dén liéu < 1500 pg/ngay
tuyén yén- thugng than (ngudi I6n) hodc < 400 pg/ngay (tré em)
- Tiéu xuong Bat dau co vai liéu ~ 500 pg/ngay

- Réi loan chuyén héa glucid Cbé ddu hiéu lam sang véi liéu >1000 pglkg
va lipid

- Duc nhan mét Chua dugc chimg minh

- Mdng da Da thay vdi liéu 400- 2000 pg/ngay

- Ban xuét huyét Té8n thuong tang theo liéu 400- 2000 pg/ngay
- Kho phat am Thuong it hau qua

- Nam Candida Ty lé mac < 5%. Gidm néu dung ngat quang

* Tinh theo liéu Iuong cda budesonid hodc beclomethason. Budesonid
(Pulmicort, Rhinocort) Ia thuéc téng hgp, c6 tac dung manh hon hydrocortison
200 14n nhung sinh kha dung theo dudng udng lai rét thdp (10- 20%), vi vay,
thich hgp cho dudng khi dung.

Déc tinh:

Dung thudc dudng khi dung dé diéu tri hen thi it tac dung
ngoai ¥y hon vi lugng thudc vao mau it. Tuy nhién can luu y
ring, moét lugng thudc khi dung vin bi bénh nhin nuét vao
duong tiéu héa va mot lugng thude nita duge hap thu tir phdi
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vao mau va do thoi gian diéu tri kéo dai nén van cé tac dung
ngoai y theo dudng toan than (bang 12).

Sau méi 14n lam khi dung, thudc dong lai & viing hau hong,
sé c6 thé gay ndm viing miéng- hiu, phat Am khé (dysphonia).
Vi vay, can sic miéng ky sau méi lan phun.

6.2.6. Cac bénh méat

108

Trong nhan khoa, glucocorticoid dudc diing dé chéng viém

Véi cac bénh & bén ngoai va ving trudéc mit, dung thudc
tai ché. Thuéc c6 thé th&m vao thuy dich dat nong db
diéu tri khi nhé thuéc vao tai cing két mac.

Véi cac bénh viing sau nhan ciu, dung thudc duong toan
than hoic tiém vao sau nhian ciu (bao Tenon). Khi tiém
vao vung sau nhan ciu, c6 nhiéu nguy cd giy doc tinh
tai chd, tén thuong mé, thing nhan cau, tén thuong than
kinh thi giac, tic mach trung tdm vong mac, ton thuong
vong mac... Vi vay can dude cac thay thuée chuyén khoa
giam sat.

Mot vai dang thuéce va cach dung

Dung dich nhé mét dexamethason natri phosphat 0,1%,
cach 4 gic nho 2 giot (trong thoi gian thic) va
dexamethason natri phosphat (dang thudc md béi mat)
truée khi di ngu.

Véi viém sau nhan cau, uéng prednison (hoic thudc tuong
duong) 30 mg/ngay, chia 1am nhiéu lan.

Cdc tdc dung khéng mong muén

Tang nhan ap hodc 1am néng thém bénh glécom. Glocom
thudng khong héi phuc sau nging glucocorticoid. Vi vay,
khi diing thudc qua 2 tudn, phai kiém tra nhan ap.
Dung glucocorticoid cho bénh nhan bi viém két mac do
vi khuan, virus hodc ndm cé thé che 14p su tién trién
ctia bénh nhiém khuédn cho dén khi mat thi luc khong
héi phuc.



Khéng duge dung glucocorticoid cho cac tén thuong giy
rach, xudc, in moén & mét vi thudc lam cham lanh vét
thuong, d& gay lan rong nhiém khudn. Tuy nhién, sau
mé glocdm, viée bdi glucocorticoid tai ché lai cé gia tri
1am cham lién seo vét thudng (v6 khudn) do d6 lam giam
tham nhiém nguyén bao sgi, 1am vét mé 1én seo t6t hon.

6.2.7. Cac bénh ngoai da

Thuéc diing ngoai

Cac glucocorticoid dung ngoai da duge chia 1am 7 nhém theo
cuong d6 tac dung giam dan (bang 13).

Nhiéu bénh viém ngoai da dap tng véi glucocorticoid. Viéc
chon thuéc tuy thudc vao cudng do tac dung cta thudc, vi tri
thuong ton, tinh trang bénh ly. Su hip thu thuéc cing tuy
thudc timg ving da. Thuong biat ddu bing thuéc tac dung
manh, sau d6 dung thudc yéu hon. Béi thudc hai 1an méi ngay
1a di. Bbi nhiéu 1an hon, tac dung khéng tot hon, déi khi con
dé sinh tac dung khéng mong muén (Yohn va Weston, 1990).
Nhin chung, hydrocortison hoé#c thudc tuong duong la thuéc
manh nhat cho viing mét va cac viang kin (nach, ben). C6 thé
xay ra quen thuéc nhanh, khi dé cin thay bing loai
glucocorticoid khac, ho#c diing thua hon, thuée van cé tac dung.
Cé6 thé tiém thudc vao vung tén thuong (intralesional
injection) véi ch& pham it tan cta triamcinolon [triamcinolon
acetonid (Kenacort 40) va triamcinolon hexacetonid
(Aristospan)], thudc sé tan dan, do d6 tac dung dudc kéo dai.
Cach tiém thuéc tai chd dic biét c6 tac dung tai cac vung cé
md, nhu viém da d4u, viém mé mé duéi da. Ciing c6 thé dung
cho nhiing viém da néng hon nhung dé ¢6 néng d6 thudc cao
hon, nhu diéu tri vy nén, cac nang viém, lupus hinh dia.

" Tdc dung khéng mong muén:

Tai cho: teo da, ran da, diém gidn mao mach, chAm xuat
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huyét, ban dang tring ca, viem da quanh miéng, phat
trién vi khudn va ndm da, mit mau da, nhiém séc t3 da,
tring ca d6. Boi thudc ving gdn méit c6 thé bi tang nhan
ap, duc thuy tinh thé.

Bang 13. Phan loai glucocorticoid dang thudc bdi

Nhém thudc (1) Tén chung va dang thudc Tén thuong mai
Betamethason dipropionat: Diprolen
kem, pomat 0,05% (trong chat dan t6i uu)
1 Clobetasol propionat Temovate
kem, pomat 0,05%
Halobetasol propionat Ultravate
pomat 0,05%
Amcinonid pomat 0,1% Cyclocort
Betamethason dipropionat Diprosone
2 pomat 0,05%
Fluocinonid kem, pomat, gel 0,05% Lidex, Fludex
Halcinonid kem, pomat 0,1% Halog
Betamethason dipropionat Diprosone
kem 0,05%
3 Betamethason valerat Betatrex
pomat 0,1%
Triamcinolon acetonid Aristocort
pomat 0,1%, kem 0,5%
Amcinonid kem 0,1% Cyclocort
Flucinolon acetonid kem 0,2% Synalar- HP
4 Flucinolon acetonid pomat 0,025% Synalar
Hydrocortison valerat pomat 0,2% Westcort
Triamcinolon acetonid pomat 0,1% Kenalog, Aristocort
Betamethason dipropionat thuéc rira (lotion) 0,05% Diproson
Betamethason valerat kem, thudc rira 0,1% Betatrex
5 Fluocinolon acetonid kem 0,025% Synalar
Hydrocortison valerat kem 0,2% Westcort
Triamcinolon acetonid kem 0,1% Kenalog
Triamcinolon acetonid kem 0,025% Aristocort
Aclometason dipropionat kem, pomat 0,05% Aclovat
6 Desonid kem 0,05% Tridesilon
Fluocinolon acetonid kem, dung dich 0,01% Synalar
Dexamethason natri phosphat kem 0,1% Decadron
7 Hydrocortison kem, pomat, thuéc rira 0,5%, 1,0%, 2,5% Nutracort
Penecort

(1) Nhém 1 la manh nhét, cdc nhom sau giam dan.
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Cdc ché phém trén thuwong dudc bao ché dudi cdic dang
khdc nhau nhu thuéc ma (thich hop vdi da khé), kem (da
mém, ton thwong cé dich ri, cdc héc cia co thé nhu am
dao...), dang gel (ding cho ving da ddu, ndch, ben). Khi
boi thuée, can xoa déu thanh lop mong 1- 2 lan/ngay, theo

diing chi dan, nhdt la thuéc c6 tdc dung manh.

Bang 14. Cac bénh ngoai da dudc diéu tri bang glucocorticoid
dudng toan than

Diéu trj dai ngay
—  Céc bénh c6 bong nuéc
Pemphigus théng thudng
Bong nudc dang pemphigus
Herpes thai nghén
— Bénh mach tao keo
Viém da co
Lupus ban dé hé théng
Viém da sun tai phat
Viém mach
— Bénh Sarcoit
Diéu tri ngan ngay
Viém da tiép xuc (cap tinh)
Viém da di ung
Liken phang
Viem da tréc vay
Ban do n6t
Bénh déap tmg vai liéu thap vao lic di ngu
Bat thudng vé hormon
Tring ca
Ram léng (phu nir)
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Toan than: khi dung thudc lau, trén dién roéng, thudc cé
thé duge hap thu vao mau, giy tac dung khong mong
mudn toan than (xem muc 3. Doc tinh), nhat 1a trén tré
em lam cham 16n. Cac yéu t6 lam tang hap thu thudc la
lugng thuéc dung, dién tich vung béi thudc, s6 1an béi
thudc trong ngay, cudng dé cta thudc va cach dung (biang
ép, boi, tiém vao viung tén thuong). Dé han ché nhiing tac
dung phu nay, khi dung triamcinolon acetonid chi nén giit
tong liéu dudi 20mg/ thang.

e Thuéc dung duong toan than
Dung corticoid theo dudng toan than duge chi dinh cho cac
bénh ngoai da theo bang 14.
N6i chung, dé tranh cac tac dung c6 hai cia glucocorticoid
khi dung dudng toan than, t6t nhat nén chi danh cho diéu
tri cac bénh cdp tinh, hoidc bénh ngoai da cé de doa cho
cudc song (xem muc 8. Nhiing diém cdn chd ¥ khi dung
thuéc). Liéu thuong dung 1a prednison 40 mg/ngay.

