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1.

1. TONG QUAN

* Thubc chéng viém khéng steroid (tiéng Anh: non-steroidal anti-inflammatory drug, viét
tat o NSAID) la logi thuéc cé tdc dung ha sét, giam dau, chéng viém khéng cé céu
truc steroids. La thubc giam dau, nhwng khdc vdi cdc thubce opioids, NSAIDs la thudc gigm
dau ngoai vi va khéng cé tdc dung gdy nghién. Nhitng thuéc tiéu biéu cia nhém nday gém
c6 aspirin, ibuprofen, diclofenac, va naproxen déd dwoc st dung réng réi trong diéu trj tir
lGu. Paracetamol (acetaminophen) cé tdc dung chéng viém khéng ddng ké, nhung lai ¢
tdc dung ha sét va gidm dau rdt tét, nén déi khi van duoc xép trong nhém nay.

Lich str

Nam 460-377 TrCN, Hyppocrates da phat hién ra tac dung giam dau ha sot clia nuwdc
chiét xuat tir vo cay liéu (~ cay thuy duong).

N&m 1838 Raffaelle Piria (Y) md&i tinh ché& duoc Acid Acetylsalicylic tir v cay nay, va
15 nam sau (1853) Charle Fredenic Gerherdt mdi ché tao duoc Acid Acetylsalicylic
thanh thudc khang viém ha s6t gidm dau. Nam 1899, san pham Aspirin (Acid
Acetylsalicylic) dau tién cta hang Bayer duoc lwu hanh trén thj trwong...

Sau Aspirin, 1a Phenylbutason (1949) va Indomethacin (1964) duoc téng hop. Tiép
theo la sy ra doi cha hang loat thé hé thuéc NSAID khac nhu: Ibuprofen (1969),
Fenoprofen (1970), Ketoprofen (1973), Naproxen (1973), Acid Tiaprofenic (1975),
Sulindac (1977), Diflunisal (1977), Diclofenac (1979), Piroxicam (1981), Nimesulide
(1983), Acemetacin (1985), Tenoxicam (1987), Meloxicam (1996), va gan day la
Celecoxib, Rofecoxib (1999)...



2. Viém, prostaglandin & cyclooxygenase (COX)
a. Tong quan vé viém

T thé ky th& nhat trudc cong nguyén, thay thuéc ngudi La ma Celsus (- 30 BC -->
38 AD ) cling da mé6 ta bén dau hiéu cha viém: sung, néng, do, dau.

Viém (Latin: inflammatio) la mot phan trong hé thong phan (rng sinh hoc clia cac
mo vadi nhirng kich thich cé hai, nhu 1a cdc mam bénh, t& bao bi tén thuong, hodc
chat gay kich rng, va la mot phan (rng bao vé lién quan dén cac té bao mién
dich, mach mdu, va cac hda chat trung gian. Chirc ndng cta viém |a loai bo nguyén
nhan ban dau Iam té bao tén thwong, don sach cic t&€ bao chét va mé bj ton
thwong tir chan thuong ban dau va trong qua trinh viém, va bat dau phuc héi mé.
Nam dau hiéu 1am sang cGia viém gom soét, dau, dd, swng, va rbi loan chirc nang.
Viém la mot dap (ng chung d6i véi cac bénh nguyén, do d6 viém duoc xem nhu 13
mot phan clia mién dich khdng dic hiéu (véi tén goi khac 1a mién dich bdm sinh).
Trong phan &ng viém, nhiéu loai té bao dwoc hoat hda, tap trung dén 6 viém nhu
dai thwc bao, bach cdu da nhan, bach cdu don nhéan, té bao lympho, duéng bao,
tiéu cau, té€ bao ndi mac...gidi phdng ra nhiéu chat héa hoc cé hoat tinh sinh hoc
cao, goi la cac chat trung gian hda hoc (TGHH) cta viém nhu prostaglandin,
leucotrien, histamin, serotonin...

Riéng cac chat Prosgtaglandin duwoc sdn xuit bdi enzyme cyclooxygenase (COX).
Enzyme nay bao gobm hai nhdm nhd: COX-1 va COX-2. C3 hai loai enzyme nay déu
san xuat ra cac tién chat cd tdc dung thiac day viém, dau va sét.



b. Prostaglandin
Prostaglandin (PG) |a cic acid béo khéng bdo hoa & cdc mo, cd vai tro nhuw mot chat trung
gian hoa hoc cta qua trinh viém va nhan cam dau, ngoai ra con cé cac tac dung sinh ly &
cac mo riéng biét.
Cac PG duoc tdng hop dé dung ngay tai mé, ndng do rat thap chi khoang vai nanogam/gam
md. Chung cé mat & khdp noi trong co thé, pham vi tac dung sinh Iy rat rong |&n nén con
duoc goi la hormon td chire.
PG khong phai la mét chat don, ma ngay nay da biét dé€n hon 20 loai PG. Gbm cac PG cb
dién A, B, C, D, E, F. PGG va PGH; Céc prostacyclin: PGI, con goi la PGX; Cac thromboxan:
TXA, TXB.
Tac dung clia mét so PG:
- Tac dung gay viém va gay dau, ddc biét |la PGE, duoc giai phdng do kich thich co hoc, hda
hoc, nhiét, vi khuan cé tac dung lam gidn mach, tang tinh thdm thanh mach gy viém va
dau. PGF; gdy dau xuat hién chdm nhung kéo dai. PGl; gy dau xuat hién nhanh nhung
nhanh hét. PG con lam tdng cdm thu cta thu cdm thé vai cdc chat gay dau nhu bradykinin.
- Trén tiéu hdéa: PGE; [am gidm tiét dich vi, PGE; gay nbn va r6i loan tiéu hoa...
- Trén thanh mach: PGE va A gdy gidn mach nho, lam d6 méat, nhirc dau, ha huyét ap.
PGE; con lam tang tinh thdm thanh mach

- Trén ho hap: cé sy can bang sinh ly gitta PGE; va Fa,. Loai F lam co phé& quan, con loai E1


https://vi.wikipedia.org/w/index.php?title=Ch%E1%BA%A5t_trung_gian_h%C3%B3a_h%E1%BB%8Dc&action=edit&redlink=1
https://vi.wikipedia.org/w/index.php?title=Ch%E1%BA%A5t_trung_gian_h%C3%B3a_h%E1%BB%8Dc&action=edit&redlink=1
https://vi.wikipedia.org/wiki/M%C3%B4

c. Cyclooxygenase (COX)
Cyclooxygenase (COX), chinh thic duoc goi la prostaglandin-endoperoxide
synthase (PTGS), 1a mét enzyme (cu thé la, mét gia dinh isozyme) chju trdch nhiém
cho sy hinh thanh cda prostanoids, gom thromboxan va prostaglandin
nhw prostacyclin, tir arachidonic axit. Trongy hoc, biéu twong gbc "COX" thudng gap
hon "PTGS".

