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Z@j Muc tiéu hoc tap

THUOC HA SOT, GIAM PALU, 1. Phan tich dicgc co ché tic dung va 4 tic dung chinh
£ A A cia thudc chong viém khéng steroid (CVKS).
CHONG VIEM KHONG STEROID

2. Trinh bay dwoc déic diém tic dung va chi dinh ciia cdc

thuoc: aspirin, indomethacin, diclofenac.

TS.Tran Thanh Tung
B0 mon Dugc ly
Pai hoc Y Ha Noi
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NOI DUNG TRINH BAY Muc tiéu hoc tap (tiép)
1. bai cuong NP S S S
3. Trinh bay dvwoc ddc diem tac dung va chi dinh cua cac
2. Tac dung va co ché tac dung thuée: dan xudt oxicam, dan xudt acid propionic,

3. Céc dan xuét paracetamol va thuéc trc ché chon loc COX-2.

4. Cac tac dung KMM cuia thude CVKS 4. Trinh bay dwoc cdc tic dung khong mong muon ciia
L. A thuéc CVKS va néu diing nhitng nguyén tic khi siv dung
5. Nguyén tac dung thuéc CVKS ]
thuoc CVKS.
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Tai liéu hoc tap
1. Duogc ly hoc, NXB Gido duc
2. Dugc ly hoc 1am sang, NXB Y Hoc
3. Tai liéu tham khao:
- Duogc thu Qudc gia VN 2002
- Cong van 687/QLD-bBK cua Cuc Quan Iy Dugc, BYT
- Goodman & Gilman, The pharmacological basis of
therapeutics, 12t Edition
- Rang & Dale’s Pharmacology, 7" Edition
- British National Formulary 2014
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I. PAI CUONG

- C6 cung tac dung: ha sot, giam dau, chong viém, chong két

tap ti€u cAu véi cdec mite do khac nhau. Trir nhém para
aminophenol (paracetamol) chi c6 tac dung ha s6t, giam dau
- Ti 1¢ liéu chdng viém/giam dau cua cac thudc khac nhau

+ Aspirin va hau hét thubc CVKS > 2

+ Indomethacin, piroxicam: 1

- Hay bi lam dung nén dé gay tai bién

"
I. PAI CUONG
- Tén khéc:
+ Chong viém khong steroid (CVKS) - dé phan biét véi
nhom steroid cé nhan sterol
+ NSAIDs = Non Steroidal Anti Inflammatory Drugs
- La nh6m thu6c hay duge dung nhét hién nay

- C6 cau tric hoa hoc khac nhau

II. TAC DUNG VA CO CHE

Ha sot, giam dau, chong viém, chong ngung két tiéu cau

2.1. Tac dung ha sét

- Tac dung: ha s6t do moi nguyén nhan, la thude chita triéu chiing

- Co ché:

+ Chat gay s6t ngoai lai vio co thé s& gay tang PGE1, E2 viing du6i

d6i — gay sot
+ CVPS tic ch€ COX — { tdng hop PG El, E2 & viing duéi d6i
= Trén TKTW: { rung co, ¥ ho hip }
Ha sot

» Trén TKTV: gidn mach, ¥ chuyén ho4, T tiét mé hoi
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2.1. Tac dung ha sot

\ - rung co
VUNG DUGI DOI
Chit gay s6t @  Bach cdu KTU -ting ho hip
—
ngoai lai J PG (E-E) @
(+)

Chitgaysot @ PG——

noi tai synthetase TKTV - co mach

(Cytokin, « i1

interferon, Acid - tang chuyén hoa
TNFalpha...) arachidonic

Co ché tac dung ha sot
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2.3. Tac dung chong viém

- Ha s6t, giam dau, chong viem (CVKS) GC
- Glucocorticoid (GC) l
Phospholipid mang 3
(té bao bi ton thuong) ) Lipocortin
COX: Cycloxygenase Phospholipase A2 /