6.2.8. Bénh dudng tiéu héa

Glucocorticoid ¢6 thé chi dinh cho nhiing bénh nhan da duge
chon loc nhu viém rudt két man tinh cé loét, bénh Crohn. Chi
dung glucocorticoid khi bénh nhan da thit bai véi cac phuong
phap diéu tri bao tén (nghi ngoi, dinh dudng, sulfasalazin).

Trong viém két mac c6 loét nhe, thut luu gii hydrocortison
100 mg. Trong viém cdp tinh ning hon, uéng prednison 1 liéu
duy nhat 40 mg/ngay. Liéu cao hon khéng thay c¢6 hiéu qua hon.
Thuong cac triéu ching chinh duge cai thién trong 5 ngay, cac
triéu ching khac sé mat dan trong 6 tuan tiép theo. Két qua c6
thé dat t6i 90%.

O bénh nhan ning, c6 sot, chan an, thifu mau... c6 thé dung
liéu cao hon: 60- 120 mg prednisolon/ngay. Can than trong vi
bién ching thung rudt hoic viém phic mac c6 thé xay ra nhung
lai bi chinh glucocorticoid 1am lu md triéu ching.
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Véi viém ruét chi giéi han tai tryc trang (viém tryc trang)
va dai trang trai: thut luu giit hydrocortison 100 mg/60 ml vao
mdi dém, trong 2- 3 tudn. Thudc c6 tac dung tai chd tot ma it
dudc hap thu.

Hién dang nghién cttu cac din xudt it duge hap thu dé tranh
tac dung doc hai toan than, nhu prednisolon metasulfobenzoat,
tixocortol pivalat, beclomethason dipropionat, budesonid.

Budesonid la glucocorticoid téng hdp c6 tac dung manh hon
hydrocortison 200 14n, nhung bi chuyén héa nhiéu khi qua gan
lan thi nhat, sinh kha dung theo dudng udng 1a 10- 20%, dung
thudc duéi dang vién nang giai phéng cham (9 mg/ngay), thudc
giit dudc nong d6 tac dung tai hdi trang va dai trang 1én. Tuy
nhién, vi 1a thuéc méi nén con can danh gia thém.

6.2.9. Cac bénh gan

Viéc dung glucocorticoid trong ciac bénh gan con nhiéu tranh
cai. Thuéc rd rang cé tac dung trong viém gan tu mién man tinh:
prednisolon véi liéu khdi dau 40- 60 mg/ngay, giam dan tdi liéu
duy tri 7,5- 10 mg/ngay cho dén khi mic transaminase huyét
thanh giam da cho két qua t6t téi 80% truong hop.

Vai tro glucocorticoid trong bénh gan do rugu con chua duge
xac dinh.

Trong cac bénh gan ning, nén dung prednisolon vi prednison
can phai duge chuyén héa 8 gan méi trd thanh cé hoat tinh.

6.2.10. Cac bénh ac tinh

Vi glucocorticoid c6 tac dung lam teo hach lympho va tc ché
su phén bao cta t& bao lympho, nén thudc thusng duge dung dé
diéu tri bénh bach ciu c4p  tré em va u lympho ac tinh.

Trong bénh bach ciu lympho cap hodc bénh bach cdu khong
biét héa & tré em, glucocorticoid c6 thé cai thién nhanh chéng cac
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triéu ching lam sang va hdi phuc huyét db téi 30% truong hop.
Tuy nhién khong duy tri duge 1au. Tac dung cua glucocorticoid
nhanh hon céc chit khang chuyén héa. Vi thé nén bat diu diéu
tri bang prednison, vincristin rdi sau dé la anthracyclin,
methotrexat hoic L- asparaginase.

Glucocorticoid 12 mét thanh phan rat cé gia tri trong cong
thic diéu tri bénh Hodgkin, u lympho khong phai Hodgkin, da
u tuy va bénh bach cdu lympho man tinh.

Glucocorticoid dic biét c6 hiéu qua trong diéu tri thiéu mau
tan huyét tu mién va giam tiéu cdu trong bénh bach ciu lympho
man tinh.

Trong s6 cac glucocorticoid, dexamethason-dung cung véi tia
X trong diéu tri cac khéi u & viing rat nhay cam nhu trung that,
nio, tuy séng véi liéu 4- 6 mg, cach 6 gid/ 1an c6 hiéu qua nhanh
chéng phuc hdi chic nang than kinh néu cé di can nio va phu
né lién quan dén khéi u. Khong nén nging thudc dot ngoét ma
cin giam liéu dan dan theo dap ting 14m sang.

6.2.11. Céac bénh khac

— Giam tiéu cdu: prednison 0,5 mg/kg 1am giam khuynh
huéng chay mau. Trong trudng hdp can thiét c6 thé bit
dAau véi liéu cao 1- 1,5 mg/kg.

— Hong ciu bi huy hoai do tu mién (thiéu mau tan huyét
c6 test Coombs (+)): prednison 1 mg/kg/ngay. Bénh ning,
¢6 thé dung liéu cao hon, sau giam liéu dan theo tinh
trang bénh. Liéu duy tri c6 thé kéo dai nhiéu thang.

— Ghép co quan: prednison 50- 100 mg khi ghép, phéi hop
cung cac thudc c ché mién dich khac. Duy tri véi liéu
thap hon.

— Tén thudng tuy sdng: cac thi nghiém da trung tam da
cho thdy hiéu qua diéu tri ton thuong cip tinh tuy séng
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trong vong 8 gid véi liéu cao methylprednisolon: bit dau
bing 30 mg/kg truyén véi toc d6 5,4 mg/kg/ gio trong 23
gid (Bracken va cong su, 1997). Co ché caa tac dung bao
vé than kinh véi liéu cao nay la do glucocorticoid tic ché
tac dung doc hai caa goc tu do duge giai phéng ra trong
thuong ton t& bao do thiéu mau.

7. Chéng chi dinh

Moi nhiém khuén hosc ndm chua c6 diéu tri dac hiéu.
Loét da day- hanh ta trang, lodng xuong.

Viém gan vius A va B va khong A khong B.

Chi dinh than trong dai thao dudng, ting huyét ap.

8. Nhimg diém can chu y khi diing thudc

Khi dung gluccocorticoid thién nhién (cortisol,
hydrocortison) phai an nhat. Déi véi thuée téng hop, an
tuong d61 nhat.

Luén cho mét liéu duy nhat vao 8 gio sang. Néu dung
liéu cao thi 2/3 liéu udng vao budi sang, 1/3 con lai uéng
vao budi chiéu.

Tim liéu t6i thiéu c6 tac dung.

Kiém tra dinh ky nudc tiéu, huyét ap, dién quang da day
va cot song, glucose mau, kali mau, thiam do chic phan
truc ha khau nio- tuyén yén- thuong than.

Dung thudc phéi hgp: ting liéu insulin d6i véi bénh
nhan dai thao dudng, phéi hop khang sinh néu c6 nhiém
khuén.

Ché d¢ an: nhiéu protein, calci va kali; it mudi, dudng va
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lipid. Cé6 thé diung thém vitamin D nhu Dedrogyl 5
giot/ngay (méi giot chita 0,005 mg 25- OH vitamin D).

— Tuyét d6i vo khuéin khi tiém glucocorticoid vao & khép.

— Sau mét dgt dung kéo dai (trén mot thang) hoac véi liéu

cao khi ngitng thudc d6t ngdt, bénh nhan c6 thé chét dot
ngot do suy thugng than cap: cac triéu ching tiéu hoéa,
mAit nudc, giam natri va giam kali mau, suy nhude, nga
lim, tut huyét ap.

Hién c6 xu hudng dung liéu cach nhat, gidm dan, c6 vé "an

toan" cho tuyén thugng than hon. Mot s& thi du:
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+ Dang uéng prednison 40 mg/ngay: c6 thé dung
80 mg/ngay, cach nhat; giam dan 5 mg méi tuin
(hoic giam 10% tiung 10 ngay).

+ Dang dung 5- 10 mg/ngay; giam 1 mg/ tuan.
+ Dang dung 5 mg/ngay; giam 1 mg/ thang.