Phan &rng cu thé duoc xuc tac 1a suw chuyén déi tir axit arachidonic thanh Prostaglandin
H2 , thédng qua mot trung gian Prostaglandin G2 ton tai trong thoi gian ngan .

cyclooxygenase 1 araChidolniC aCL(i
PGG, | COX-1
| COX-2
PGH2 J
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Cac nghién clru d3 cho thay c6 hai loai COX, duoc goi la COX-1 va COX-2 (hinh ).
COX-1 (hay PGG/ H synthetase - 1) c6 tac dung duy tri cac hoat dong sinh ly binh
thuong cha té bao, la mot "enzym ciu tao", cd6 mat & hau hét cdc mo, than, da day,

ndi mac mach, tiéu cau, t&r cung, tinh hoan ...

Tham gia trong qua trinh sdn xuét cac

PG ¢6 tac dung diéu hoa cac chirc phan sinh ly, 6n dinh ndi méi, bao vé té bao, do

dd con goi la "enzym gilt nha" ("house keeping enzyme") :
Thromboxan A2 cla tiéu ciu. Prostacyclin trong néi mac mach, niém mac da
day. Prostaglandin E2 tai da day bao vé niém mac.
Prostaglandin E2 tai than, dam bao chirc phan sinh ly.

COX-2 (hay PGG/ H synthetase - 2) c6 chirc phan
thdc day qua trinh viém. Thay & hau hét cac md
v@i ndng d6 rat thap, & cac té bao tham gia vao
phan &ng viém (bach cadu don nhan, dai thuc bao,
bao hoat dich khép, té bao sun). Trong cic méd
viém, néng dé COX-2 cé thé tang cao t&i 80 lan do
cac kich thich viém gdy cam &ng va hoat hda
manh COX-2. Vi vay COX-2 con duoc goi la "enzym
cam &ng”.

* Nhu vay, thubc trc ché COX-1 nhiéu sé gdy nhiéu tac

dung khéng mong mudn, thudc trc ché COX-2 sé c6

tac dung chéng viém manh ma it gay tac dung phu.

Kich thich
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Il. CO' CHE TAC PONG CUA NSAID

- Chu yéu: Uc ché su sinh tong hop cac o
_ . o . Phospholipit mang
Prostaglandin (PG) bang cach (trc ché enzym

cyclo-oxygenase (COX), mot loai enzyme quan

trong trong téng hop prostaglandin. Cé hai v "
dang chinh clia enzyme COX: COX-1 va COX-2. Acid Arachidonic 3 ()

Khi bi tén thwong, mang t& bao gidi phdng Cvelo-oxygenase (COX)

phospholipid mang. Dudi tic dung cua !
phospholipase A2 (la enzym bi corticoid trc Prostaglandin
ché&), chat nay chuyén thanh acid
arachidonic.

- T acid arachidonic / Dwdi tac dung cta cyclo-oxygenase (COX), tao ra Prostaglandin
(PG - La cac acid béo khong b3do hoa & cdc md, cd vai tro nhu mot chat trung gian
hda hoc cla qua trinh viém va nhan cam dau, ngoai ra con cé cac tac dung sinh ly &
cac moé riéng biét. Gom PGE2 (gdy viém, dau), prostacyclin (PGI2) va thromboxan A2
(TXA2) tac dong dén sy ldng dong tidu cau).

* Cac NSAIDs (rc ché COX nén trc ché dugc cac phan &ng viém



ll. TAC DUNG DU'OC PONG

Moi thudc NSAIDs dang dung déu |a céc acid yéu, cé pKa tir 2 dén 5.
Hap thu dé qua tiéu hda do it bi ion héa 6 da day.

Gan rat manh vao protein huyét twong, chi yéu Ia albumin, cé thudc t&i 99,7% (nhém
oxicam, diclofenac), do d6 dé day cac thudc khac ra dang tu do, lam ting doc tinh cla
thudc do (sulfamid ha duwong huyét, thudc khang vitam in K...).

Cac thudc NSAIDs dé dang thdm nhap vao cac md viém. Nong d6 thudc trong bao hoat
dich bang khoang 30- 80% nong d6 huyét twong. Khi dung lau sé vugt qua ndng dd huyét
tuwong. Do d6 tac dung chéng viém khdp dwoc duy tri.

Bi giang hda & gan (trir acid salicylic), thai qua than dudi dang con hoat tinh khi dung véi
liéu chéng viém va liéu déc.

Cac thudc khac nhau vé do thai trir, t/ 2 huyét twong thay déi tir 1 - 2 gi® (aspirin, nhém
propionic) dén vai ngay (pyrazol, oxicam).

Nhém salicylic dung cho dau nhe (dau rang) hodc cac viém cap tinh. Cac NSAIDs cé thoi
gian ban thai dai duoc dung cho viém man tinh v&i liéu 1 [an/ngay.

Dwa theo thoi gian ban thai cha thudc, cé thé chia cdc NSAIDs lam 3 nhém:
Cac thudc cé thoi gian ban thai ngan, dwdi 10 gi®r, can udng 3 lan/ngay
Cac thudc cé thoi gian ban thai dai, trén 30 gio, chi can dung 1 lan/ngay

Cac thudc cé thoi gian ban thai trung gian, dé dung va it tdc dung phu hon



IV. TAC DUNG DUQC LY

A. TAC DUNG CHINH

(*) NSAID thuong duoc st dung dé diéu tri dau va viém do chdn thuwong, bénh gut, viém
khdp dang thap, viém xwong khdép, dau ddu, dau rdng va dau bung kinh. NSAID ciing duoc
st dung dé ha sét. NSAID ¢6 tdc dung phu va cé thé khéng phiu hop véi nhitng ngudi cé van
dé vé da day, hen suyén, cdc van dé vé tim, gan hodc than.

1. Tac dung ha sot
a. Dac diém

Tac dung Ién trung tdm: tiém thudc thang vao trung khu diéu hoa than nhiét (nhan
Caudatus) thi thay tac dung ha sét rd rét. Thudc khdng gy ha than nhiét & ngudi binh
thuong.

Thubc lam tang qua trinh thai nhiét nhw: gidn mach da, tdng ti€t mo hoi, va khéng tac
dung trén qua trinh sinh nhiét.

Thudc tdc dung truc tiép Ién co ché gay sot: Khi vi khuan, ndm, ddc t6.. .(goi chung |3
chat gy sot - pyrogen ngoai lai) xam nhap vao co thé s& kich thich bach ciu san xuat
cac chat gy s6t ndi tai, chat nay hoat héa men cylo-oxygenase (COX), lam téng hop PG
(nhiéu nhat 1a PG E1 va E2) tir acid arachidonic cha vung dudi déi, PG sé gay sét - do
lam tdng qua trinh tao nhiét (rung co, tang ho hap, tang chuyén hda) va giam qua trinh
thai nhiét (co mach da...).

Thuéc khéng tac déng 1én nguyén nhan gay s6t nén chi cd tac dung diéu tri triéu chirng.