LOX: Lypoxygenase
Acid arachidonic

‘(_)/CVKS
LON

Leucotrien Prostaglandin

1"
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2.2. Tac dung giam dau

- Tac dung

+ Tt v6i cac dau nhe va dau khu tri

+ Khéc véi tac dung ciia morphin: khong gidm dau ndi
tang, khong gay ngu, khong gay khoai cam, khong gay
nghién

- Co ché:

Lam giam tong hop PG F2o — giam tinh cam thu (tang
tinh tro) clia ngon céc soi than kinh cam giac voi:

bradykinin, histamin, serotonin 10
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2.3. Tac dung chong viém

- Tac dung: v6i moi nguyén nhan gay viém

- Co ché:

+ Uc ché COX — ¥ téng hop PG E2, Fla

(1a cac chat trung gian hoa hoc cta phan Gng viém)

+ Viing bén mang lysosom—> ngan giai phéng cac enzym
phan giai.

+ Doi khang chit trung gian hoa hoc cua phan tng viém,

tic ché su di chuyén ctia BC, tic ché su két hop KN + KT.

12
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2.4. Tac dung chéng ngung két tiéu cau 4. Tac dung chong ngung két tiéu cau

NSAID Aspirin

be [® Chéng déng * CVKS uc ché thromboxan synthetase — giam tong hop TXA2
Cyclo-oxygenase  Thr sunth Thromboxan Az ------» Vé'_' tlE";_‘ cau L N . . L .
Tiéu cau (edy két tdp tidu cau) va chong cua tiéu cau — uc ché ngung ket tiéu cau.
l ) dong méau
Acid arachidonic PGG2/H2 . « Tiéu cau khong tu tong hop protein — khong tai tao dugc enz
tac dyng doi M‘_P g < g O)p p g < v ym

Aspirin trc ché khong hdi phuc sudt doi sdng tiéu cau (8-11 ngay).

O
ASpirin ——— Prost.synth
nii mac Prc_stacyg lin PG’Iz e
(gdy chong két tdp fidu cdu)

Téng déng
vén tieu cau
va ting déng

e - Aspirin ¢6 tdc dung chong ngung két tiéu cau dién hinh,

liéu thuong dung 40-100mg/ngay.
- CCD khi nghi ¢6 s6t xuét huyét.

13 15
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2.4. Tac dung chong ngung két tiéu cau CVKS DUNG CHONG PONG MAU

- Co ché: N Aspegic
+ Liéu thdp: tac dung lén tiéu cAu 1am ¥ tong hop e

8
thromboxan A2 . 2

+ Li€u cao: tac dung lén thanh mach lam \2 tong hop e

| | Aspirin 81mg

4.4. - Pain Reliever (NSAID)*

prostacyclin, nhung téc dung trén tiéu cAu vAn manh hon.

Ngoai ra: 1am giam tong hop prothrombin

Phong nguy co tic mach do ngung két tiéu ciu ¢ bénh nhéan tim mach
14 16
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III. CAC DAN XUAT

Eu!xphﬂg ac;; -
arachidonic ming
€ bie ~

COX-1 COX-2
Cetfe | |, (Bozvm ot o) (Enzym cém tng)
i

E=
E ]

3
TXA2 PGE2 PGI2 Cé4c PG
tE cfu) (nibm mac (mgn) (bach cdu don nhén,
dy diy) dai thye bio, & bao

sun)

Chtfc phin bio vé

t6 bdo va gilt nha Thic dfy qué trinh viém

J / \ H Uc ché COX nao

sécoloi ?
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ITII. CAC DAN XUAT

_
III. CAC DAN XUAT

CO CHE TAC DONG CUA CAC THUOC CVKS

-
TXA,

Phospholipid mang té baI

é

Acid Arachidonic !