+ Mot phac d6 dién hinh cho bénh nhan dung liéu
prednison duy tri 50 mg/ngay c6 thé thay nhu sau:

Ngay 1: 50 mg Ngay 7: 75 mg
Ngay 2: 40 mg Ngay 8: 5 mg
Ngay 3: 60 mg Ngay 9: 70 mg
Ngay 4: 30 mg Ngay 10: 5 mg
Ngay 5: 70 mg Ngay 11: 65 mg
Ngay 6: 10 mg Ngay 12: 5 mg



CAC PROSTAGLANDIN

Nam 1930, hai nha phu khoa ngusi My Kurzrok va Lieb da
nhan xét thiy tinh dich ngudi giy co thit rat manh ti cung
nguodi. Vai nam sau, Goldblatt (nguoi Anh, 1933) va Von Euler
(ngudi Thuy Dién, 1935) da nghién ctu tac dung dude 1y cla
hoat chit 14y ra tu tinh dich, dit tén 1a prostaglandin (PG) vi
nghi rang ngudn goc cta chit dé 1a tit tuyén tién liét (prostate).
Sau nay thay ring PG con dude sinh téng hgp trong nhiéu mé
khac nhu ti cung, phdi, ndo, nhan cau, tuy, than...

1. Sinh t6’ng hdp va cac prostaglandin

PG dugc sinh téng hdp ngay tai mang t& bao. Mang t& bao
chita nhiéu phospholipid, duédi tac dung ctia phospholipase A,
cua mang, sé giai phéng ra acid béo tu do khong bao hoa, chia
20 nguyén tu C 1a acid arachidonic, hay con goi 1a acid eicosa- 5,
8, 11, 14- tetraenoic, acid prostanoic. Acid arachidonic khi duge
giai phéng ra sé trg thanh cd chit cho nhiéu enzym dé tao ra cac
chit chuyén héa khac nhau: cac prostaglandin, cac leucotrien
dudi tén goi chung la cac eicosanoid (hinh 12).
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Phospholipid mang
l PLA,
Acid arachidonic

5 LOX 12 LOX COX

5 HPETE 12 HPETE PGG,

| | |
LTA, 12 HETE PGH

~~ PN

LTB, LTC, TXA, PGE,l PGI,
1 | PGD, PGF, |
v v
LTD, TxB, 6¢PGF,,
, LTE,

Cac eicosanoid

Hinh 12. Cac dudng chuyén hoa cla acid arachidonic
PLA, (phospholipase A;) - 5 LOX (5 lipoxygénase) — 12 LOX (12 lipoxygénase) — COX (cyclo -
oxygénase) — PGG,(prostaglandin G,) — PGH, (prostaglandin H,) — TxA, (thromboxan A;) - TxB,
(thromboxan B,) - PGD, (prostaglandin D,) - PGE, (prostaglandin E,) - PGF, , prostaglandin F, - PGl,
(prostacyclin) - 6 ¢ PGF, , (6 céto prostaglandin F,,) - HPETE (acid hydroperoxyeicosatétraénoic) - HETE
(acid hydroperoxyeicosatétraénoic) — LTA,, B,, C4, D, E, (leucotrien A,, B,, C,, D, E,).

2. Cach phan loai va vai tro sinh ly cda prostagladin

Acid arachidonic, chat tién than caa PG c¢6 20 nguyén tu C
gdbm mot vong 5 canh va hai chudi nhanh.
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acid arachidonic (acid prostanoic)

Theo c4u tric cua vong 5 canh, chia cac PG thanh cac nhém
dit tén theo chit cai: PGA, PGB...

SReReReReRs

PGA PGB PGC PGD PGE PGF

PGG/H
(endoperoxyd)

Trong méi nhém, cac PG lai dudc phéan biét bing cac s6 viét
sau chil cai. S6 d6 chi s6 dudng néi déi ciia chudi bén, nhu PGA,,
PGE,

Loai 1 c6 mdt duong néi déi 6 gitta C,, - C,,

Loai 2 c6 hai duong néi déi gita C,; - C,, va Cs- Cq
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Loa1 3 co ba duang ndi doi giﬁa C]3' Cu; CS' C6 va C”- CIB

T4t ca cac PG déu c6 OH § C,;, dudi mit phing cia phan tu
(biéu thi bing nét.....; néu trén mit phing 1a nét ddm —) (hinh 13).

Khi 2 chudi nhanh khéng & cung trén mot mat phing, néu
chudi c6 mang COOH & dudi mit phing thi dude goi quy uéc la
PG, (nhu PGF,, ). Ngudc lai 1a B. Trong tu nhién khong thay PGg.

COOH
: CHj
o M OH
O H
COOH
—
HO: " OH
on ™ OH

Hinh 13. Cac loai prostaglandin

Hinh 14 tém tit qua trinh tdng hdp PG tit phospholipid
mang té bao. Corticoid c ché& phospholipase A, nén tc ché su
tao thanh acid arachidonic, do d6 tc ché tong hop ca PG va
leucotrien. Con thuéc CVKS do tc ché cyclooxygenase nén chi
tc ché tong hop PG; acid arachidonic van dude tao thanh nén c6
thé sé tang t(‘fng hop leucotrien, giy tac dung phu cua thuéc
CVKS (nhu con hen gia).
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Phospholipid mang té bao
CORTICOID

(+) i(-)
l«—— Phospholipase A,

v
Acid arachidonic

Lipooxygenase ‘ CVKS
(+) ‘_l ()
< Cyclooxygenase
Cac leucotrien
PGG
PG
endoperoxyd

khong bén | PGH

Noéi mac Tiéu cdu
mach Cdc mé va té
bao khdc nhau
Déi khdng . Déng vén
TXA, PGl, TXA, [ tiéu cau
prostacyclin Thromboxan L .Co mach
khéng bén khénf bén
6 keto PGF,, TXB,
vitng bén, khong hoat tinh vitng bén, khong hoat tinh
v
PGF,, PGD, PGE, cdc PG vimg bén

(s6t, gian mach, hiép déng véi histamin
va bradykinin trong giy dau, co ti cung...)

Hinh 14. So d6 qua trinh t8ng hop PG
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[ACID ARACHIDONIC ]

Cyclooxygénase

PG G,

Peroxydase

T

Prostaglandin

Hinh 15. Vi tri tac déng clia peroxydase trong sinh téng hgp PG

John Vane (1971) phat hién cd ché tac dung cta cac thudc
chong viém khong phai steroid (CVKS) 14 do tc ché cyclooxygenase
(COX) nén lam giam téng hop PG tai § viém. Sau nay nhiéu téc
gia thdy rang nhiéu thuéc chéng viém c6 tac dung nhu nhau
nhung tac dung phu lai rit khac nhau. Nhu vay chéc con phai c¢6
su khac nhau trong qua trinh dc ché téng hop PG. Qua nhién, it
lau sau Masferrer va cong su (1992) da ching minh su ¢6 mat cua
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mét COX méi, va phan biét 2 loai COX- 1 (PGH synthetase 1-
PGHS- 1) va COX- 2 (PGHS- 2). Xem thém phan “Co ché chung
caa thuéc CVKS” trang 50 trong phin “Thuéc giam dau khéng
phai morphin” dé biét thém vé COX — 1 va COX — 2.

3. Chuyén héa clia prostaglandin

Céac md ludn ludn tdng hdp va giai phéng ra mét ludng co sé
PG. Lugng PG nay c6 thé tang 1én rait cao dudi tac dung cla cac
kich thich khac nhau, dic hiéu cho méi md, thi du LH véi budng
tring, tinh hoan; adrenalin v6i mé ma.

Trit lugng PG trong tiing md ciing rat khac nhau va rat khé
xac dinh vi chi ¢6 khoang titng nanogam (1: 1.000.000 mg) trong
1g mo6. Tinh dich chia nhiéu PG, c6 khoang 300 pg trong 1 ml.
Theo Samuelson (1972), luogng PG dugc san xuat ra hang ngay o
phu nit 12 50 pg va é nam giéi 1a 200 pg.

Cac PG dudc tong hdp, phat huy tac dung sinh hoc va giang
héa ngay tai mé. Vi vay né dudc coi la "hormon mé".

Cac PG c6 rat nhiéu tac dung sinh ly, déi khi trai nguge nhau.
La chit c6 hoat luc manh nhat trong sé cac chat tu nhién dudge biét
cho dén nay. N6 c6 thé c6 tac dung véi néng dd 10 picogam
(1:1.000.000.000 mg) trong 1 ml in vitro, hoéc 10 nanogam cho 1 kg
in vivo.

Cac PG tb ra 1a nhiing yéu t& diéu hoa tinh té& tai ché cua
chuyén héa t& bao. Tac dung cia PG mat thiét lién quan véi AMP,,
cac enzym van chuyén ion, GMP, ATPase, phosphodiesterase...
Khi mang t&€ bao bi tdn thuong thi PG ciing bi mat tac dung. Cac
tac dung cua PG, ngay ca tac dung trén co tron déu khéng bi tc
ché bdi cac thudc phong toa hé cholinergic, adrenergic, cac thuéc
khang histamin hodc khang serotonin.
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4. Tac dung dugc ly

4.1. Trén tim mach

Cac PGE c6 tac dung gian mach manh, nhit 14 mao
dong mach, cac co vong trudéc mao mach va co vong sau
mao tinh mach. Cac tinh mach 16n khéng chiu anh
hudng ciia PGE. Tuy nhién ciing thiy c6 co mach & vai
ndi. Huyét ap thudng giam, luu lugng mau ting & tim,
than va vung tang. Bién d6 va tdn s6 tim tang do phan
xa ha ap.

PGD, giy ci giin mach va co mach. G néng d6 thap,
phan 16n cac mach déu gidn (mach tang, mach vanh va
mach than), chi c6 mach phéi lai co.

PGF,, 1a chat gdy co manh ca déng mach va tinh mach
phéi. Trén dong vat thuc nghiém, PGF,, giy ting huyét
ap, nhung trén ngudi, huyét ap khong bi thay ddi nhiéu.