10


https://www.healthnavigator.org.nz/health-a-z/g/gout-overview/
https://www.healthnavigator.org.nz/health-a-z/r/rheumatoid-arthritis/
https://www.healthnavigator.org.nz/health-a-z/r/rheumatoid-arthritis/
https://www.healthnavigator.org.nz/health-a-z/o/osteoarthritis/
https://www.healthnavigator.org.nz/health-a-z/h/headache/
https://www.healthnavigator.org.nz/health-a-z/o/oral-health-tooth-decay/
https://www.healthnavigator.org.nz/health-a-z/p/painful-periods/

b. Co ché:

Thudc ha sét tdc dung Ién trung tAm & (rc ché COX lam gidm téng hop PG do
dé lam gidm quad trinh gy sét nén cé tac dung ha sét.

Téac nhan nhiém trung, ndi doc t6, chat trung gian gay viém
(chat sinh nhiét ngoai sinh)

l Kich thich
Bach céu hat, bach cau mono, dai thyc bao

l Phéng thich
Thubc e ::hét sinh nhiét ndi sinh
s bt o], Kich thich
% Prostaglandin ( E1, E2)
%?;) l Dan dén
Bd phan diéu nhiét/ ving duéi doi
y

SOT
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2. Tac dung chéng viém

a. Dac diém
Tac dung |én hau hét cac loai viém khéng ké nguyén nhan.
Chi & liéu cao mdi cé tac dung chdng viém.
Thudéc cé tac dung 1én thoi ky dau cda qua trinh viém.

b. Co ché

Thuéc ¢é tac dung (rc ché sinh téng hop PG do rc ché men cyclo-oxygenase (COX)
lam giam téng hop PG.

Thubc con lam bén virng mang lysosom do dé han ché gidi phéng cac enzyme cla
lysosom trong qua trinh thuc bao, nén cé tac dung chéng viém.

Ngoai ra thudc con rc ché cac chat trung gian hda hoc cldia qué trinh viém nhuw cac
kinin huyét twong, rc ché co chat cda enzyme, (rc ché sy di chuyén cla bach cau, e
ché& phan &rng khang nguyén - khang thé.

Riéng nhom salicylat con lam tang giai phdng steroid nén lam tang tac dung chéng
vViém.

Tac dung chdng viém cuta cac thuéc khac nhau, 1ay aspinrin lam chuén thi Voltaren,

Flurbiprofen, Indomethacin c6 tac dung chéng viém manh gap 10 lan, Naproxen,
Piroxicam, Pirprofen gép tir 6,5 - 4,9 dén 3,9 Ian.

12



Co ché

Thuéc rc ché men cyclo-oxygenase (COX), lam bén virtng mang lysosom, &rc ché cac
chat trung gian hda hoc clia qua trinh viém nhw cac kinin huyét twong, rc ché co chat
cua enzyme, (rc ché sy di chuyén cla bach ciu, &rc ché phan &ng khang nguyén -
khdng thé.Riéng nhdm salicylat con lam ting gidi phdng steroid nén lam tang tac
dung chéng viém.

Cac tac nhan S
glyviem — Phospholipid mang té bao Corticoids
Phospholipase A2 A—J@
NSAIDs
Acid Arachidonic
Cyclo-oxygenase
(COX1, COX2)
Prostaglandin

X

Viém
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3. Tac dung giam dau
a. Dac diém

Thubc tac dung lén cac con dau néng nhe, khu trd hodc lan téa nhu dau dau, dau
co, dau rang, dau khép.

D3c biét cé tadc dung tt doi véi dau do viém. Khéng cé tac dung Ién cic dau nbi
tang nhu morphine.

Khong gay ngl, khong gay khoai cam, khéng gay nghién.
Tac dung gidm dau cha thuéc NSAIDs lién quan mat thiét vai tdc dung chéng viém.

Tac dung giam dau cua cac thudc Voltaren, Flurbiprofen, Indomethacin manh gap
6-31 lan so véi Aspirin.

Tac dung gidam dau vdi liéu trung binh dugc xép theo th& tyw nhu sau: Voltaren >
Indomethacin > Flurbiprofen > Analgin > Amidopirin > Piroxicam > Pirprofen >
Naprofen > Naproxen > |lbuprofen > Butadion > Aspirin > Ketoprofen.
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b. Co ché

— Thudc lam &c ché tdng hop PGE2a nén gidam tinh cdm thu cla cdc ngon day cdm
giac vdi cac chat gay dau clia phan &ng viém nhu bradykinin, histamin, serotonin.

Chdn ———s Té b&o bj

thuong ton thuong
NSAIDs i» San xuéat
Paracetamol

Prostaglandins (H2)

v

1

4

» Thu cam thé
(Da, co, khép, rang, ndi tang, tly séng)

Truyén tin hiéu

S
Opioids

Trung tdm daw “ ©
Nao
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4. Tac dung chéng nguwng két tiéu cdu & chéng déng mau

Trong mang tiéu cdu cd chira nhiéu thromboxan synthetase 138 enzyme chuyén
endoperocyd clia PGG2/H2 thanh thromboxan A2 (chi tén tai trong 1 phut) c6 tac dung
lam déng von tiéu cadu. Nhung & té bao ndi mac lai cd prostacyclin synthetase la enzyme
téng hop PGI2 (prostacyclin) cé tac dung déi khdng vdi thromboxan A2.

Vi vay ti€éu ciu chay trong thanh mach binh thudng khong bi ddng vén. Khi ndi mac mach
bi tén thwong thi PGI2 gidam, mat khéc tiéu ciu tiép xuic véi ndi mac bj tén thwong sé giai
phéng ra thromboxan A2 déng th&i phdng ra cic gid tuc lam dinh cac tiéu cau lai voi
nhau, d6 I3 hién tuong ngung két tiéu cau Iam cho mau déng lai.

Aspirin & liéu thap (0,3-1g) lam (c
ché€ manh cyclo-oxygennase (COX)
cla tiéu cau, lam gidm téng hop
thromboxan A2 (chat lam déng vén
tiéu cau) nén cé tac dung chéng két
tap tiéu cau va chéng déng mau.

Liéu cao (>2g) lai &c ché COX cua
thanh mach lam gidm téng hop PGI2
(prostacyclin - 13 chat chéng doéng
von tiéu cau) nén cé tac dung nguoc
lai lam tang két tip tiéu cau va tang
déng mau.nhwng trong do tac dung
lam giam thromboxanA2 la chinh.

Tiéu cau

Thromboxan A2

+ Két tap tiéu cau
+ Comach

Acid arachidonic

" Prostacyclin|2

+ Uc ché két tap tieu cau
+ Gian mach
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5. Tac dung khac

Ngoai tdc dung (rc ché téng hop PG, cac thudc NSAIDs con cd thé cd nhiéu co ché khic.
Cac thudc NSAIDs la cac phan tlr wa md&, dé thdm nhép vao mang té bao hodc mang ty
thé, nhat la vao cac bach ciu da nhan, nén cd thé:

Uc ché tiét cac enzym clia cac thé tiéu bao.
U'c ché san xuat cac goc ty do.
Uc ché 1ang dong va két dinh cac bach ciu da nhan trung tinh.

