DUQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)

Bai 10: THUOC HA SOT - GIAM PAU - CHONG VIEM
MUC TIEU HOC TAP: Sau khi hoc xong bai ndy, sinh vién c¢6 kha nang:

1. Phdn tich duoc nhiing tdc dung chinh va co ché tic dung cia thudc chong viém phi
steroid (CVKS)

2. Trinh bay duoc ddc diém tic dung va dp dung diéu tri cia cdc thudc: aspirin,
indomethacin, diclofenac.

3. Trinh bay duoc ddc diém tdc dung va dp dung diéu tri ciia cdc thuéc: ddn xudt Oxicam,
dan xudt acid propionic, paracetamol va thudc tic ché COX - 2

4. Néu duogc 7 nguyén tdc khi sit dung thuoc CVKS.

Céc thuoc trong nhém nay rat khac nhau vé cau tric héa hoc, gobm cic dan xuat cua salicylat,
pyrazolon, anilin, indol va mot s6 thuoc khac. Tat ca cac thudc, & mitc do khac nhau, déu c6 tic
dung ha s6t, giam dau, va - trir dan xuat anilin - con c6 tic dung chdéng viém, chong thap khdp,
chéng dong von tiéu cdu. Vi vay con duge goi chung 1a thudc chong viém khong (mang nhan)
steroid (CVKS) dé phan biét v6i cac glucocorticoid, mang nhan sterol, duoc goi 1a thudc chéng
viém steroid.

1. TAC DUNG CHiNH VA CO CHE
Co ché chung ciia thuéc CVKS: itc ché sinh tong hop prostagladin

Vane 1971 cho rang co ché tic dung chinh cha céc thusc CVKS la tc ché€ enzym
cyclooxygenase, lam giam téng hop c4c prostaglandin 12 nhing chat trung gian héa hoc c6 vai tro
quan trong trong viéc 1am tang va kéo dai d4p dng viém & mo sau t6n thuong.

Khi t6n thuong, mang t& bao giai phéng phospholipid mang. Duéi tdc dung ctia phospholipase A
(1a enzym bi corticoid tc ché), chat nay chuyén thanh acid arAChidonic. Sau d6, mot mat, dudi

tic dung cua lipooxygenase (LOX), acid arAChidonic cho cac leucotrien cé tic dung co khi
quan; mat khac, dudi tic dung cua cyclooxygenase, acid arAChidonic cho PGE , (gay viém, dau),
prostacyclin (PGI,) va thromboxan A, (TXA,) tidc dong dén su ling dong tiéu cau. C4ac CVKS tic
ch& COX nén tc ché duogc cac phan tng viém (so do)
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Cac leucotrien / l\

(co khi quan) PGE, PGI, TXA,
(viem dau) (Iang dong tiéu cau...)

Hinh 10.1: Vi trf tic dung cia CVKS va corticoid trong tong hop PG

Tuy nhién, co ché trén chua giai thich duoc day dt nhitng nhan xét 1am sang trong qua trinh st
dung CVKS, nhu:

- Hiéu qua va tinh an toan cua cac thu 6c CVKS khong giong nhau.

- Hiéu qua tic ch€ téng hop PG va TX cia céc thudc rat thay déi. Nhiéu thudc tic ché manh téng
hop PG hon TX va nguoc lai. Aspirin tic ché manh va khong héi phuc su két tu tiéu cau véi liéu
thap, nhung phai liéu rit cao mdi ¢6 tdc du ng chong viém.

T muoi nam gan day, cdc nghién ctu da cho thay c¢6 2 loai COX, duoc goi la COX - 1 va COX-

2 ¢6 chiic phan khac nhau va céac thuoc chong viém tac dung véi mic do khac nhau trén COX - 1
va COX-2 (sodo )
- COX-1: hay PGG/ H synthetase- 1 c¢6 tac dung duy tri cic hoat dong sinh 1y binh thuong ctia t&
bao 1a mot "enzym cdu tao”. Enzym c¢6 mat & hau hét cdc mo, than, da day, ndi mac mach, tiéu
cau, tu cung, tinh hoan ... Tham gia trong qua trinh san xuat cac PG c¢6 tac dung bao vé, do do
con goi la "enzym giit nha" ("house keeping enzyme") :