PGI, gay gian mach ha huyét 4p manh hon PGE téi nam
lan. PGH, nhanh chéng chuyén thanh PGI, khi qua
phéi.

Thromboxan A, gdy co mach manbh.

Leucotrien (LT): LTC, va LTD, giay ha huyét ap do lam
giam thé tich tudn hoan va giam co bép co tim (vi 1am
giam luu lugng mach vanh). Tac dung quan trong cua
LT 1a lam thoat huyét tuong tai mao mach manh hon
histamin téi 100 1an (Fuerstein 1984).

Liéu cao, lam co mao mach va giam thoat dich.

4.2. Trén mau
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PGI, tc ché ngung két tiéu ciu in vitro véi ndng db tir 1-
10 nM. PGI, dudgc tc‘;ng hgp tai néi mac mach, cé vai tro
kiém soat su ngung két tiéu ciu, chéng gay nghén mach
in vivo.



TXA, 1a san phdm chuyén héa chinh cua acid
arachidonic tai tiu cdu, c6 tac dung 1am ngung két tiu
ciu, ngudc vdi tac dung ciia PGI, va rat nhay cam vdi tac
dung tc ché cua aspirin.

LTB, 1a tac nhan héa huéng dong manh véi bach cau da
nhan, bach cdu ua acid va bach cdu don nhan. Cac
leucotrien khac khong cé tinh chit nay. o] néng do6 cao,
LTB, kich thich ngung két bach cidu da nhén, thic diy
su v3 hat va tao superoxid. LTB, thic diy su dinh bach
ciu vao t&€ bao ndi mac mach va su di chuyén cta cac
bach cdu nay xuyén qua ndi mac.

PG ftc ché chiic phan va su ting sinh cua lympho, kim
ham dap dng mién dich. PGE, tc ché su biét héa cia
lympho B, su ting sinh cua lympho T va su giai phéng
cac lymphokin.

4.3. Trén co'tron
4.3.1. Trén co tron khi - phé quan

Nhin chung, cac PGF va PGD, giy co va cac PGE gay
gian. Tuy nhién, d6i khi thiy PGE, va PGE, lai gay co.
Prostaglandin peroxid (PGG, PGH) va TXA, gy co.

PGI, gay gidn va d61 khang véi cac tac nhan giy co khi
phé& quan khic.

LTC, va LTD, gay co phé quan manh hon histamin 100
14n ca in vitro va in vivo, dong thoi kich thich tiét dich
nhay giy phu niém mac.

4.3.2. Trén t cung

Cac PGF va TXA, giy co ti cung khong chua va chua. |
Truyén tinh mach PGF,, cho phu nii ¢6 thai sé lam ting
truong Iuc va cac con co phu thudc vao liéu lugng.
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Cac PGE lam gian ti cung khong chita. Trén ti cung
chita tit quy 2 tré di, PGE, gay co. Truyén tinh mach
PGE, va PGFy,, cho phu nit c6 thai sé lam tang truong
luc va co bép ti cung theo lidu.

Tinh nhay cam cua ti cung véi PG tiang din theo thai ky
nhung kém nhiéu so véi oxytocin.

4.3.3. Trén nhu dong éng tiéu hoa

Cac PGE va F giy co thit co doc chia da day ruét, trong
khi cac co vong thuong lai gidn duéi tac dung caa PGE
va co thit véi PGF. Budn nén, nén, tiéu chay va dau that
bung thudng 1a tac dung phu khi dang PGE, PGF dé gay
sy thai.

PGG, PGH, TXA, va PGI, giy co bép ruét nhung yéu
hon PGE, F.

Cac leucotrien gay co b6ép ruét manh.

4.3.4. Trén su bai tiét cla da day- ruét

PGE tc ché bai tiét acid cua da day duéi tac dung kich thich
cua thic #n, histamin hoic gastrin. Mit khac, kich thich san
xuat dich nhay va giy gidn mach. D6 la tac dung "bao vé" niém
mac da day chéng lai cac tac nhan giy loét.

4.4. Trén than
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PGE, va PGI, lam ting dong mau dén than, gay loi niéu,
tang thai Na* va K*. Cac PGE con tdc ché tai hap thu
nudc cua ADH. Cung véi PGI, va PGD,, PGE gay tiét
renin do tac dung kich thich true ti€p 1én cac té bao hat
canh cau than.

TXA, lam giam dong mau dén than, giam sdc loc cau
than.



4.5. Trén than kinh trung uong

D3 c6 nhiéu nghién ctu nhung vai trd cta cac PG trén than
kinh trung uong van chua that sang té.

PGE,, PGE, tac dung & vung duéi ddi, gy sét. Cac thudc
CVKS tc ché tdng hop tai day nén c6 tac dung ha sét.

PGD, 1a mét chit trung gian héa hoc cin cho gidc nga
(Urade va cong su, 1999).

Trén cac sdi dan truyén cam giac dau: PGE va PGI, lam
giam ngudng dau, lam min cam dau tan cung cac sdi
hudéng tim véi cac kich thich héa hoc va co hoc. Tac dung
gdy dau va duy tri dau manh hon bradykinin va
histamin. Trong qua trinh viém thAiy ting giai phéng
PGE,, PGI, va ca LTB,, déu la nhiing chat trung gian
din truyén dau.

5. S dung prostaglandin trong diéu tri

Mic du c¢6 nhiéu nghién citu, nhung viéc ting dung PG trong
diéu tri con rat han ché do PG 1a hormon ctia md, dudc téng hop
va tac dung tai ché, tac dung lai rat khac nhau cho nén khi
dung dudng toan than thi thudong cé6 nhiéu tac dung khéong
mong mudn; mit khac, thoi gian ban thai lai rat ngan.

Hién nay, PG méi chi dugc dung trong mét sé truong hgp sau:

5.1. Gdy sdy thai va thuc dé

Carboprost (15 methyl PGF,,)

Gay say tl’lai 0 tuan thid 13- 20: tiém bép sau 250 pg, sau
dé6 tiém bap 250- 500 pg cach nhau 1,5- 3,5 gio.

Cam mau tui cung sau dé; tiém bip sadu 250 pg, tiém
nhac lai tiung 15- 90 phut.
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— Dinoproston (Prostin E2- PGE2)

Gay say thai diéu tri 6 tudn 12- 20: vién thudc diat Am
dao 20mg, cach 3- 5 gid diat 1 vién.

Lam mém cd ti cung: Prepidil gel, ¢6 0,5 mg PGE, trong
3g thudc.

— Misoprostol (Cytotec): chit tong hgp tuong tu PGE, (xem
muc 5.2).

Trong nhiing nam gan diy, nhiéu nha san khoa trong va
ngoai nudc da va dang nghién cttu st dung misoprostol dé pha
thai va dé giy chuyén da trén thai da thang do thudc cé tac
dung lam chin mudi ¢6 ti cung va gay con co ti cung. Két qua
thu dudc rat dang khich 1é. Tuy nhién, nhiing nghién cdu nay
van chua khing dinh dude d6 an toan ciing nhu liéu lugng va
dudng dung thudc (dit dudi ludi, dit hau moén, dat am dao,
uéng ...). Misoprostol khong dit, dé bao quan ¢ nhiét dé phong
va tudng doi it tdc dung khéng mong muén.

5.2. Bdo vé niém mac da day

Misoprostol (Cytotec), chit téng hdp tuong tu PGE, (15
deoxy- 16 hydroxy- 16 methyl PGE,), dudc dung trong 1am sang
dé du phong tén thuong niém mac tiéu héa do dung thudc
CVKS.

Niém mac da day téng hop 2 PG chinh 1a PGE, va PGI, c6
tac dung c ché san xuit acid, kich thich bai tiét mucin va
bicarbonat, dong thdi cai thién dude dong mau ciia niém mac da
day. Vi thé PGE dudc coi 12 c6 hiéu qua bao vé té€ bao
(cytoprotective effect) 6 thanh da day.

Misoprotol duge hap thu nhanh, bi chuyén héa nhanh & gan
thanh misoprostol acid van con hoat tinh. Tac dung tc ché san
xudt acid & da day xuat hién sau 30 phut, dinh huyét tuong dat
dude sau 60- 90 phit va duy tri dugc 3 gio.

128



Liéu 100- 200 pg tc ché, lam giam bai tiét dich vi acid co s6
85- 95%.

Tac dung khéng mong muédn: tiéu chay, dau quin bung (30%)
xuat hién sau 2 tuan va thuong tu khoi trong vong 1 tuan.

Khéng dung cho phu nit ¢6 thai do tac dung co bép ti cung
cua thudc.

5.3. Diéu tri liét duong

PGE, (Alprostadil) dudc tiém truc tiép vao thé hang, lam
gian mach va cuong duong, duy tri dudc khoang 1- 3 gia.

Ché& pham: Caverject, lo bdt pha tiém 10- 20 pg + bom kim
tiém chda 1 ml nuéc pha tiém. Chi dung dudi su giam sat truc
ti€p cua bac sy.

5.4. Duy tri théng 6ng déng mach

6ng dong mach cua tré sd sinh rat nhay cam véi tac dung
gian mach cua PGE,. Trong mdt s6 bénh tim bam sinh cta tré
so sinh, ¢6 thé cAn duy tri thong 6ng dong mach tam thai dé cho
phau thuat.