Uc ché cac chlrc phan mang cla dai thuc bao nhuw ¢c ché NADPH oxydase,
phospholipase c, protein G, si van chuyén cac anion qua mang..

17



B. Tac dung phu ctia NSAID

Ngudi ta thay rang sy an toan cla thudc khang viém phu thudc vao kha nang trc ché
chuyén biét, &rc ché wu thé, &rc ché& chon loc hay khdng (rc ché chon loc men COX-2.

1. Tac dung phu do &c ché Enzym

Cyclooxygenase (COX)

Pudng tiéu hoda: do rc ché téng
hop cac PG bao vé viéem mac
Cytoprotecteur); kich thich niém
mac da day — ta trang, loét, xuat
huyét tiéu héa, Dyspepsia.

RGi loan ddng mau: do rc ché téng
hop TXA2, PGI2; chéng két tap tiéu

cau lam tang thoi gian chay mau.

—

Co ché gay tac dung phu/ NSAIDs &

Phospholipid mang té bao

Acid Arachidonic 1 PG

= COX2
©

Prostaglandin

Cyclo- oxygenase
(COX)

le

NSAIDs

Viéem

:
m55 B

1. Thromboxan A2/ Tiéu cAu
— réi loan d6ng mau

2. Prostaglandin |,/ Than
— Suy than

3. Prostagladin E./ da day
— loét da day
L J
Y
Tac dung
khéng mong muén do
(rc ché COX1

— Théan: do (rc ché téng hop cdc PG lam réi loan lwgng mau qua than, sy loc cau
than, sw chuyén van cac ion trong 6ng than , gay phu, suy than cap va man.
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2. Cac tac dung phu khac:

- V&i phu ni¥ cé thai: Trong 3 thang dau, thuéc SAIDs dé gay quai thai. Trong 3 thang cudi, thuéc
NSAIDs dé gay cac rdi loan & phdi lién quan dén viéc déng s&m 6ng ddng mach clia bao thai trong
t&r cung. M3t khac, do lam gidm PGE va F, thudc SAIDs cé thé kéo dai thoi gian chira va lam cham
chuyén da vi PGE va F lam tang co bdp tlr cung. Trwdce khi dé vai gidy, su tdng hop cac PG nay ting
rat manh. (FDA khuyén cdo tranh st dung NSAID trong thai ky 20 tudn hodc mudn hon vi chidng ¢
thé dan dén nudc 8i thap; S dung NSAID trong thdi ky mang thai gay rdi loan chitc nang than,
thiéu nang than & suy than & tré so sinh).

- Moi thuéc NSAIDs déu c6 kha ndng gay con hen gia (pseudo- asthme) va ty 1& nhirng nguoi hen
khéng chiu thudc 13 cao vi cé thé [a thudic NSAIDs trc ché cyclooxygenase nén lam tang cac chat
chuyén hda theo duwong lipooxygenase

- Gay huyét khdi tdc mach: Nhédm thudc (rc ché wu tién COX-2 (cac coxib) do lam giam tao thanh
PGI2 cla té bao néi mac mach manh hon lam giam TXA2 cla tiéu cau rat nhiéu nén lam tang nguy
co huyét khdi tac mach.

- FDA tdng cudng cdnh bdo vé nguy co dau tim va dét quy doi vai thudc chéng viém khong steroid
- Phan &ng dj &rng: T6n thuong da: ban xuat huyét, mun bong nudc;

- Ddc tinh d6i véi tdy, mau: nhdm Pyrazol

- Réi loan than kinh — gidc quan: nhém Indol

- Dung liéu cang cao hodc thoi gian dung cang kéo dai nguy co bij tadc dung phu cang cao.
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https://www.fda.gov/drugs/drug-safety-and-availability/fda-recommends-avoiding-use-nsaids-pregnancy-20-weeks-or-later-because-they-can-result-low-amniotic
https://www.fda.gov/drugs/drug-safety-and-availability/fda-recommends-avoiding-use-nsaids-pregnancy-20-weeks-or-later-because-they-can-result-low-amniotic
https://www.fda.gov/drugs/drug-safety-and-availability/fda-recommends-avoiding-use-nsaids-pregnancy-20-weeks-or-later-because-they-can-result-low-amniotic
https://www.fda.gov/media/144260/download
https://www.fda.gov/media/144260/download
https://www.fda.gov/media/144260/download
https://www.fda.gov/consumers/consumer-updates/fda-strengthens-warning-heart-attack-and-stroke-risk-non-steroidal-anti-inflammatory-drugs

C. Téng ho'p vé yéu td 2 (NRF2)
(NRF2, nuclear factor-erythroid 2-related factor-2)

Cac nghién ctru, phat hién méi:

e Cho dén nay, tac dung chéng viém cda NSAID dugc cho la chi phat sinh théng qua viéc trc
ché& mot sé enzym. Nhung co ché nay khéng giai thich cho nhiéu két qua Iam sang khac
nhau gilrta céc loai thudc. Vi du, mét s6 NSAID ngdn nglra bénh tim trong khi mot s& NSAID
khac gy ra bénh nay, mot s6 NSAID cé lién quan dén viéc giam ty 18 mac ung thw dai truc
trang va cac NSAID khac nhau c6 thé cé nhiéu tac dung d6i vai bénh hen suyén.

e Cac nha nghién ctru cla Yale da phat hién ra mét co ché khac biét d6 13 chi mét s6 NSAID -
gdm indomethacin, duoc st dung dé diéu tri viém khép va bénh gut, va ibuprofen - cung
kich hoat mét protein goi la yéu té hat nhdn-erythroid 2 lién quan dén yéu t6-2, hodc NRF2,
trong s6 nhiéu tac dung cla nd, cd tao ra qud trinh chdng viém trong co thé.

e NRF2 kiém soat mot sé lwgng 1&n cac gen lién quan dén mot loat cdc qud trinh, bao gbm
chuyén hoa, phan rng mién dich va viém. Va protein cé lién quan dé&n qua trinh 130 hda,
kéo dai tudi tho va gidm cdng thang té bao.

e M6t s6 thir nghiém Iam sang dang danh gia & o= g,
liéu cac loai thuBc kich hoat NRF2 ¢6 hiéu qud 47 s - Antioddantproteins
trong diéu tri cac bénh viém nhiém nhu bénh ’ Z_---\/ ’ ETies N '-,
Alzheimer, hen suyén va cac bénh ung thu. g / . ijgf\': 4 *
 Ngoai ra, NSAID cd thé dugc ké don hiéu qua i | I
hon trong twong lai, v&i NSAID kich hoat NRF2 : “u | Aoty (:
va NSAID khéng kich hoat NRF2 duwoc dp dung "-C‘::;....::..:.‘ S

cho cdc bénh ma chidng cé khd nang diéu tri
cao nhéat.
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Co ché diéu hoa Nrf2.