. Thromboxan A, ciia tiéu cau

. Prostacyclin (PGI2) trong n¢i mac mach, niém mac da day

. Prostaglandin E, tai da day bao vé niém mac

. Prostaglandin E, tai than, dam bao chiic phan sinh ly.
- COX- 2: hay PGG/ H synthetase 2 c6 chifc phan thic ddy qud trinh viém. Thay & hau hét cic
mo vGi nong do rat thap, & cac t€ bao tham gia vao phan tng viém (bach ciu 1 nhan, dai thuc bao,
bao hoat dich khép, t€ bao sun). Trong cdc mo viém, néng do COX - 2 c6 thé ting cao t6i 80 ldn
do céc kich thich viém gay cam tng va hoat héa manh COX - 2. Vi vay COX- 2 con dugc goi la
"enzym cam ing"

Nhu vay, Kich thich |- 1 nhiéu s& gay nhiéu tic dy  Kjich thich  pon, thudc tc ché
COX-2n sinh 1y chong viém manh ma it gay td gay viem
\ Giai phéng acid l/
arAChidonic
mang t€ bao

CVKS (-)

a¢ dung

(enzym cau tao)
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Cac tac chong viém
dung phu l l
TXA, PGI, PGE, Cac PG (bach
(tiu cAu)  (ndi mac (than) cau 1 nhan dai
niém mac thuc bao, t€ bao
da day sun)
! J
Chiic phan bao vé té€ bao Thiic diy
va "giit nha" qua trinh viém

Hinh 10.2: Vai tro sinh 1y caa COX- 1 va COX- 2

Ngoai tic dung tic ché tdng hop PG, cdc CVKS con c6 thé c6 nhiéu co ché khac. Cic CVKS la
cac phan tir va md, dé tham nhap vao mang t€ bao hoidc mang ti thé, nhat 12 vao cdc bach cu da
nhan, nén da:

. Ut ché tiét cdc enzym clia cdc thé tiéu bao
. Uc ché san xudt cic goc tu do.
. Uc ché€ lang dong va két dinh céc bach ciu da nhan trung tinh.

. Uc ché cic chitc phan mang cta dai thuc bao nhu tc ché€ NADPH, oxydase, phospholipasse C,
protein G va su van chuyén clia cdc anion qua mang.

1.1. Tac dung chong viém

Cic CVKS c6 tac dung trén hau hét cdc loai viem khong ké dén nguyén nhan, theo cdc co ché
sau:

- Ut ché sinh tdng hop prostaglandin (PG) do itic ché c¢6 héi phuc cyclooxygenase (COX), 1am
giam PG E, va F,a 1a nhiing trung gian héa hoc ctia phan tng viém (Vane va cs. 1971).

- Lam viing bén mang lysosom (thé tiéu bao): & 6 viém, trong qua trinh thuc bao, c4c dai thuc bao

lam giai phéng cic enzym cua lysosom (hydrolase, aldolase, phosphatase acid, colagenase,
elastase...), lam tang thém qu4 trinh viém. Do lam viing bén mang lysosom, cic CVKS lam ngén

can giai phong cac enzym phan giai, tc ch€ qua trinh viém.

- Ngoai ra ¢6 thé con c6 thém mot s6 co ché khdc nhu doi khang véi céc chat trung gian hod hoc
cta viém do tranh chap vé6i co chét clia enzym, tic ché di chuyén bach ciu, tc ché phan tng

khang nguyén- khing thé.

Tuy cdc CVKS déu ¢6 tiac dung giam dau - chong viém, song lai khac nhau giita ty 1€ 1iéu chong
viem/ liéu gidm dau. Ty 1¢ 4y 16n hon hoic béing 2 vé6i hdu hét cic CVKS, ké ca aspirin (nghia 12

liéu ¢6 tac dung chong viém cén phai gap doi li€u c6 tic dung giam dau) nhung lai chi gan bang

1 v6i indometacin, phenylbutazon va piroxicam.