PGE, (Alprostadil) truyén tinh mach 0,05- 0,1 pg/
kg/phut. Tai bién ngitng thé khoang 10% nhat 1a tré lac dé
nang dudi 2 kg.

5.5. Diéu tri tang huyét ap phoi nguyén phat

La bénh hiém gip chua r6 nguyén nhan, hay gip 6 nguci
tré, luon dan dén suy tim phai, tién lugng rat xau. Trudc day
diéu tri bang ghép phoi hodc ghép tim- phdi. Hién nay dung
PGI, (epoprostenol; Flolan) kéo dai c6 thé lam cham hoic tranh
duge phau thuat. Thude duge truyén lién tuc vao tinh mach
trung tAm bing bom truyén xach tay.
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6. Trién vong cua prostaglandin

Trong thap ky qua, cac nha khoa hoc da hiéu biét thém
dudc rat nhiéu vé vai tro clia eicosanoid (cac prostaglandin va
cac leucotrien) trong sinh ly va bénh 1y cua ngudi. Viéc tim ra
cac chat tc ché chon loc COX- 2, tic ché sinh tdng hgp leucotrien,
cac receptor doi khang, cac chat d6i khang hoic chat cé tac dung
tuong tu eicosanoid dang mang lai nhiing thanh céng va khich
1é trong diéu tri viém, ung thu dai trang, thudc co bép tit cung
va diéu tri n6i khoa bénh ting huyét ap phéi nguyén phat.

Tuy nhién, nhitng han ché caa viéc si dung loai thudc nay
trong diéu tri van con la van dé sinh kha dung va cac tac dung
khoéng mong muén cua thudc. Nhitng nghién cltu trong tuong lai
dang nhidm han ch& nhiing ton tai trén va chic chin sé mang lai
nhiing 1¢i ich diéu tri quan trong cho prostaglandin va leucotrien.

130



cAc cHE PHAM THUGC

1. THUOGC GIAM PAU LOAI MORPHIN
T4t ca déu giy nghién.
Buprenorphin
— Tén thuong mai: Temgesic, Buprenex.

— Dang thudc: Vién dit duéi luéi 0,2 mg; éng tiém 0,3 mg/1ml
buprenorphin hydroclorid.

— Liéu dung:
Ngam duéi luéi 1- 2 vién.
Tiém bip hodc tinh mach cham 1 éng. C6 thé dung
lai sau 6- 8 tiéng.

Tiém tuy séng, ngodi mang cing 1,2- 1,5 mcg/kg
trong 7- 8 ml NaCl 0,9%.

Tiém dudi mang nhén: 1,2 mcg/kg trong dung dich
glucose 10%- 4 ml (vi dung dung dich mudi c6 thé
lam t6n hai cac receptor opioid).

Codein
— Dang thudc:
Vién nén: codein phosphat 10 mg, 30 mg, 60 mg.
Ong tiém: 15, 30, 60 mg/ 1ml.
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Loai két hop:

Dafalgancodein: vién nén gém paracetamol
500 mg + codein phosphat hemihydrat 30 mg.

Efferalgan codein: vién nén goém paracetamol
500 mg + codein phosphat 30 mg.

— Liéu dung va cach dung:

Dau nhe va vita: uéng 30- 60 mg/ 1an cach 4 gid/ 1an.
Tré em 1- 12 tudi: 3 mg/kg chia lam 4 lan.

Tiém bap 30- 60 mg/ 1an. Cach 4 gid/ 14n néu con dau.
Dextromoramid
— Tén thuong mai: Palfium, Troxilan.
— Dang thuéc: Vién nén 5 mg, thuéc dan 10 mg.
6ng tiém 5 mg/ 1 ml dextromoramid bitartrat.
— Liéu dung:
Uéng 5 mg/ 1an, cach 6 gio uéng 1 vién.
Tiém bap 5 mg/ 14n, cach 6 gid/ 1an.
Fentanyl
— Tén thuong mai: Sublimaze, Fetanest, Leptanal.
— Dang thuéc: Fentanyl citrat.
Ong tiém 2 ml, 5 ml, 10 ml, 20 ml (50 mcg/ml).
Lo 20 ml, 30 ml va 50 ml (6 mcg/ml).

Miéng dan trén da, méi gid giai phéng 25, 50, 75mcg.

132



— Liéu giam dau: 0,07- 1,4 mcg/ kg. N&u cén, c6 thé tiém
nhic lai sau 1- 2 gio. Tiém bap hodc tinh mach. Tac
dung giam dau manh hon morphin 100 lan.

Alfentanil

6ng tiém 1 mg/ 2ml va 5 mg/ 10 ml.

Giam dau kém fentanyl 7 1an, thdi gian xuat hién va
kéo dai tac dung bang 1/3 fentanyl.
Methadon

Tén thuong mai: Phenadon, Dolophine.
— Dang thuéc:
Vién nén 2,5 mg.
Thuéc dan 5 mg.
6ng tiém 5- 10 mg.
— Liéu dung:
Uébng 2,5- 5mg, cach 6- 8 gid/ 1an néu can.
Tiém bép, dudi da 5 mg, cach 8 gid/ 14n.
Morphin
— Dang thuéc:
Vién nén (giai phéng nhanh ho#c cham): 5 mg, 10 mg,
30 mg, 60 mg, 100 mg, 200 mg duéi dang mudi sulfat.

Vién nang (giai phéng cham): 10 mg, 30 mg, 60 mg,
100 mg, 200 mg duéi dang mudi sulfat.
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6ng tiém 10 mg/lml, 20 mg/2ml duéi dang mudi
hydroclorid hoidc muéi sulfat.
6ng tiém 2 mg/lml, 4 mg/1ml va 10 mg/1ml khéng
c6 chat bao quan dé tiém ngoai mang cing.

— Liéu lugng va cach dung:
Khdi dau tu liéu thap theo dudng udng, tuy theo
tinh trang dau va cd dia tiing ngudi bénh. Liéu dau
uéng 60 mg/ngay. Néu dung loai giai phéng cham
thi cach 12 gié uéng 1 lan; néu loai théng thuong,
cach 4 gio/ lan.

Liéu tiém ngoai mang cing 12 0,05- 0,10 mg/kg
(2- 5 mg).
Xem thém tr.29 -

Nefopam
Tén thuong mai: Acupan
— Dang thuéc va liéu dung: Vién nén, vién bao 30mg. Méi
lan uéng 1 vién. Méi ngay 3-4 lan. Liéu toi da
300mg/24gig. 6ng tiém 20mg/2ml. Tiém bip sau 20mg
méi 4-6 gio. Khong qua 120mg/24 gio.
Pethidin (meperidin)
—  Tén thuong mai: Dolargan, Dolosal, Lidol, Pethidol, Demerol.
— Dang thuéc: 6ng tiém 0,01g/ 2 ml.

— Liéu dung: 25- 100 mg tiém bap hoic dudi da, cach 4 gis
c6 thé tiém nhéc lai.
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Propoxyphen (dextropropoxyphen)
— Tén thuong mai: Antalvic, Darvon, Doraphen.
— Dang thudc:
Vién nén 65 mg, nang tru 150 mg
Dang két hop (Di- Antalvic) gom: Propoxyphen 30 mg
va Paracetamol 400 mg
— Liéu dung: méi 14n udng 1 vién. Cach 6- 8 gi6 uéng 1 1an.
Tramadol
— Tén thuong mai: Crispin, Tramal, Osmadol, Poltram.
— Dang thudc: 6ng tiém 50 mg; vién nang 50mg.
— Liéu dung: 50- 100 mg/ngay, tiém bip, tiém tinh mach
hoic truyén tinh mach. Liéu t61 da 400mg/ngay.

2. THUGC GIAM DAU KHONG PHAI MORPHIN
(Thudc chéng viém khong phai steroid)
Aceclofenac
— Tén thuong mai: Altrafam, Filexi, Intafenac.
— Dang thuéc: vién nén bao phim 100mg.
— Liéu dung: ngudi 16n uéng 1 vién x 2 lan/ngay.
Aspirin (acid acetylsalicylic)
— Tén thuong mai: Aspirin, Acifein, Aspirin pH8, Aspegic.

— Dang thuéc: Vién nén 100 mg, 250 mg va 500 mg, vién sui
1000 mg.
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Aspegic (lysin acetylsalicylat) goi bét:

Aspegic 1000 (c6 1800 mg lysin acetylsalicylat) tudng duong
1000 mg aspirin.

Aspegic 500 (c6 900 mg lysin acetylsalicylat) tuong dudng
500 mg aspirin.

Aspegic 250 (c6 450 mg lysin acetylsalicylat) tuong duong
250 mg aspirin.

Aspegic dang tiém:

Lo chita 900 mg lysin acetylsalicylat bt pha tiém tudng
duong 500mg aspirin + 6ng dung méi 5 ml.

Aspirin pH 8:

Vién bao chita 500 mg aspirin, tan trong doan hai cua ta
trang. Udng ca vién.
Liéu dung:
Dé giam dau, khéng qua 3 g/ngay, chia lam 3- 4 1in. Dé
chéng viém, khong qua 4g/ngay.

Loai tiém 0,5- 1g/ngay, tiém bap sau, tiém tinh mach hoac
truyén tinh mach, pha loang trong dung dich ding truong
NaCl, glucose hoic sorbitol.