Tiéu cau

Prostaglandin I,

<+— COX2 COX1

Prostaglandin \/

Cycloxygenase (COX)

Viém ._

Than
-

Prostaglandin E ,
Da day

3.1. Dén xuit acid salicylic

Céc ché pham:

m Acid salicylic

m Acid acetylsalicylic (aspirin)
m Methyl salicylat
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* Aspirin (acid acetyl salicylic)
- Tac dung
+ Liéu thap: ha sot, giam dau
+ Liéu cao: chong viém
+ Chong dong von tiéu cdu ngay tir liéu 40-100mg/ngay
+ Trén su thai trir uric:
. Thap: ¥ thai uric (ning bénh gut)

. Cao: T thai uric

21
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- Tac dung khong mong muon
+ Trén Ong tiéu hoa:

PGE2 ¢6 tic dung: T tao chét nhdy,

kich thich phan bao

— bao vé dwong tiéu hod
CVPS tc ché tao PGE2 — lam cho acid va pepsin tdn cong
— gay loét da day - ta trang

Cach phong: udng thudc sau an, vién nén c6 bao, uong cung thuoc

bao v€ da day misoprostol, trc ché bom proton (PPIs). 23

"

* Aspirin (acid acetyl salicylic)

- Chi dinh
+ Giam cac con dau nhe va vira
+ Ha sot
+ Chéng viém cap va man (nhu viém khép dang thap,
viém khop dang thap thiéu nién, viém xwong khop...)
+ Du phong nguy co tic mach do ngung két tiéu cu &
nguoi co bénh 1y tim mach

22
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- Tac dung khong mong muon
+ Hoi chiing Salicyle: budn non, u tai, diéc, 1d 1an
+ Dic tng
+ Ngo doc: khi dung liéu > 10g
+ Liéu chét: = 20g vé6i nguoi 16n
- Ché pham

Aspirin PHS8, Aspirin, Aspégic (lysin acetyl salicylat)

24
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3.2. Dan xuat Indol

* Indometacin
- Tac dung chong viém manh so véi aspirin
- Khong dung dé chita sot don thuan
- Ty 1€ gap doc tinh cao tir 20 - 50%
- Sinh kha dung = 100%
- Tham dugc vao dich 6 khép
- Chi dinh: viém khép, dau day than kinh

25
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3.4. Dan xuat Phenyl acetic
* Diclofenac (Voltaren)
Pic diém tac dung
- Uc ché COX manh hon indomethacin
- /2 ngan nhung tich liy & dich bao khdp nén tac dung dai
- Ngoai dudng ubng, c6 ché phdm boi ngoai da.
Chi dinh
- Viém khop man, thoai héa khop, viém da khop

- Giam dau cap va man 2

3.3. Dan xuat Enolic (Oxicam)
* Piroxicam (Felden), Tenoxicam (Tilcotil)
- Tac dung chong viém manh
- Thoi gian tac dung dai
- [t gén vao m&, d& tham vao té chiic bao khdép bi viem, it
tham vao than kinh — it tai bién
- Chi dinh: viém man tinh, dau sau phau thuat
* Meloxicam (Mobic)

Trén lam sang tic ché€ COX?2 gap 10 1an COX1

26
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3.5. Dan xuat Propionic:

* Ibuprofen, naproxen
Pic diém tac dung
m {t TDKMM, nhat 14 trén dudng tiéu hoa so voi aspirin,
indomethacin
=> dung nhiéu trong viém khép man tinh.
Chi dinh: + Viém khop man tinh
+ Giam dau nhe va vira

+ Ha sot

28
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3.6. Uc ché chon loc COX2

- Pic diém tac dung
Tac dung chdng viém manh, it TDKMM
t/2 dai nén chi udng 1 lan/ngay
Khong ding du phong nhdi mau co tim do két tap tiéu

cau chi phu thuéc COX1 (van ding aspirin)

D¢ tham vao md, dich bao khép => nong do cao trong
cac mo bi viém

Chi dinh tét cho dau do viém xuong khép

29
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3.6. Hc ché chon loc COX2

Cic thudc nhém ‘coxib’ hi¢n dang ding
* Celecoxib (Celebrex)
- Uc ché chon loc tréen COX2 gép 100-400 1an
- t/2=11h, liéu 100mg x 2 lan/ngay,
thip khép 200mg x 2 1an/ngay
- Chi dinh: dau do viém xuong khép

31
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3.6. Uc ché chon loc COX2

- Tai bién:
Huyét khdi tic mach, gy dot quy:
Do giam PGI2 té bao ndi mac mach nhiéu
Gay co mach than, gy tang tiét renin 1am THA:
Do lam giam PGE2, PGI2 (chét gidn mach than)
— Mot s6 thude da bi rat khoi thi trudng: valdecoxib

(2005), rofecoxib (Vioxx, 2004), ...