1.2. Tac dung giam dau
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Chi ¢6 tac dung véi cdc chiing dau nhe, khu tri. Tac dung t6t v6i cac ching dau do viém (dau
khép, viém co, viém day than kinh, dau ring, dau sau md). Khic véi morphin, cic thudc nay
khong c6 tac dung vGi dau noi tang, khong gay nga, khong ga y khoan khodi va khong gay
nghién. Theo Moncada va Vane (1978), do lam gidm tong hop PG F ,o nén cdc CVKS lam giam
tinh cam thu clia cdc ngon day cam giac véi cac chét gay dau ctia phan Gng viém nhu bradykinin,
histamin, serotinin.

D6i véi mot s6 chiing dau sau mé, CVKS c¢6 thé ¢6 tdc dung gidm dau manh hon cd morphin vi
mo da gay ra viém.

Trong dau do chén ép co hoc hoic tic dung truc ti€p clia cic tdc nhan héa hoc, ké ca tiém truc
ti€p prostaglandin, cic CVKS ¢6 tac dung giam dau kém hon, cang chiing t6 co ch€ quan trong
cuia gidm dau do CVKS 1a do tic ché téng hop PG. Ngoai ra c6 thé con nhitng co ché khdc.

1.3. Tac dung ha sot

Vi liéu diéu tri, CVKS chi lam ha nhiét trén nhiing nguoi s6t do bat ky nguyén nhan gi, khong

c6 tac dung trén ngudi thuong. Khi vi khuén, doc t6, nam... (goi chung 1a cdc chét gay s6t ngoai
lai) xam nhéap vao co thé s& kich thich bach cdu san xuat cac chat gay sot noi tai (céc cytokin,

interferon, TNF,,...). Chat nay hoat héa prostaglandin synthetase, 1am tiang téng hop PG (dic biét
la PG E,, E,) tir acid arAChidonic cua vung dudi doi, gay sot do lam tang qua trinh tao nhiét
(rung co, tang ho hdp, tang chuyén héa) va giam qua trinh mét nhiét (co mach da). Thuéc CVKS

do tic ché prostaglandin synthetase, 1am giam téng hop PG, c6 tdc dung ha sét d o 1am tang qué
trinh thai nhiét (gian mach ngoai bién, ra moé hoi), 1ap lai thang bang cho trung tam diéu nhiét &

vung dudi do6i. Cac CVKS khong tc ché duge sot do tiém truc ti€p PG vao ving dudi doi. Vi

khong c6 tic dung dén nguyén nhan gay sot nén thuoc ha so6t chi ¢6 tic dung chita triéu chiing,
sau khi thudc bi thai trir, st s€ trd lai.

Thudc ha sot
() Vung duéi doi
- rung co
Chat gay sot @  Bach cau TU - tang ho hap
ngoai lai l PG (E;-E,)) @
(+) sot
Chatgaysot ® PG———»
noi tai synthetase TKTV -comach__|
acid - tang chuyén héa

arAChidonic

Hinh 10.3. Co ch€ gay s6t va tac dung ctia thudc ha s6t
1.4. Tac dung chéng ngung két tiéu cau

Trong mang tiéu ciu c6 chita nhiéu thromboxan synthetase 1a enzym chuyén endoperoxyd clia
PG G,/ H, thanh thromboxan A, (chi ton tai 1 phiit) ¢6 tdc dung lam dong von ti€u cau. Nhung
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nodi mac mach ciing rat gidu prostacyclin synthetase, 12 enzym téng hop PG 1, c6 tdc dung d6i lap
v6i thromboxan A,. Vi vay tiéu cdu chdy trong mach binh thudong khong bi dong vén. Khi noi
mach bi tén thuong, PGI, gidm; mat khdc, khi tiéu cdu ti€p xdc v6i thanh mach bi ton thuong,
ngoai viéc giai phéng ra thromboxan A, cdn phéng ra cdc "gia tic" lam dinh cdc tiéu ciu véi
nhau va véi thanh mach, dan t6i hién tuong ngung két tiéu cau. Cac CVKS tic ché thr omboxan
synthetase, 1am gidm téng hop thromboxan A , clia tiéu cdu nén c6 tac dung chong ngung két tiéu
cau (hinh 3.4)