Mechanisms of nuclear factor erythroid 2-related factor 2 (Nrf2) regulation

e Trong diéu kién binh thudng, Nrf2 duoc lién két trong t& bao bang chat diéu hoa am tinh
cla nd, protein 1 lién két vai ECH gidng kelch (Keap1), va dwgc nham muc tiéu cdu thanh dé
phan huay protein.

e Tiép xuc vadi stress oxy hda hodc electrophin lam cho Nrf2 phan ly khéi Keapl (bi phan hay
b&i qué trinh autophagy), cho phép Nrf2 chuyén vi tri vao hat nhan, noi né di héa vdi cac
protein Maf nhé (sMaf) dé lién két véi cac phan t&r phan ng chéng oxy hdéa (ARE) trong
vung khdi ddng cta cac gen muc tiéu chdng oxy hoa.

e Sy san co clia sMaf diéu chinh lién két Nrf2 véi DNA, va BTB va twong dong CNC 1 (Bach1l)
diéu chinh tiéu cuc lién két Nrf2 véi DNA bang cach canh tranh v&i Nrf2 dé tao di ban vdi
sMaf.

Cell Membrane
.....

e
LT —
.......

J

Cytosol

Oxidative stress
Electrophiles

Proteasome,
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Vé vai tro chia Nrf2 doi vai viém.

eViém |3 nguyén nhan chinh gy ra nhiéu bénh ly nhu di &ng, ung thw, bénh
Alzheimer va nhiéu bénh khdc, va tinh trang hién tai cia cac loai thudc hién co d3
thdc day cdc nha nghién clru khdm phd cdc muc tiéu diéu tri mai.

e Bang chirng tich Iy chi ra rang yéu t& phién m3 Nrf2 déng mot vai trd quan trong
kiém sodat su biéu hién cta cdc gen chéng oxy hda cudi cung thuc hién chirc ndng

chéng viém.

* Nrf2 chong lai phan tng e
viém do NF-kB diéu N2 |
khién. Anh hudng qua lai e (o B
cla truc Nrf2 / HO-1 va e i

NG .
NF-kB trong viém. Nrf2 | ol p@ |
s = Activation of
gay ra sy gia tang biéu NF-xB
HO-1

hién HO-1 cla té bao va \

CO  + (Fe 4 Biliverdin N;'d:

gua trung gian oxy hoa / \ l

va ngan chan sy suy

Urc ché sy hoat hda NF-kB Heme

Antioxidant Anti-inflammatory P (l;';":'l::ra"“mc“:m

thoadi cua IkB-a... cytokines MCP-1)
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V. CHi PINH-CHONG CHi PINH

1. Chi dinh
NSAIDs thuong duoc st dung dé diéu tri cadc chirng dau, viém cap hodc man tinh; doi
khi dugc st dung ngan nglra ung thu truc trang, chéng déng von tiéu cdu va trong
bénh ly tim mach. Nhin chung, NSAIDs dugc chi dinh trong cac bénh sau:

Bénh thap khép

Bénh viém khép dang thap

Cac bénh ty mién.

Bénh gut cap

Pau bung kinh

Pau xuong do ung thuw di can.

Dau dau

Dau nhe va vira do chan thuong hodc viém maé.

Sot

Tac rudt

Con dau quan than

Dy phong tac mach do déng von tiéu cau trong bénh Iy tim mach.
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2. Chéng chi dinh
Loét da day — ta trang.

RGi loan dong mau.
Suy gan, suy than.
Phu nit co thai.

Di &rng v&i NSAID.

3. Nguy co’ lam tang tac dung phu (viém loét)

Trén 60 tudi.

Tién s bj viém loét.
Phéi hgp NSAID.
Thuéc 13, rvou.
Helicobacter Pylori.
Corticosteroid.

Thubc chéng déng mau.
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VI. PHAN LOAI

1. Loai trc ché COX khdng chon loc 2. Loai trc ché chon loc COX - 2

1.1 Nhém acid salicylic 2.1 Nhdm furanon cé nhédm thé diaryl
e Aspirin e Rofecoxib

1.2 Nhém indol 2.2 Nhoém pyrazol c6 nhém thé diaryl
e Indometacin, sulindac e Celecoxib

e Etodolac (riéng thudc nay lai rc ché 2 3 Nhém acid indol acetic

chon loc co x - 2) e Etodolac

1.3 Nhom pirazolon 2.4 Nhom sulfonanilid

e Phenylbutazon e Nimesulid

1.4 Nhom acid enolic
e Oxicam (piroxicam, meloxicam)

1.5 Nhém acid propionic 3. Dan xuat para- aminophenol:

e |buprofen, naproxen, ketoprofen, * Acetaminophen (Paracetamol)

fenoprofen
1.6 Nhém dan xuat acid phenylacetic
e Diclofenac
1.7 Nhém dan xuat add heteroarylacetic

¢ Tolmetin, ketorolac
25



1. Thudc chdng viém khéng steroid loai trc ché COX khdng chon loc

1.1 D3n xu3t acid salicylic

Acid salicylic; Methyl salicylat; Natri salicylat; Acid acetyl
salicylic (Aspirin). Cho dén nay, aspirin van duogc coi la
thuéc chuan dé danh gid, so sadnh vdi thudc khac.

Hién nay do cé nhiéu thuéc madi tét hon, Aspirin thuwong
chi con dwoc dung dé chdng déng vén tiéu cau.

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

—  Tac dung gidm dau: nhirc dau, dau co, dau kinh, dau xwong 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.

—  Vdi lidu 100 mg/ngay, aspirin (rc ché 1ang dong ti€u cau bang cach phong toa khong hoi
phuc cyclooxygenase cla tiéu cau, lam gidm TX A2 cho nén tic dung kéo dai sudt cudc
s6ng cla tiéu cau (8- 1 2 ngay).

—  Trén thai trir acid uric: vdi liéu thap (1-2 g/ngay), aspirin lam gidm thai trir acid uric qua
nuwdc tiéu do lam gidm bai xuat chat nay & éng luon xa. Liéu cao (2- 5 g/ngay) lam ting
thai trir do (e ché tai hap thu acid uric & 6ng lwgn gan. Tuy nhién, aspirin khdng dwoc
dung dé chéng viém trong cac con gout, vi cd thudc khdc dac hiéu hon.

—  Tai bién tiéu hda khoang 50%
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1.2. Nhom indol: indometacin va sulindacl
Indometacin (1963)
Tac dung chdng viém manh hon hydrocortison 4 lan.
Tac dung gidm dau lién quan mét thiét voi tdc dung chéng viém. Ty 1é liéu chong
viém/ liéu gidm dau bang 1.
Khéng dung dé ha s6t don thuan vi nhiéu doc tinh. Hai doc tinh thuwdng gap 13 loét

tiéu hda (du dung bang dwdng tiém vi cé chu ky gan-rudt) va nhirc dau vung tran
(do cong thirc twong tw nhu serotonin).

Ngoai ra con gap giam bach cau, giam tiéu cau, phan &ng qua man. Ddc tinh cé thé
gap trén 35- 50% nguwdi dung thudc.