Tré em cho udng aspegic goéi bot pha trong nudc dusng, dusi
30 thang tudi 80 mg/kg/ngay; tit 30 thang dén 15 tudi
100 mg/kg/ngay tinh theo aspirin, chia 1am 3- 4 14n.
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Celecoxib

Thuéc tc ché vu tién COX- 2.

— Tén thuong mai: Celebrex.

— Dang thuéc: Vién nén 100 mg. Vién nang 100, 200mg.

— Liéu dung:
Ubng liéu duy nhat 200 mg/ngay, hoic méi 14n 100 mg,
ngay 2 lan.

Trong viém khép dang thap, co thé udéng mbi lan
100- 200 mg, m&i ngay 2 lan.

Diclofenac

— Tén thuong mai: Cataflam, Diclofenac sodium Lyka,
Fenalgic, Neo- Pyrazon, Subside- P Voltaren.

— Dang thuéc:
Vién nén bao phim 25 mg, 50 mg.
Vién nén giai phéng cham 75 mg, 100 mg.
Thuéc dan 50 mg
6ng tiém 75 mg/ 3 ml

— Liéu luong :
Tuy tinh trang dau, uéng ti liéu thap, tang dan. Méi
ngay udng 2- 3 1an. Liéu t6i da khong qua 150 mg/ngay.
Vién giai phéng cham, méi ngay uéng 1 vién 100 mg
ho#c 2 vién 75 mg. Néu dau nhiéu vé dém va sang

pe A ~” ~” ~ A N
sém, nén udéng thudc vao budi chiéu.
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Thuéc tiém ding méi ngay 1 ng tiém bap sau. Cé thé phai
hop véi thudc udng hoic dan, tong liéu trong ngay khong
qua 150 mg. Pha loang trong 100- 500 ml NaCl 0,9%.

Du phong dau sau mé: truyén liéu diu 25- 50 mg trong 15-
60 phiit, sau d6 truyén 5 mg/ gio, t6i da t6i 150 mg/ngay.

Pau nang sau mé: truyén 75 mg trong 30 phit dén 2 gis. Cé
thé nhic lai sau vai gio. T6i da téi 150 mg/ngay.

Etodolac

— Tén thuong mai: Febret.

- — Dang thuéc: Vién nén bao phim 200 mg, 400 mg.

— Liéu dung: uéng vién 200 mg/ 1an. Liéu t61 da 1200 mg/ngay
Etoricoxib

Thudc tc ché uu tién COX-2.

— Tén thuong mai: Arcoxia, Eoxy-H90/Eoxy-H120

— Dang thuéc: vién nén, vién nén bao phim: 30, 60, 90, 120mg.

— Liéu lugng: udéng 1 vién (30...120mg)/1an/ngay.
Fenoprofen

— Tén thuong mai: Nalfon, Nalgesic, Fenopron.

— Dang thuéc: Vién nén 300 mg va 600 mg.

— Liéu dung: udng 300- 600mg/ 1an x 4 1an/ngay.
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Ibuprofen

— Tén thuong mai: Artofen, Brufen, Dolgit, Novoprofen.

Dang thuéc: Vién nén 200 va 400 mg.
Thuéc dan 500 mg.
Liéu dung: 200- 400 mg x 3- 4 1an/ngay.

Indometacin

Tén thuong mai: Apo- Indometacin, Meko- Indocine.
Dang thuéc: Vién nén hodc nang tru 25 mg, 50 mg.

Liéu lugng: Dung tit liéu thap 25 mg x 2 1dn/ngay. Liéu
t61 da 1 ngay khong qua 200 mg, chia 1am 3- 4 1an udng.

Ketoprofen

Tén thuong mai: Profenid, BiProfenid, Ketofen, Apo-
Keto SR.

Dang thuéc:
Nang tru 40mg, 50 mg.
Vién nén tac dung kéo dai (LP) 150 mg (Biprofenid).
Thuéc bét tiém lo 50 va 100 mg kém dung méi.

Liéu dung: Uéng 50 mg. Méi ngay uéng 2- 4 lan.

Tiém bip 50- 100 mg/ngay.

Ketorolac

Tén thuong mai: Tora - Dol.
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— Dang thuéc: Vién nén 10 mg.
Thudc tiém 15 va 30 mg/ml.
— Liéu lugng:
Tiém bip 30- 60 mg.
Tiém tinh mach 15- 30 mg.
Liéu uéng 10- 30 mg.

Khong dung giam dau trong san khoa. Chi dung cho
giam dau ngin, khong ding qua 5 ngay nén khéng dung cho
dau nhe va dau man tinh.

Meloxicam
— Tén thuong mai: Mobic.
— Dang thudc: Vién nén 7,5 mg va 15 mg.
6ng tiém 15 mg/ 1,5 ml.
— Liéu dung:
Udng méi ngay 1 1an 7,5 mg, t61 da 15 mg.

Tiém bip sdu 15 mg/ngay, chi dung trong vai ngay
dau rdi chuyén sang dang uéng.

Naproxen
— Tén thuong mai: Apranax, Prexan.
— Dang thuéc: Vién nén 250 va 500 mg.
Thudc dan 250 va 500 mg.
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— Liéu dung: méi 1an udng hoic diat hau mén 250- 500 mg.
Mbéi ngay dung 2 lan.
Paracetamol (acetaminophen)

— Tén thuong mai: Paracetamol, Panadol, Dafalgan,
Decolgen, Efferalgan, Alanxan, Acemol.

— Dang thuéc:
Vién nén 100, 125, 300, 325 va 500 mg.
Thuéc dan 60, 250, 500 mg.
Siro 120 mg/ 5 ml.
Acemol dung dich uéng 3%.
— Liéu dung:
Chi c6 tac dung giam dau va ha s6t, khéng cé tac
dung chéng viém.

Liéu uéng théng thuong 1a 325- 1000 mg (dat truc
trang 1a 650 mg). Téng liéu 1 ngay khéng vugt qua 4g.

Tré em 10 mg/kg cAn ning/ lan, khong qua 5 1an/ 24 gio.
Paracetamol dang tiém: xem trang.69 - 70.
Piroxicam
— Tén thuong mai: Feldene, Felcam, Pirocam.
— Dang thudc: Vién nén, nang tru 10 va 20 mg.
Thuéc dan 10 va 20 mg.
6ng tiém 20 mg/ 1 ml.
— Liéu dung:
Uéng 1 lan/ngay 10- 30 mg.

Dau cap: tiém bip 1 dng/ngay. Sau vai ngay, chuyén
sang dang udéng hoic thudc dan..
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Rofecoxib

Thuéc tc ché uu tién COX- 2.

— Tén thudng mai: Vioxx.

— Dang thudc: Vién nén 12,5 mg va 25 mg.
— Liéu dung:

Liéu khdi dau 1a 12,5 mg, tang t6i da t6i 25 mg/ngay.
Uéng 1 lan.

Trong dau c4p tinh va dau kinh nguyét, uéng téi
50 mg/ lan/ngay, nhung khéng qua 5 ngay.

Sulindac
— Tén thuong mai: Arthrocine, Clinoril, Sudac.
— Dang thuéc: Vién nén 100 mg, 200 mg.
Thuéc dan 200 mg.
— Liéu lugng:
Liéu tan cong 200 mg/ 1an x 2 lan/ngay.
Liéu duy tri 200- 400 mg/ngay.
Tenoxicam
— Tén thuong mai: Tilcotil, Gesicam.
— Dang thudc: Vién nén 10- 20 mg.
Thuéc dan 20 mg
Lo bot dong khé 20mg + dung méi 2 ml.

— Liéu dung: Udng, dit hau mén hoic tiém bip méi ngay 1
lan 20 mg.
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Tolmetin
— Tén thuong mai: Tolectin.
— Dang thuéc: Vién nén 200 mg, 600 mg.
Vién nang 400 mg.
— Liéu lugng:

Trong thap khép, liéu 0,8 - 1,6g/ngay tuong dudng
véi aspirin 4- 4,5g/ngay hodc indomethacin 100-
150 mg/ngay. Tolmetin dudc dung nap t6t hon aspirin.

Liéu udng t6i da 1 ngay la 2 g, chia lam 4 lan.
3. THUGC CHONG VIEM STEROID (GLUCOCORTICOID)
Apo- prednison (prednison)

Vién nén 1 mg, 5 mg, 50 mg.
Tuy tinh trang va dap ng ctia bénh nhan, khdi dau véi liéu
5, 10 hoac 20 mg/ngay.
Becotid (beclomethason dipropionat)
— Binh xit dinh liéu: 50 pg/ 1an xit x 200 lan xit.

Dung cho cac truong hgp hen ning da that bai véi
thudc gian phé& quan; hen & tré em (vi thudc it hap
thu vao mau).

Ngudi 16n: 200 pg x 2 lan/ngay. Trudng hdp ning,
bit ddu véi liéu 600- 800 pg/ngay, giam dan khi c6
dap ung.
Tré em: 50- 100 pg x 2- 4 lan/ngay.

— Vién nang xoay (Rotacaps): 100 pg x 10 vi x 10 vién +

Rotahaler. Dung hit qua dung cu kém theo Becotid
rotahaler.
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Betnovate (betamethason- 17 valerat)

Kem 0,1% x 5g, 15g, 100g.

Diéu tri cham, ngia, vdy nén, viéem da than kinh, liken
phang, ham, lupus ban dé.

B6i mét 16p méng vao ving tén thudng, 2- 3 1an/ngay.

Cé thé dat biang ép qua dém.

Celeston (betamethason)

Vién nén 500 mg x 100 vién.