Tiéu cdu khong c6 kha nang téng hop protein nén khong tdi tao duoc cyclooxyganase. Vi thé,
mot liéu nho cla aspirin (40- 100 mg/ ngay) da c6 thé tc ché khong hoi phuc cyclooxyganase
sudt cudc séng cua tiéu cau (8- 11 ngay)

Cyclooxygenase
)
Aspirin — Thr. synth Thromboxan A,
Tiéu Mén tiCu&au)
S
Acid arAChodonic —PGG,/H, — ac dung

doi khang

Prost. Synth Prostacyclin
ndi mac (PG L,)

Hinh 10.4. Co ché€ tic ché dong vén tiéu cau
2. CAC DAN XUAT
Phan loai hoa hoc cac thuéec CVKS

Loai tic ché COX khong chon loc
Nhoém acid salicylic
. Aspirin
Nhom pirazolon
. Phenylbutazon
Nhom indol
. Indometacin, sulindac
. Etodolac (riéng thudc nay lai tc ch€ chon loc COX - 2)
Nhom acid enolic

. Oxicam (piroxicam, meloxicam)
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Nhoém acid propionic
. Ibuprofen, naproxen, ketoprofen, fenoprofen
Nhém dan xudt acid phenylacetic
. Diclofenac
Nhém ddn xudt acid heteroarylacetic
. Tolmetin, ketorolac
Loai tic ché chon loc COX-2

Nhém furanon c¢6 nhém thé diaryl

. Rofecoxib

Nhém pyrazol c6 nhém thé diaryl
. Celecoxib

Nhom acid indol acetic
. Etodolac

Nhom sulfonanilid

. Nimesulid

2.1. Dan xuat acid salicylic
2.1.1. Acid salicylic (acidum salicylicum):
Tinh thé hinh kim, khong mau, nhe, 6ng 4nh, COoOOCH,
khong mui, vi chua va hoi ngot, khé tan trong
nudc. Do kich tng manh niém mac nén khong
ding dé uong. Dung ngoai da, dung dich 10% dé _ ~
chita chai chan, hot com, nim da... Ml
2.1.2. Acid acetylsalicylic (aspirin):
Két tinh hinh kim trang, hoi chua, khé tan trong COOH
nudc, deé tfln hqn trong rugu V{:,lq cac .dung' d1§h 0OC — CH,
base. La san pham acetyl hoa cua acid salicylic
giam tinh kich ting nén udng dugc.
Acid acetyl salicylic
2.1.2.1. Pdc diém tdc dung:
- Tac dung ha s6t va giam dau trong vong 1 - 4 gid vdi liéu 500 mg/lan. Khong gay ha than nhiét.

- Tac dung chong viém: chi c6 tdc dung khi dung li€u cao, trén 3g/ngay. Liéu thap chu yéu la ha
sOt va giam dau.
- T4c dung thai trir acid uric: liéu thap (1-2g/ngay) 1am gidm thai trir acid uric qua nuéc tiéu do

lam giam bai xudt chat nay & ong luon xa. Li€u cao (2-5g/ngay) lam dai nhiéu urat do tc ché€ téi
hép thu acid uric & 6ng lugn gan.
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- T4c dung trén tiéu ciu va dong mdu:

Aspirin véi liéu thap (40-325mg/ngay) di tic ché manh cyclooxygenase clia tiéu cau, 1am gidm
tong hop thromboxan A, (chat 1am dong voén tiéu cdu) nén lam gidm dong vén tiéu ciu. Liéu cao
hon, tic ché cyclooxygenase clia thainh mach, lam gidm téng hop PG I, (prostacyclin) 1a chat
chong két dinh va lang dong tiéu cdu, gay tac dung nguoc lai. Nhung tdc dung trén tiéu cAu manh
hon nhiéu.

Liéu cao aspirin ciing 1am gidm tong hgp prothrombin, ¢6 thé 1a do doi khdng véi vitamin K. Vi

vay, aspirin c6 tac dung chéng dong mau.