Liéu dung: Indometacin (Indocid, Indocin) vién nén hodc vién nang, liéu dau 15 mg
X 2 lan/ngay, tdng dan dén 100-150 mg/ngay. udng vao luc di ngd, chiu thuéc dé

-

10 SUPOZITOARE

INDOMETACIN 50 mg

SC MAGISTRA Cac
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Sulindac

Sulindac la "tién thuéc" ("prodrug"): ban than né khéng cé hoat tinh,
vao co thé dwoc chuyén hda thanh dan chat sulfur ¢ hoat tinh sinh
hoc manh, &rc ché cyclooxygenase manh 500 lan hon sulindac. vé cau
tric héa hoc, sulindac 1a indometacin d3 dwgc thay methoxy bang
fluor va thay clor bang g&c methylsulinyl (CH3SO -). : i‘ik'ﬁ?fﬁ.
Trong thwc nghiém, tac dung dwoc Iy cla sulindac bang mot nlra mm“ :
indometacin; trong thuc té |dm sang, tdc dung chéng viém va gidm IpMAJOR

dau cla sulindac twong ty aspirin.

Trong co thé, sulindac bj 2 phan &ng sinh chuyén hoa chinh: oxy hoa thanh sulfon va
roi khir thuan nghich thanh Sulfid, Ia chat chuyén hod cé hoat tinh. Thoi gian ban thai
cla sulindac la khoang 7 gio, nhung thoi gian ban thai cha Sulfid dai t&i 18 gio. Vi vay,
tuy thoi gian ban thai ngdn nhwng hiéu qua gidm dau cuda sulindac van dai.

Thuéc duwoc chi dinh chd yéu cho viém khép dang thap, thodi hod xwong khdp va viém
cirng dot séng. Moét chi dinh mai cta sulindac la polyp dai trang di truyén, thudc lam
gidm duoc ca s6 luvong va cd kich c& cda polyp.

Ty 1&é va mic do doc tinh kém indometacin. Doc tinh tiéu hoa khoang 20 %, thuong
nhe.

Ché& pham: Arthrocin, Artribid, Clinoril vién 150 va 200 mg; moi ngay udng 1-2 vién, liéu
toi da 400 mg/ngay, la liéu twong dwong véi 4g aspirin, 125mg indometacin.
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1.3. Nhém pyrazolon: Phenylbutazon (1949)

Hién chi con dung phenylbutazone. Cac dan xuat khac nhw
phenazon (Antipyrin), aminophenazon (Pyramidon),
metazon (Analgin), oxy- phenbutazon khéng dung nira vi cé
nhiéu ddc tinh va d3 cé nhiéu thuéc khac thay thé. |

Phenylbutazon c6 tac dung chéng viém tot, dac biét 1a voi 1000 tablet I

Y U N : Phenylbutazon
viém dinh khép, thoi gian ban thai dai, trén 3 ngay. tablet salut selaput |
" o x ~ ~° , “~
V&i lieu 600 mg, Phenylbutazon (hoac dan chat chuyén hoa ® 00 mg - |
@ gan la gammahydroxyphenylbutazon) cé tac dung thai trir y
acid uric do lam gidm tai hap thu acid nay & 6ng lugn gan. \__/
Tac dung tuong tuw nhu sulfinpirazon, lam gidm st va gidm B o

viém nhanh trong céc con cép tinh cha bénh gout. i
Doc tinh thwong gap va nang: loét da day du dung bang duong tiém, gilt natri

gay phu, tang huyét ap, phan &ng di (rng, giam bach cau, suy tuy.
Ché& pham va liéu lvgng: Phenylbutazon, Butazolidin, vién 50 va 100 mg. Uéng
tlr liéu thap 100- 200 mg, tang dan dén 400-600 mg tuy theo tinh trang bénh va
su chiu thudc cla ngudi bénh. Moi dot khong qua 15 ngay, nghi 1 tuan, udng lai.
Vi nhiéu doc tinh nén chi dung phenylbutazon khi cac thudc khac té ra kém tac
dung, va phai can nhac k{ cac kha ndng tai bién cho bénh nhan..
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1.4. Nhom acid enolic - Dan xuat oxicam: piroxicam va tenoxicam

La nhém thudc giam viém mdi, ¢ nhiéu wu diém:
i Feldene EIrmN

(Piroxicam)

—  Tac dung chéng viém manh vi ngoai tadc dung (rc ché COX con (rc
ché proteoglycanase va collagenase ciia moé sun, liéu diéu tri chi
bang 1/6 so v&i cac thudc thé hé trudce. Tac dung giam dau xuat
hién nhanh, nira gi¢ sau khi uéng.

—  Thoi gian ban thai dai (2-3 ngay) cho phép dung liéu duy nhat
trong 24 tiéng. Gan vao protein huyét tuvong tdi 99%. Tac dung [, =1

e e “ " Tilcotil”
diéu tri toi da dat duoc sau 2 tuan. b i

— [t tan trong m& so v&i cac thudc NSAIDs khac cho nén dé tham il
vao moé bao khdp bi viém, it thdm vao cac mé khdac va vao than - g
kinh, gidam duoc nhiéu tai bién. Cic tai bién thuwong co ty 1é K e ol
khoang 20 %. Thuong chi dinh trong cac viem man tinh vi thoi
gian ban thai dai.
Ché& pham va liéu lvong: l; -
- Piroxicam (Felden): 10-40 mg/ngay. Vién nang 10 mg, 20 mg; 6ng :
titm 20 mg/ml. &c ché sinh téng hop PG tuwong duong NCC 6144212601
indometacin. Tai bién tiéu héa cao nén nhiéu nudc da bo. ME‘;RX{J%?M :
- Tenoxicam (Tilcotil): 20 mg/ngay. Vién nén 20 mg; 6ng tiém 20 :i!
mg/ 2 ml. Lidu dung 20mg X 1 [an/ngay. um,ﬁ;?,’,‘f,{,g Bﬁ
—  Meloxicam (Mobic): vién nén 7,5 va 15 mg. Liéu t6i da 15 mg/ “;‘“'“”“"“:[:fg
ngay. In vivo, rc ché COX- 2 manh hon COX- 1 chi 10 Ian, nén 100 Tabets
e -

khéng con duorc coi la thubc tre ché wu tién COX- 2 nita



1.5. Nhém dan xuat acid propionic

Liéu thap cé tac dung gidm dau, liéu cao hon cé tac dung chéng
viém.
So v@i aspirin, indometacin va pirazolon cac thudc trong nhém
nay cd it tdc dung phu hon, nhat I3 trén tiéu héa, vi vdy duogc
dung nhiéu trong truong hop viém khdp man tinh. Cac thudc
thuong khac nhau vé mire dd (e ché COX (ibuprofen, fenoprofen
bang aspirin, naproxen > 20 [an).
Ché& pham va liéu lvong:

+  Ibuprofen: vién 200-300-400mg. Udng 1.2-1.6 g/ngay.

+  Naproxen: vién 250 mg. Udng 250 mg X 2 1an/ngay.

+ Fenoprofen: vién 300-600 mg. Ung 600 X 4 lan/ngay.