30

3.6. ”c ché chon loc COX2

* Etoricoxib
- Hap thu khong hoan toan (83%)
~ /2 =20-26h, lidu 60-90mg hoidc 120mg x 1 lan/ngay.
- Hay duogc chi dinh cho cac truong hop viém khop
* Parecoxib *
- Tién chét cua valdecoxib

- Dung it 1an giam dau sau phiu thuat, dang tiém

- * Rang &Dale’s Pharmacology, 7th Edition. BNF 2014
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THUOC U'C CHE CHON LQC COX-2

m M§: hién cip phép duy nhit celecoxib

m Anh, Viét Nam: celecoxib, etoricoxib va parecoxib

CELEBREX .=
200 mg
CELECOXIB

Eloricob Tablets 120 mg.
| Efozox-120 |

cipla e T
NS e

- -

(™~~~
- ‘-

-
- o e S
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* Paracetamol (acetaminophen)

m Lam sang: paracetamol dugc dung dé ha sot, giam dau.
Chi dinh tot cho nhitng ngudi khong dung duoc aspirin
(loét tiéu hoa, roi loan dong méau).

- Djc tinh:

m Co nguy co gay phan ung phu nghiém trong trén da

(Cong van 687/QLD-PK cua Cuc Quan 1y Dugc, BYT)
m Liéu thong thuwong: khong giy ton thuong dudng tiéu

hoa, mat thang bang base-acid, roi loan dong mau.

" JE

3.7. Dan xuat para aminophenol
* Paracetamol (acetaminophen)

- Diic diém tic dung:

m Giim dau - ha sbt:
Cuong d6 & thoi gian tac dung tuong tu aspirin.
m Chéng viém:
Khong tac dung — khong thudc nhom thube CVKS.

Ly do: trong 6 viém c6 nong dd cao cac peroxyd, lam mat tac dung

trc ché COX cua paracetamol, khong trc ché sur hoat hoa bach cau

trung tinh nhu cac CVKS khac

34
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* Paracetamol (acetaminophen)
= Dung lidu cao (> 10g), sau 24 gid, xuét hién hoai tir té
bao gan c6 thé tién trién t&i chét sau 5 - 6 ngay. Do
paracetamol bi oxy hoa ¢ gan tao ra

N-acetyl parabenzoquinonimin (Pdc véi té bao gan)

Diéu tri sém bang N-acetyl-cystein (tién than cua
glutathion), bénh nhan c6 thé qua khoi. Sau 36 gid, gan da
bi ton thuong, két qua s& kém.

36
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m Paracetamol (acetaminophen)

Céc dang ché pham

EFFERALGAN'

M#PMFH#-PIHCHING

L~ ALAXAN®
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IV. CAC TAC DUNG KMM CUA CVKS

(chdng dong mau)

STT | TD KMM Co ché Bién phap dé phong
- Khong dung cho nguoi dang
Kéo dai bi xudt huyét hoac c¢6 nguy co
thoi gian |- Uc ché tdng hop bi X.lfﬁt huyet
2 | chay mau |thromboxanA2 |- Kiém tra cong thic mau,

ndng do prothrombin thudng

Biéu hién: S
chay mau |- Liéu cao: | téng | ¥E1 /

khé cAm, |hop prothrombin |- Khong diing cuing thude
chan ring, khang vitamin K

tiét, dudi - Thay thudc: paracetamol v6i
da,... muc dich ha sét, giam dau

39
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IV. CAC TAC DUNG KMM CUA CVKS

Loét da day-

1 |tatrang

Biéu hién: dau
thuong vi, Xuét
huyét tiéu hoa
cao

hoa

chd

bai tiét chat
nhdy, tc ch&
phan bao niém
mac dudng tiéu

- Kich ting tai

STT| TD KMM Co ché Bién phap dé phong
- Udng thudc sau an no
-Uc ché COX | (trir dang vién bao tan trong
— {PGE2 ! |rudt va nén bao film)