- Tac dung trén Ong tiéu hoa:

Niém mac da day - ruot san xudt ra PG, dac biét 1a PG E ,, ¢6 tac dung lam tang tao chat nhay va
c6 thé 1a ca kich thich phan bao dé thay thé cac t€ bao bi pha huy. Nhu vay, vai trd ctia PGE la dé

bao vé niém mac duong tiéu hda. Aspirin va cac thudc chong viém phi steroid néi chung, véi miic

do khdc nhau, tc ché€ cyclooxygenase, lam giam PG, tao di€u kién cho HCI va pepsin cua dich vi
gay ton thuong cho niém mac sau khi “hang rao” bdo vé bi suy yéu. Vi vay, khong duoc ding

thudc cho nhitng nguoi cé tién sir loét da day va phai uéng thudc sau bita an.

2.1.2.2. Duoc dong hoc

O pH cua da day, cic din xuat salicylic it bi ion héa cho nén dé& khuéch tin qua mang, duoc hp

thu twong doi nhanh vao mdu r6i bi thuy phan thanh acid salicylic, khoang 50 - 80% gan véi
protein huyét twong, bi chuyén héa & gan, thoi gian ban thai khodng 6 gid. Thai trir qua nuéc tiéu
50% trong 24 git dudi dang tu do, glycuro - hop, acid salicylic va acid gentisic. Néu pH cua nudc
tiéu base, thai trlr salicylic tang.

2.1.2.3. Doc tinh:

- Mic dau céc dan xudt salicylic déu it doc, d& u6ng, nhung ding lau c6 thé gay “hoi ching
salicyle” (“salicylisme”): buon non, u tai, di€c, nhitc dau, 1a 1an.

- Dac tng: phi,, mé day, man, phu Quincke, hen.
- Xuét huyét da day thé 4n (c6 hong ciu trong phan) hodc thé nang (10ét, non ra mau).

- Nhiém doc véi liéu trén 10g. Do aspirin kich thich trung tam ho hdp, 1am thd nhanh va sau (nén
gay nhiém alcali ho hép), sau d6 vi dp luc riéng phan ctia CO , giam, mo giai phéng nhiéu acid
lactic, dua dén hau qua nhiém acid do chuyén héa (hay gip & tré em vi co ché diéu hoa chua 6n
dinh).

Liéu chét d6i v6i nguoi 16n khoang 20g.
2.1.24. Liéu luong va ché phdam:

- U6ng 1-6g/ngdy, chia 1am nhiéu I1an. Dung dé ha s6t, giam dau va chong viém (thap khép cap,
thap kh6p man, viém da khép, viém than kinh...)

Vién nén aspirin 0,5g (biét duoc: Acesal, Aspro, Polopyrin).
- Lysin acetyl salicylat (Aspégic): 1a dang mudi hoa tan, moi lo tuong duong véi 0,5g aspirin.
Tiém tinh mach hodc tiém bap 1-4 lo/ngay.

- Aspirin pH8: vién nén chita 0,5 g aspirin, dugc bao bing chat khang véi dich vi, nhung tan trong
dich ruot, & doan 2 cua ta trang, tir d6 thudc dugc hap thu vao mau va bi thuy phan thanh acid
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salicylic. Nong do t6i da trong mau dat dugc sau 7 gid, thoi gian ban thai dai hon aspirin binh
thudng, do d6 giam dugc s 14n udng thudc trong ngay, rat tién loi cho cac trudong hop diéu tri
kéo dai.
2.1.3. Methyl salicylat

Dung dich khong mau, mui héc lau, chi dang xoa bop COOCH;
giam dau tai cho. Ngam qua da cho nén khi xoa bdp, okt
thdy metyl salicylat trong nudc tiéu.

Methyl salicyla.
2.2. Dan xuat pyrazolon

Hién chi con dung mot cdch han ché phenylbutazon. Cic dan xudt khac nhu phenazon
(antipyrin), aminophenazon (pyramidon), metamizol (analgin), khong con dung nita vi ¢6 nhiéu
doc tinh v6i mau (giam bach cdu, suy tuy), véi than (di albumin, viém 6ng than cép, vo niéu).

Chi dung phenylbutazon cho viém ciing khép va viém da khép man tinh tién trién khi céc thudc
CVKS khac khong con tac dung va phai theo doéi chat ché cac tic dung khong mong mudn cla
thudc.