+ Ketoprofen: vién 50 mg. Uéng 50 mg X 2-4 lan/ngay.
Trong cac thudc NSAIDs, ketoprofen la thuéc cé ca tac dung gidm
dau ngoai bién va trung wong do thuéc thdm qua duoc hang rao
madu-n3o va dat dugc néng dd tac dung tai trung tdm nhan cam
& dan truyén dau & tuy séng va trén tuy song.
Tai cac trung tdm nay, thudc cling trc ché COX, lam gidm tdng hop
PG, do dé lam gidm gidi phdng cac chat trung gian gay dau (chat
p, glutamat).
Do cé co ché trung vong, ketoprofen cd thé dung theo duong
tiém bap, tiém tinh mach 100-200 mg/ngay. Chi dinh cho gidm
dau sau mo, nhat |13 trong chinh hinh va mé dwong niéu.

(
Naproxen

100 53746-488-05 .
lbuprofen ...
Tablets, USP

P
.
S

Tablets

Por sl e

1 oam et

Ketoprofen
Injection (Vet)
KETOLIV:
Ketoprofen

y Injection (Vet.)
KETOLIV
Lvealth

S
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1.6. Nhém dan xuat cla acid phenylacetic

Dai dién duy nhat la diclofenac (Voltaren).

Tac dung trc ché COX manh hon indometacin, naproxen va nhiéu thuéc khac.
Ngoai ra cé thé con lam gidm ndng d6 acid arachidonic ty do trong bach cau do
ngan can gidi phdng hodc thu héi acid béo.

H&p thu nhanh va hoan toan qua duong tiéu hda, nhung chi 50% vao duoc tuan
hoan va bi chuyén hda trong qua trinh hap thu, thoi gian ban thaila 1 - 2 gio,
nhung tich luy & dich bao khédp nén tac dung van giit dworc lau.

Chi dinh trong viém khé&p man tinh. Con dung giam dau trong viém co, dau sau
mo va dau do kinh nguyét.

Tac dung phu it, chi khodng 20%, cé thé lam tdng aminotransferase gan gap 3
lan nhung héi phuc duoc.

Ché& pham va liéu lvgng: vién 50 - 100 mg. Uéng 100 - 150 mg/ngay.

()

T —
s —

) e S S

S ONE_
1 PHARMATONYD @ Voltaren

Emulgel 11,6 mglg gelisigels

Voilaren

. ———
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1.7. Nhém dan xuat acid heteroarylacetic

Tolmetin

—  Tac dung chéng viém, giam dau va ha sét twong tu aspirin nhung dé
dung nap hon. Tac dung phu: 25- 40%, thudng gap dau thuwong vi
(15%), kho tiéu, buén nén, chdng mat, mat ngd.

— HA&p thu nhanh va hoan toan qua dudng tiéu hda, thude duoc gilt
lai trong bao hoat dich t6i 8 gi® sau 1 liéu duy nhat.

—  Tac dung chéng viém, giam dau & liéu 0,8- 1, 6 g/ngay. Liéu toi da
la 2 g/ngay chia lam 3- 4 lan.

Ketorolac

—  La thudc cd tac dung gidam dau manh hon chéng viém. Khac opioid,
tadc dung gidm dau cla ketorolac khéng gav quen thudc va dau hiéu
cai thuéc, khéng trc ché trung tdm hé hap. Cé tac dung chdng viém
tai chd, dung nhé mat.

—  HA&p thu nhanh qua dudng uéng, dat nong dd huyét twong toi da
sau 30- 50 phut, 1a mot trong s&’ it thuéc NAIDs cé thé dung dudng
tiém.

—  Tac dung phu gap 2 lan placebo, thuong 1a ngd ga, chdng mat, nhirc
dau, kho tiéu, ndn, dau chd tiém.

—  Chi dinh d€& gidm dau ngan han, dudi 5 ngay nhu dau sau mé: tiém
bap 30- 60 mg; tiém tinh mach 15-30mg va uéng 5-30 mg.

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

T

NOC 1747820011 ¥
Ketorolac
= Tromethamine -
Ophthalmic Solution

g 0.5%
Sterile

R_on'v 10 mL
e ?

f—

2mL Fill singedoe
KETOROLAC
TROMETHAM:!

FOR LM. USE ONLY. RL1172
Hospira, Inc., Lake Fores
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2. Thudc chdng viém khdng steroid loai irc ché& chon loc COX- 2

Cac thudc loai nay cé nhitng dac diém sau:

Uc ché chon loc trén COX - 2 nén tac dung chdng viem manh, vi trc ché COX- 1 yéu
nén cac tac dung phu vé tiéu hda, mau, than, con hen... giam di rat rd rét, chi con
tr0,1-1 %.

Thoi gian ban thai dai, khodng 20 gi& cho nén chi can uéng mai ngay 1 Ian.

Hap thu dé dang qua dudng tiéu hda, dé tham vao cac mé va dich bao khép nén
c6 néng do cao trong md viém, chi dinh t6t cho viém xuwong khép va viém khop
dang thap.

Vi két tap tiéu cau phu thubc duy = 80 e ché chon loc COX2
nhat vao COX-1, nén cac thudc S

nhém néy khéng dl‘mg dé dy Phospholipid mang té bao
phong dwoc nhdi mau co tim. van

can dung aspirin. Acid Arachidonic

@ Thudc e ché chon loc COX 2
* Thé hé 1: MELOXICAM

Prostaglandin = *Thé hé 2: CELECOXIB

Qua thuc té s dung, van thay cé — COX2
tdc dung phu do &rc ché COX-1 cho
nén nhiéu tic gid dé nghi khéng

Cyclo- oxygenase (COX)

dung tlr &rc ché "chon loc” ma nén
thay bang tir c ché "wu tién" Viém
COX- 2 thi ddng hon.

©
NSAIDs
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2.1 Nhém coxib
2.1.1. Celecoxib (Celebrex)

Thudc trc ché COX-2 manh hon COX- 1 tir 100 dén 400 lan.

Hap thu qua tiéu hod. Gan manh vao protein huyét twong.

Liéu thudng dung 13 100 mg X 2 1an/ngay. Trong thap khép cé thé
tang t&di 200 mg X 2 [an/ngay. Than trong v&i ngudi cé bénh mach
nao, mach vanh.

2.1.2. Parecoxib (Dynastat)

Parecoxib 1a tién thudc, vao co thé bi khir oxy va methyl hod
thanh valdecoxib cé hoat tinh.

Pay 1a thudc duy nhat thudc nhom coxib dugc dung dudi dang
tiém, thuan tién cho gidm dau sau md khi ngudi bénh chua thé
uéng thuéc duoc. Viét Nam chua cho luu hanh.

2.1.3. Lumiracoxib

Thuéc dwoc hap thu nhanh, dat néng d6 dinh huyét tuong sau
1-3 gi®. La thudc rc ché wu tién trén COX-2 manh nhat trong
nhédm coxib hién nay.

Dé&n nay hau hét cac nudc d3 thu hoi..