Liéu lugng tuy theo bénh va thé trang ngudi bénh, udng tit
0,250- 8 mg/ngay.

Dectancyl (dexamethason acetat)

Lo 5 mg/ml x 3 ml. Thuéc tiém.

Hoat chit dexamethason duéi dang dich tree nén tac dung
kéo dai; 0,75mg dexamethason c6 tac dung chéng viém
tuong duong 5 mg prednison.

Dung tiém tai ché trong cac khoa xudng khép, than kinh,
mat, tai mii hong. Phai tuyét d6i vo trung.

Depersolon (mazipredon)
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Mazipredon HCI 1a dan xuit prednisolon tan trong nudc.
ong 30 mg/ml x 3 6ng.

Dung cho cac truong hgp cdp tinh: béng, chan thuong, séc
phau thuat hoic nhiém dbdc, séc phan vé, di ng nang, con
hen, dic ing nang, suy thugng than.

Tiém liéu duy nhit cho ngudi 16n: tiém cham tinh mach
hoac truyén 30- 90 mg (1- 3 ng). Cé thé tiém bip sau (tiém



méng). Khi qua khdi tinh trang c4p citu, c¢6 thé ciing cd bing
liéu udng prednisolon giam dén.

Tré em: 1-14 tudi: 1- 2 mg/kg cin ning.
2- 12 thang : 3- 2 mg/kg cin ning.
Cén tiém cham trong 3 phiit.
Depo Medrol (methyiprednisolon acetat)
Lo 40 mg/ml dich treo.

Dung dé tiém bép, tjém trong bao hoat dich, tiém vao mé
mém. Thudc giit 1au trong co thé, thdi gian ban thai (t/2) 1a
139 gid (gAn 6 ngay) nén cin rat than trong, thudng tiém
méi tudn 1 1an. Khi diung, khéng dudc pha 14n véi dung dich
khac. ‘

Tiém tai ché: khép 16n 20- 80 mg; khép trung binh 10- 40 mg;

khép nhd 4- 10 mg. Cach 1- 5 tuan hodc lau
hon méi tiém 1 lan trong diéu kién that vo
khuén.

Tiém bép: 40- 120 mg mdi 1an, cach nhau 1- 4 tuan.
Dermovate (clobetasol propionat)

— Kem 0,05% x 5g, 15g, 100g.

— Pomat 0,05% x 5g, 15g, 100g.

Thudc chi dung diéu tri ngén ngay cho nhiing bénh khé tri
nhu vy nén, cham tai phat, liken phing, lupus ban do.

Mbi tuidn dung khong qua 50g. Néu phai dung qua 4
tudn, can kiém tra moi tac dung déc hai.
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Dexyl (dexamethason acetat)

Vién nén 0,5 mg x 120 vién.

Sau khi udng, nong d6 dinh trong huyét tuong dat dugc sau
1- 2 gio, thoi gian ban thai 1a 6 gio.
Liéu 0,75 mg dexamethason tuong dudng 5 mg prednisolon.

_Bénh c4p tinh hodc con cdp tinh ctia bénh man tinh: ngudi

16n udng 6- 16 vién; tré em 0,1- 0,3 mg/kg/ngay.
Bénh man tinh: ngudi 16n 1- 3 vién/ngay; tré em 0,025 -
0,05 mg/ 5kg/ngay.

Uébng trong bita 4n. Giam liéu d4n ho#ic dung liéu gip doi
nhung cach nhat. ’

Diproson (betamethason dipropionat)

Kem 0,05%- 15g. Pomat 0,05%- 15g.

B6i mét 16p méng vao ving da tén thuong 1- 2 14n méi ngay
(sang, to1).

Diprospan (betamethason)
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6ng tiém 1 ml- lo 5 ml dich treo.

Méi ml dich treo c6 betamethason dipropionat tudng duong
betamethason 5 mg va betamethason natri phosphat tuong
duong betamethason 2 mg. Do 14 hdn hdp caa hai loai mudi
betamethason: mot loai hoa tan, hip thu nhanh (natri
phosphat) va mét loai tac dung cham (dipropionat) do cham
tan, vi thé& Diprospan c6 tac dung nhanh va kéo dai.

Liéu dung tuy theo bénh va trang thai cia ngusi bénh. Tiém
mong sau, khdi dau 12 1- 2 ml. Giam din xudng liéu t6i
thiéu c6 tac dung véi khoang cach thich hgp theo thoai trién
cua bénh.



Elomet (mometason furoat)
—  Thuéc nuéc 0,1%- 30 ml.
— Kem 0,1%- 5g, 15g, 50g.
— Pomat 0,1%- 5g, 15g.

Dung tri cic bénh ngoai da c6 viém va ngita nhu viy
nén, viém teo da. Dung dudc cho ca cac ton thuong da
dau.

Nhé vai giot thudc nudc 1én viang da tén thuong méi
ngay 1 1an, xoa mhe cho dén khi ngim hét thuéc. Béi
kem hoic thudc mé mét 16p mong 1én ving tén thuong,
ngay 1 lan.

Eumosone (clobetason butyrat)
Kem 0,05%- 15g.

B6i ngoai da tri cham c6 tac dung manh hon hydrocortison 1%
nhung kém hon cac ché phdm téng hop khac. Dung cho cac
viém da khac (do ning, di tng, con trung dot...) hodc diéu tri
duy tri gita cac dot dung thudc bdi loai corticoid manh hon.

M&i ngay béi thudc 1én viing da tén thuong 4 l1an cho dén khi
thay dd thi giam dan s& lan béi.
Eumovat (clobetason butyrat)
— Kem 0,05%- 5g, 15g, 25¢g, 100g.
— Pomat 0,05%- 5g, 15g, 25g, 100g.
— Dung nhu Eumosone.
Flixotid (Fluticason propionat)
Binh xit dinh liéu 25 pg/ liéu x 60 liéu. Va cac loai binh 60
liéu véi cac mic liéu 50 pg- 125 pug va 250 pg/ liéu.

147



C6 tac dung chéng viéem manh & phdi, lam gidm cac triéu
ching va cuong dd con hen, it anh hudng dén truc yén-
thugng than ngay ca khi dung lau.

Thuéc it dugc hdp thu qua dudng udng, bi chuyén hoéa
nhanh, théi gan ban thai 1a 3 gig.
Thuéc dude dung véi liéu thich hop cho tung tinh trang
bénh. Thoi gian khéi phat hiéu qua trong vong 4- 7 ngay. Dé
du phong, cin dung lién tuc ngay ca khi khéng cé triéu
chiing. Méi liéu dung it nhat 1a 2 nhat bép.
— Hen nhe: 100- 250 pg x 2 lan/ngay.
— Hen trung binh: 250- 500 pug x 2 1an/ngay.
— Hen nang: 500- 1000 pg x 2 1an/ngay.
— Tré em > 4 tudi: 50- 100 pg x 2 1an/ngay.
Tuy tinh trang bénh, hiéu chinh liéu xuéng liéu t6i thiu cé
hiéu qua.

Flucinol (Flucinolon acetonid)
Kem 0,025% x 15g
Fluocinolon acetonid 14 din xuat hydrocortison téng hdp c6
F & vitri 9, 1a thuéc manh nhat trong s6 cac thuéc corticosteroid
dung ngoai da, vi vy dudc chi dinh cho cac bénh ngoai da
nhay cam vdi corticosteroid nhung da khéng dap tng véi
thudc théong thuong.
Hiéu qua cua thudc khi béi duy tri duge trong vong 6- 8 gis
nén trong cac bénh cap tinh cin béi 3 1an méi ngay. Bénh da
man tinh chi cin béi 1 lan/ngay.
Vi la thudc manh, nén béi thudc that mong. Dung iau c6 thé
giy teo da (tranh dung lau trén vung méit) va dc ché truc
tuyén yén- thugng than.
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Flucort (Fluocinolon acetonid)

— Thuéc nuéc 0,01% x 15 ml; gel 0,025% x 15g.
— Pomat 0,025% x 15g.
— Tac dung va cach dung: nhu Flucinol.

Hydrocortison (hydrocortison hemisuccinat natri - hydrocortison
acetat vi tinh thé)

Ong bét 100 mg, lo bét 100 mg. Kém &ng dung méi. Lo
125 mg/ 5ml (loai vi tinh thé).

Hydrocortison hay cortisol 14 hormon vé thugng théan, cé tac
dung chéng viém va giit Na*. Tiém tinh mach ho#c tiém bip
thudc duge hap thu rat nhanh, dat néng d6 t6i da trong mau
sau 1 gi0 va trd vé mic ban diu sau 3- 5 giod.

Dung cho cac trudng hgp cdp cliu: con hen cdp ning, phu
thanh quan, phu phéi cdp, séc phan vé, phu Quinck, suy
thugng than cap.

Dé tiém bép hoic tinh mach, pha 2 ml dung méi vao &ng/ lo

thudc bot. Cé thé tron thude trong dung dich dextrose hoic

nuéc mudi sinh 1y dé truyén tinh mach trong vong 4 gid.

Khéng tron véi dung dich khac.

— Hydrocortison hemisuccinat: Liéu dau: 10- 20mg/kg
(hosc 500- 1000 mg cho ngudi 16n). Néu can, c6 thé tiém
nhic lai. Liéu cao 1a 30- 50 mg/kg (hoic 2- 3 g/ngudi) cho
1 lan tiém.