Liéu luong va ché phdam:

Ngay dau uéng 200mg chia lam 2 14n uéng trong hodac sau bita an, tang dan li€u t6i 600 mg /ngay.
Tuy theo tinh trang bénh va siic chiu dung ctia ngudi bénh, c6 thé giit liéu d6 trong 4 - 5 ngay,
sau d6 giam xuong liéu duy tri 100 - 200 mg. N6i chung, mot dot thudc khong qua 15 ngay, sau
d6 nghi 4 - 5 ngay méi dung.

Phenylbutazon vién 50 va 100 mg.

Oxyphenbutazon (Tandery) vién 100 mg.

Chiingta s& bo thudc nay trong tuong lai gan
2.3. Dan xuat indol:

2.3.1. Indometacin

H4CO '
CHZ'- COOH
: J— CH
N = co : / M-

Indometacin

2.3.1.1. Pdc diém tdc dung

- Tac dung giam viém manh hon phenylbutazon 20 - 80 lan va manh hon hydrocortioson 2 - 4
lan. DB6i khang 16 véi PG. Tac dung ca trén giai doan dau va giai doan muon (man tinh) cua viém.
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- Tac dung giam dau lién quan mat thiét véi tdc dung chong viém (li€u chong viém/li€u giam dau
=1).

- C6 tic dung ha sot, nhung khong dung dé chita s6t don thudn vi ¢c6 nhiéu doc tinh va da c6
thudc ha sot khac thay thé (paracetamol, aspirin).

- Sinh kha dung gin bing 100%. Gan protein huyét twong 99%, tham duoc vao dich 6 khép (bing
khoang 20% no6ng do huyét tuong).

2.3.1.2. Boc tinh: Xay ra cho khoang 20 -50% nguoi dung thudc.

- C6 thé gay chéng mat, nhitc ddu (vi cong thitc clia indomatacin tuong tu nhu serotonin), roi
loan tiéu héa, loét da day. Vi thé khong dugc dung cho ngudi ¢6 tién st da day.

2.3.1.3. Chi dinh:

- Viém xuong khép, hu khép, thap khép cot song, viem nhi éu khép man tinh tién trién, dau lung,
viém day than kinh...

- Ché pham va liéu lugng:

Indometacin (Indocid; Indocin): vién nén hodc vién nang 25mg. Thudc dan 50 - 100mg. Mbi
ngay uoéng 50 - 150 mg chia lam nhiéu lan.

2.3.2. Sulindac

Sulindac 1a tién chét (prodrug): ban than né khong c6 hoat tinh, vio co thé dugc chuyén héa
thanh dan chat sulfat ¢6 hoat tinh sinh hoc manh, @c ch€ cyclooxygenase 500 lan manh hon
sulindac. V€ cdu tric héa hoc, sulindac 1a indometacin da dugc thay methoxy bang fluor va thay

Cl bang goc methylsulfinyl (CH ,SO-).

- Trong thuc nghiém, tic dung dugc 1y cua sulindac bang 1/2 indometacin; trong thuc t€ lam
sang, tic dung chong viém va giam dau cta sulindac tuong tu aspirin.

- Ty 1& va mitc do doc tinh kém indometacin.

- Ché pham: Arthrocin, Artribid, Clinoril vién 150 va 200 mg; mdi ngly uéng 1 -2 vién, liéu toi da
400mg/ngay, 1a liéu twong duong véi 4g aspirin hodc 125 mg indometacin.

2.3.3. Etodolac

La thudc c6 tdc dung tic ché uu tién COX - 2, hdp thu nhanh qua tiéu hda, 99% géin vao prot ein
huyét tuong, c6 chu ky gan- rudt. Thoi gian ban thai 1a 7 gio.

Liéu uéng 200- 400 mg

2.4. Dan xuat enolic acid: oxicam (piroxicam, meloxicam va tenoxicam)

La nhém thudc gidm viém méi, ¢6 nhiéu vu diém:

- Tac dung chong viém manh vi ngoai tic dung tc ¢ hé COX con uc ché proteoglycanase va

collagenase cuia mo sun, liéu diéu tri chi bang 1/6 so vdi céc thudc th€ hé trude. Tac dung giam
dau xuit hién nhanh, nura gio sau khi uéng.