2.1.4. Etoricoxib (Arcoxia)

Thudc duoc phép dung & trén 70 nudc (trir M) dé diéu trj viém
xuong khép, viém khép dang thap, viém khdp cdp dang gout
(acute gouty arthritis), dau co, dau sau mé, dau kinh nguyét.

Liéu thuong dung: udng 60-90 hodc 120 mg/ngay/lan.

CELEBREX.
nnnnn Celecoxib
Cépsulas

l Prexige” 100 mg

€ MsD

ARCOXIA
(etoricoxib, MSD)

A S
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22. Nhém acid indol acetic

Etodolac (Xem I.2).

2.3. Nhom sulfonanilid

Nimesulid

La hop chat cda sulfonanilid

Thuéc dwoc hdp thu nhanh qua duong tiéu hod, khéng bi anh hwdng bdi thic an:
khéi phat tdc dung nhanh sau uéng 15 phut.

Ngoai tdc dung trc ché COX-2, con rc ché hoat hod bach cau trung tinh lam gidm san
xuat cytokin cé tac dung chdng oxy hod va trc ché cac enzym huy protid.

Tac dung khédng mong mudn: tiéu chdy, ndn, nglra phat ban, chdng mat, dang miéng,
suy gan.

Liéu dung: vién nén I00mg, mdi ngay udng 1 - 2 vién
Khéng dung cho tré em dudi 12 tudi.
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3. Dan xuat para- aminophenol: acetaminophen

Paracetamol La chat chuyén hda cé hoat tinh ctia phenacetin.
e Tac dung

Paracetamol cé cwong d6 va thoi gian tadc dung tuong ty aspirin vé giam dau va ha
s6t. Khong cé tac dung chéng viém nén khong duwgc xép vao nhém thudc NSAIDs, tuy
co ché tac dung van 1a (rc ch€ COX - 1 va COX -2 .

Paracetamol khéng cé tac dung chdng viém do tai 6 viém cé nhiéu peroxid, [am mat
tadc dung &rc ché COX, trong khi & ndo néng d6 peroxid rat thap (Marshall, 1987). Mat
khac acetaminophen khéng trc ché hoat héa bach cau trung tinh nhu cdc NSAIDs khac
(Abramson, 1989).

Co ché gidm dau cla paracetamol chua hoan toan biét rd, nhung d3 thay ngoai co
ché ngoai bién, thudc con cd tac dung giam dau trung wong do thdm nhanh duoc vao
dich ndo tuy, &rc ché COX-1, COX-2 va hoat hod hé opioid néi sinh (Bjorkman,1994) tai
tuy sdng va n3o.

e Dugc dong hoc

Paracetamol dugc hdp thu nhanh chdong va hoan toan qua duwdng ubdng, dat dinh
huyét tuong sau 30- 90 phut, sinh kha dung & 90 - 98%, hau nhu khdng gin vao
protein huyét twong, chi véi ndng dd doc cap tinh méi gan khoang 20- 50%.

Chuyén héa phan I&n 6 gan va mot phan nhoé & than, cho cac dan xuat glucuro- hop
60% va sufo - hop 35%, phan &ng lién hop vdi cystein chi 3%

Thai trir qua than. Thoi gian ban thai khoang 2 gio.
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e Poc tinh

V&i liéu diéu tri thong thudng hau nhu khdng cé tadc dung phu, khéng gay ton thuong
duwong tiéu hda, khdng gdy mat thang bang kiém toan, khong gay réi loan déng mau,
khong gay tai bién tim mach va hd hap, rat it gdp phan &ng qua man.

Tuy nhién, khi dung liéu cao (trén 10g), sau thoi gian tiém tang 24 gio, xuat hién hoai
tlr té bao gan, co thé tién trién tdi chét sau 5- 6 ngay.

Liéu doc\ ngudi I&n ubng moét [an 5g; tré em udng mot 1an 100 mg/kg thé trong.

Cac dau hiéu Idm sang va xét nghiém: thuong khéng cé triéu chirng trong 12 - 24 gid
dau. Néu lidu cao, cdé thé gdp ndn, tiéu chdy, dau bung, rdi loan tri gidc va toan huyét
do chuyén hda. Ngay thi hai dén thi tv dau ha sudn phai, gan to, vang da th phat
do hién tuwong tiéu hdy té bao gan vung trung tdm mui gan. Nang hon nita la hén mé
gan do tdng amoniac mau, cé thé kém theo ha dudng huyét, toan huyét va cic dau
hiéu chdy mau (d6ng mau rai rac ndi mac mach va gidm tiéu cau), dan t&i hdn mé va
c6 thé chét vao ngay th bay.

Ton thuong 6ng than, thé hién bang viéem 8ng than cap trong vong khoang 24- 72 gio.
Co ché cla ton thuong nay |3 do té bao than cé kha ndng khir acetin cda paracetamol
dé thanh para aminophenol, ddc vai than..

Diéu tri: khéng c6 phwong phap diéu tri dac hiéu. Rira da day trong 6 gio dau va
uéng than hoat. Trung hda chat chuyén hda c6 tic dung gay hai dé gidi doc cho gan:
dung N- acetyl- cystein (NAC) la chat tién than cla glutathion c¢6 duédi 2 dang:
Mucomyst (udng) va Fluimucil (tiém tinh mach), dung cang sém cang tét
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e Liéu lwong

Liéu uéng théng thuong: 350- 1000 mg/lan.

Pat hau mén: 650 mg. Khong dung qua 4000 mg/ngay.

Liéu cho tré em: 40-480 mg/lan (hodc 0 mg/kg). Khéng dung
qua 5 [an moi ngay.

e Cac ché pham:

Vién nén, vién nang, vién sai: 80-150-300 va 500 mg.

Goi chira bot pha udng: 80 mg/ gdi va 120 mg/ goi.

Dung dich uéng cho tré em: 150 mg/5 ml- Lo 90 ml.

Dang tiém:

Prodafalgan: lo thuéc bdt 1 g + dung mdi. Pha ngay truwdc khi
dung, tiém bap sau hodc tiém cham tinh mach trong vong 2
phut. Liéu dung 1 - 2 g/ lan, cach 4-6 gio. Khéng dung qua 8 g/
ngay.

Perfalgan: l1a dung dich paracetamol tan hoan toan, 6n dinh,
khéng bi thuy phan hay oxy hod, dung duoc ngay. Perfalgan Ig cé
twong dwong sinh hoc vdi 2g prodafalgan va cé tac dung giam
dau twong duwong vdi ketorolac 30 mg, diclofenac 75 mg tiém
bap, morphin 10 mg tiém bap. Liéu dung: Ig X 2-4 [an1 ngay.
Khong dung qua 4 g/ ngay. Phéi hop perfalgan va morphin trong
giam dau sau mo s lam gidm duoc 40-50% liéu morphin do
thudc cé tac dung giam dau trung uwong theo co ché khac nhau,
déng thoi lam gidm duoc tac dung (e ché than kinh trung wong
cGia morphin.

e Lo e e L
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