Tré em: < 5 mg/kg. ‘

— Hydrocortison acetat vi tinh thé chi dung dé tiém bip
sdu (125- 250 mg/ngay) tiém quanh khdp hoic tiém vao
6 khép (5- 25 mg). Lic ky trudc khi dung.

Cac tac dung phu va tai bién cia corticoid chu yéu xay ra

khi dung kéo dai, khong thiy xay ra khi diung ngén han.
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Inflammid (budesonid)

Binh xit dinh liéu 50 pg/ liéu- 100 pg va 200 pg/ liéu.

La thuéc chéng viém c6 hiéu qua nhit trong diéu tri hen
dung duéi dang thudc xit.

Budesonid bi chuyén héa nhanh & gan, sinh kha dung theo
dudng udng chi 1a 11%, khéng thiy trong sita me.

Chi dinh t6t dé ngin ngita con trong hen man tinh.

Liéu cho ngudi 16n va tré em trén 12 tudi: 400- 2400 pg/ngay
chia 1am 2- 4 1an. Liéu duy tri 200- 400 pg x 2 lan/ngay. Khi
cn c6 thé dung téi liéu 1600 pg.

Tré em 6- 12 tudi: 100- 200 pg/ 14n x 2 1an/ngay.

Liéu duy tri tuy theo ting ngudi, chon liéu t&i thiéu c6 hiéu
qua, mdi ngay xit thudc 2 1an. Khi dung liéu cao phai giam
liéu dan, khéng ngitng dot ngot.

Néu dung cung thuéc gian phé& quan thi nén cho thudéc gian
phé quan trude vai phit dé Inflammid dé th&m vao cay phé
quan di gidn va giam dén t6i thiéu tac dung phu tai hong
(ho, dong thuéc).

Kenacort retard 40 (triamcinolon acetonid)
Kenacort retard 80
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6ng chia bot pha tiém 40 mg/1 ml, 1ml/ 6ng va 80 mg/ 2 ml
- 2ml/ 6ng

Thuédc tac dung cham, kéo dai.

Tiém bép: liéu khdi dau 40 - 120 mg, cach 7- 10 ngay tiém 1
l1an. Tiém tai chd (quanh khép, trong khép): 10- 80 mg, cach
2- 3 tuan tiém 1 lan.

Khéng tiém tinh mach, khéng tiém tuy song, khong dung
cho phu nit c6 thai va tré em duéi 6 tudi.



Lycortin- S (Hydrocortison natri succinat)
Lo 100 mg thuéc bét, tan dé trong nuéc.
Dung trong cac phan dng di dUng ning, cac loai séc, suy
thugng than cip, cac tinh trang cidp ciu nhu nhéi mau co
tim, phu néo, viém tic thanh quan (croup), con lupus ban dé
rai rac.
Liéu dung: pha 2 ml nudc cit tiét khuin vao lo thudc, lic
cho tan hoan toan. Khéng giit thuéc dung dich qua 4 gig.
Tiém 1 lo 100 mg vao tinh mach hoic bap thit. Ngay thi
nhat cach 6 gid/ 1an; ngay thi 2 cach 8 gio/ 1an; cac ngay sau
cach 12 gid/ 1an.
Néu dung liéu cao qua 1 ngay thi khéng dudc nging thudc
dot ngot. Nhiing ngay sau gidm liéu dan hodc thay bang
thudc uéng, cing giam liéu din dé tranh suy thugng than
cap.

Medrol (methylprednisolon)
Vién nén 4 mg x 100 vién ; 16 mg x 50 vién.
Udng 4- 48 mg (3 vién x 16 mg)/ngay tuy theo loai bénh.
Tang giam liéu theo nguyén tic chung.

Prednisolon (prednisolon acetat)
6ng chia dung dich tiém 25 mg/ml. Vién nén 5 mg.
Tiém vao khép 5 - 25 mg tuy kich cd khép. T6i da tiém
3 khdp/ngay. Cach 1- 5 tuAn méi tiém 1 1an trong diéu kién
tuyét d6i vo khuan.
Tiém bap 25- 100 mg x 1- 2 1an/ tuln.

Liéu dung cho vién nén; uéng 5- 10 mg/ngay vao 8 gid
sang, hodc udng cach nhat. Trong bénh thap tim cé thé
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udéng 1 mg/kg/ngay, udng liéu 1 1dn vao 8 gid sang, hoic
2/3 liéu vao budi sang, 1/3 liéu vao 4 gid chiéu. Usng 7- 10
ngay, sau d6 ting méi 5 ngay giam 2,5 mg/ngay.

Pulmocort (budesonid)

Xem Inflammid.

Solu - cortef (hydrocortison natri succinat)

Sol

Lo 100 mg/ 2 ml.
Xem Lycortin.

umedrol (methylprednisolon natri succinat)
Lo 40 mg/ml.

Trong cd thé, cholinesterase thuy phan nhanh chéng
methylprednisolon natri succinat thanh methyl prednisolon
tu do. St dung cho cac truong hop ning hoic cap tinh.

Diéu tri cap tinh: truyén cham tinh mach 30 mg/kg trong
thdi gian it nhat 1a 30 phut. Nhic lai sau 4- 6 gio, cho dén
48 gig.

Viém khép dang thap: 1g/ngay tiém tinh mach trong 1- 2- 3
hoac 4 ngay, hoac 1g/ thang trong 6 thang.

Du phong buén noén va nén do héa tri liéu ung thu: tiém tinh
mach 250 mg trong it nhat 1a 5 phit trude khi khdi dau
dung héa tri liéu 1 gid va khi ngiing thudc.

Temprosone (betamethason dipropionat)
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Gel 0,05%- 30g; kem 0,05%- 30g.

C6 tac dung chéng viém, giam ngda, co mach. Chi dinh cho
cac bénh ngoai da nhay cam véi glucocorticoid. Béi 1-
2 lan/ngay.



Temprovate (clobetasol propionat)

Kem 0,05%- 25 g.

Diéu tri ngin ngay cho cac bénh ngoai da khé tri nhu vdy
nén, cham tai nhiém, liken phiang, lupus ban d6 dang dia...

Boi 2 1an/ngay. Vi la thudc c6 tac dung manh tai ché nén chi
dung ting dot ngan. Khong dung lién tuc qua 4 tuan.

Xem thém Dermovate.
Tricort (triamcinolon)
Vién nén 4 mg x 100 vién.

Liéu khéi ddu cho ngudi 16n 1a 8- 32 mg; cho tré em dusi 25 kg
1a 4- 12 mg. Khi c6 ddu hiéu thuyén giam bénh, méi 2 ngay
giam 2 mg dé dat liéu duy tri toi thiéu c6 tac dung.

Unicort- 100 (hydrocortison natri succinat)
6ng chuia bot pha tiém 100 mg/ 5 ml x 10 lo/ hop.

Dung tiém bap hoic tinh mach trong cac trudng hgp cap ctiu
can glucocorticoid: con suy thugng than cip, séc, phu thanh
quan, con hen cap.

Xem thém Lycortin.
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LOI GIOI THIEU

Dé nang cao chat lugng day va hoc phuc vu tich cuc phuong
cham tu dao tao 1a chinh, cudn “Chéan doan va diéu tri viém phoi”
do PGS.TS. Pong Khic Hung bién soan 1a tai liéu chuyén khao
nham phuc vu ddi tudng dai hoc, cac bac si chuyén khoa va céc
ban doc ¢6 nhu cau tham khao.

N6i dung cudn sach bam sat chuong trinh dao tao mén hoc
Lao va Bénh phdi ctia d6i tudng dai hoc, chuyén khoa. Tac gia
da c¢d ging trinh bay ngin gon, sic tich, thuan lgi cho viéc
nghién ciu.

Véi kinh nghiém 1am sang ctua ban than tac gia cung su say
mé cap nhat kién thiic, hy vong riang cudn sach sé dap tng phan
nao nhu cau hoc tap va céng tac diéu tri cua cac dong nghiép.

Xin tran trong giéi thiéu cung ban doc.
Giam déc Hoc vién Quan y
—

Trung tuéng GS. TS. Nguyén Tién Binh






LOI NOI PAU

Cuén “Chén doan va diéu tri viém phdi” trinh bay khai
niém chung vé bénh viém phéi va nhiing néi dung cd ban vé 1am
sang, can lam sang, diéu tri, du phong viém phoi theo cac tac
nhén gay bénh.

Mbi néi dung néu trén da cap nhat nhing van dé cé tinh
thuc tién v6i mong muén quy ban doc c6 thé van dung trong
diéu kién céng tac cia minh & cac tuyén y té, dic biét 1a tuyén
cd sd trong va ngoai quan doi.

Téac gia ciing mong mudn cudn sach sé bd ich cho cac sinh
vién y khoa thuc hanh mén hoc Lao va Bénh phoi.

Mic du da c6 nhiéu cd géng, nhung khong thé tranh dugc
nhiing thiéu sét. Tac gia chan thanh cam on va tiép thu y kién
déng gép quy bau cua cac ban doc dé 1an tai ban sau cuén sach
dudgc hoan chinh hon.

Tdc gia
PGS. TS. Péng Khic Hung

Pho6 Giam déc Hoc vién Quan y
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immunodeficiency syndrrome)

CT-Scan (computerized
tomography)

ELISA (enzyme linked
immunosorbent assay)

HIV (human
immunodeficiency virus)

HR-CT (high resolution CT)
PCR (polymerase chain
reaction)

RT PCR (real time PCR)
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