- Thoi gian ban thai dai (2-3 ngay) cho phép dung liéu duy nhat trong 24 gid. Gan vao protein
huyét tuong tGi 99%. Vi t/2 qua dai, dé c6 nguy co tich luy thudc.
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- It tan trong md so v6i cdc CVKS khéc, cho nén dé tham vao t6 chic bao khép bi viem, it thim
vao cdc mo khac va vao than kinh, giam duoc nhiéu tai bién.

- C4c tai bién thuong nhe va ty 1& thap hon so v6i cic CVKS khac, ngay ca khi dung thudc kéo
dai t6i 6 thang.
- Thuong chi dinh trong cac viém man vi tac dung dai.
- Ché pham va liéu luong:
+ Piroxicam (Feldene) 10-40 mg/ngay. Vién nang 10 mg,20 mg;ong tiém 20 mg/ ml
Tir 2002 do thdy tai bién trén tiéu héa cao nén nhiéu nudc da bo.
+ Tenoxicam (Tilcotil) 20mg/ngay.Vién nén 20 mg, 6ng tiém 20 mg/ ml.

+ Meloxicam (Mobic). Vién nén 7,5 mg va 15 mg. Liéu binh thuong 7,5 mg/ ngay, toi da 15
mg/ ngay; t/2= 20 gid. Lic dau, dua vao k&€tqua thlr in vitro, meloxicam dugc coi nhu thudc tc
ch€ chon loc COX- 2 (1999), nhung trén 1am sang, in vivo, tic dung tGc ché€ COX - 2 chi manh
hon COX- 1 ¢6 10 1an nén khong con dugc xép vao nhom thudc nay nita.

2.5. Dan xuat acid propionic
- Liéu thap c6 tiac dung giam dau; liéu cao hon, chong viém.

- So v6i aspirin, indometacin va pyrazolon c¢6 it tic dung phu hon, nhit 1a trén tiéu hoéa, vi vay
duoc ding nhiéu trong cdc viém khop man .

- Ché phdm va liéu luong:
Ibuprofen:

- Tac dung chong viém va giam dau tuon g tu aspirin, nhung tac dung phu trén tiéu hoa thi thap
hon nhiéu, dé duoc dung nap hon.

- Puoc hap thu nhanh qua duong tiéu hda, nong do tdi da dat dugc trong huyét tuong sau 1 - 2 gio.
Thudc bi chuyén héa nhanh va thai trir qua than, thoi gian ban thai 1a 1,8- 2 gio.

- Chi dinh chinh trong viém khép dang thap, viém cuong khép, di€u tri cac chitng dau nhe va vira
(nhtic dau, dau rang, dau do kinh nguyét).

- Tac dung khong mong muon: ngoai cac tac dung khong mong muon chung ctia nhém thudc
CVKS, con thay nhin mo, gidm thi luc, thay déi nhan cdm mau sic. Cin ngimg ding thudc va
kham chuyén khoa mat.

- Liéu luong va céch dung:
. Vién nén 100, 150, 200, 300 va 400 mg
. Vién nang 200 mg
. Pan truc trang 500 mg

Viém khép: thuong dung 1,2- 1,8g/ ngay, chia lam 4 1an. C6 thé tang liéu nhung khong vuot qué
3,2g/ ngay. Sau 1- 2 tudn can giam xudng li€u thap nhat c6 tic dung (0,6 - 1,2g/ ngay).

Giam dau: uong 400 mg/ 1an, cach 4 - 6 gio/ lan.

Naproxen
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Vién 250mg. Udng 250mg x 2 lan/ngay. Thoi gian béan thai 1a 14 gio.
Dé dung nap nén thuong dugc diing nhu ibuprofen

2.6. Nhom dan xuat cua acid phenylacetic

Dai dién duy nhit 1a diclofenac (Voltaren)

- Tac dung tc ché COX manh hon indometain, naproxen va nhiéu thuéc khidc. Ngoai ra c6 thé
con lam giam nong do acid arAChidonic tu do trong bach cdu do ngédn can giai phéng hoic thu
hoi acid béo.