- Khong dung cho ngudi c6
tién stt loét da day-td trang

- Tranh dung liéu cao, kéo dai
- Duing kém thudc bao vé niém
mac da day ta trang, thudc
giam tiét acid

- Thay thudc: paracetamol v&i
muc dich ha s6t, giam dau

38
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IV. CAC TAC DUNG KMM CUA CVKS
STT TD KMM Co ché Bién phap dé phong

Con hen gia - Tang tong hop |- Khong dung cho
Biéu hién: conkhg | leucotrien ngudi c6 tién sir HPQ

3 | tho sau khi dung - Thay thudc:
thudc glucocorticoid
Nang bénh gut - Tranhchdp |- Khong dung aspirin
Biéu hién: dau ngén vGi acid uric | liéu thdp cho ngudi bi

4 |chan cai, cdc khop ¢ ongthan | gut

sau khi diing aspirin
liéu thap

— tiét uric

40
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IV. CAC TAC DUNG KMM CUA CVKS

cap, vo niéu

co mach than

STT TD KMM Co ché Bién phap dé phong
Tén thwong gan - Than trong v6i nguoi suy
5 | Biéu hién: viem - Chat chuyén | gidm chic nang gan
gan, vang da sau hod gay doc |- Kiém tra chifc ning gan 2
khi diing t€ bao gan tuan/ 1an
paracetamol, - Thay thudc khéc, giai doc
diclofenac sém
Tén thwong than - Than trong véi ngudi suy
6 |Biéu hién: dai - Uc ché téng | &idm chic nang than
albumin, viém than |hop PGI2 — |- Kiém tra chic niang than

2 tuin/ 1an
- Thay thudc khac

a1
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IV. CAC TAC DUNG KMM CUA CVKS

STT TD KMM Co ché Bién phap dé phong
Rai loan than kinh | Cong thic - Theo doi phat hién sém
Biéu hién: chéng | Cdutaoclia | Thay thudc khdc

9 |mat, nhic ddukhi |indomethacin
diing indomethacin | gan giong
serotonin
Doc khi mang thai | - Gidm ti€t |- Tranh dung thuéc CVKS
Biéu hien: cham PG - co trong thoi ky mang thai
10 |chuyénda, ditat | thatcotrontir |- Theo dbi phat hién s6m
thai nhi cung di tat
- Coche - Theo dbi sat giai doan
khéc chua 16 chuyén da

43
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IV. CAC TAC DUNG KMM CUA CVKS

STT TD KMM Co ché Bién phap dé phong
Tim mach, huyét 4p |Lam giam Than trong cho nhiing
7 | Biéu hién: ting huyét |tonghop nguoi c6 nguy co, theo
ap, NMCT, dot quy | PGE2, PGI2 | doi cac TD KMM
(trir aspirin lidu thap)
Roi loan thi giac Ngimg thuéc va
Bi€u hién: nhin md, Chua rd kham chuyeén khoa
8 |gidm thi luc, thay ddi mat
nhan cadm mau sic
sau khi dung
ibuprofen

42
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V.NGUYEN TAC SU DUNG CVKS

1. Chon thudc tuy vao cé thé

2. Udng trong hoac sau an

3. CCD véi nguoi ¢6 tién st loét da day - ta trang, trudng
hogp cén thiét phai dung thém thudc bao vé duong tiéu hod
4. Than trong: suy gan, suy than, di ing, cao huyét ap

5. Diéu tri kéo dai: kiém tra cong thitc mdu, chiic nang than

2 tuan/lan

11
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V.NGUYEN TAC SU DUNG CVKS
6. Dung liéu tan cong 5 -7 ngay sau d6 dung liéu duy tri
7. Phoi hop thuoc:
- Khong dung phoi hgp 2 thude cing nhém
- Khong dung ctung thuéc chong dong mau

- Luu y tuong tac v6i mot so thuoc khac

45
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