- Hap thu nhanh va hoan toan qua duong tiéu héa, nhung chi 50% vao dugc tuan hoan va bi
chuyén hoa trong qud trinh hép thu. T,, = 1- 2 h, nhung tich lu§ & dich bao khép nén tic dung
van giit duoc lau.

- Chi dinh trong viém khép man. Con dung gidm dau trong viém co, dau sau mé va dau do kinh
nguyet.

- Tdc dung phu it, chi khoang 20%, c6 thé 1am tang aminotransferase gan gdp 3 lan, nhung hoi
phuc duoc.

- Ché pham va liéu luong: vién 50 - 100 mg uéng 100- 150 mg/ ngay.
2.7.Nhom dan xuat acid heteroarylacetic
- Tolmetin:

. Tac dung chong viém, giam dau va ha sot tuong tu aspirin nhung dé dung nap hon. Thudc dugc
giit lai trong bao hoat dich t6i 8 gid sau 1 liéu duy nhat.

. Tac dung phu: 25- 40%.

. Tac dung chong viém, giam dau & li€u 0,8 - 1,6g/ ngay, tuong duong véi aspirin 4-45¢g/
ngay hoac indometacin 100- 150 mg/ ngay. Liéu t6i da 1a 2g/ ngay chia lam 3 - 4 14n.

- Ketorolac:

. La thuéc ¢6 tac dung giam dau manh hon chéng viém. Khac opioid , tic dung giam dau cla
ketorolac khong gay quen thudc va dau hiéu cai thuoc, khong tc ch€ trung tam ho hip. Co tac
dung chong viém tai chd, dung nho mit.

. La mot trong s6 it thuéc CVKS c¢6 thé dung dudng tiém.

. Téc dung phu gép 2 lan placebo, thudng 1a n gl ga, chéng mat, nhic dau, cham tiéu, non, dau
cho tiém.

Thudng dung cho gidm dau sau md, dau cap tinh.

Liéu u6ng 5- 30 mg/ ngay; tiém bap 30- 60 mg/ ngdy;

Tiém tinh mach 150 30 mg/ ngay, khong dung qua 5 ngay.

. Chi dinh dé gidm dau ngén han, dudi 5 ngay nhu dau sau mé: tiém bap 30- 60 mg; tiém finh
mach 15- 30 mg va uéng 5- 30 mg.

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

2.8. Thuoc CVKS loai iic ché chon loc COX - 2
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Céc thudc loai ndy, 6 nhitng dic diém sau:

- Uc ché chon loc tréen COX -2 nén tdc dung chéng viem manh, vi tc ché COX - 1 yéu nén cic tic
dung phu vé tiéu hda, mdu, than, con hen... giam di rat rd rét, chi con tir 0,1 - 1%.

- Thoi gian bén thai dai, khoang 20 gid cho nén chi can uéng mdi ngay 1 14n.

- Hap thu dé dang qua dudng tiéu héa, dé tham vao cdc mo va dich bao khép nén cé noéng do cao
trong mo viém, chi dinh t6t cho viém xuong khdp va viém khép dang thap

Vi két tu tiéu cau phu thudc duy nhét vao COX - 1, nén cdc thuéc nhém nay khong dung dé du
phong duoc nhdi mau co tim. Van can ding Aspirin.

Qua thuc t€ st dung, van thdy c6 tac dung phu do tc ch€ COX - 1 cho nén nhiéu tdc gia dé nghi
khong dung tir tic ché€ "chon loc" ma nén thay bang tir tc ché " uu rién" COX- 2 thi ding hon.
Rofecoxib (Vioxx)

Uc ché COX- 2 manh hon COX- 1 t6i 800 l1an. Pugc diing tir 1999. Qua nhiéu thir nghiém lam
sang dung lién tuc trén 18 thang dé diéu tri polip dai trang, ung thu tuyén tién liét, bénh
Alzheimer, thay tai bién tim mach ctia Vioxx cao hon placebo nén thang 10/ 2004 Hang san xuét
(Merck) da tu nguyén xin rat khoi thi truong.

Celecoxib (Celebrex)

Thudc tc ch€ COX- 2 manh hon COX- 1 tir 100 dén 400 lan, duoc dung tir 1998.

- Hép thu qua tiéu héa, dat néng do t6i da trong huyét tuong sau 2 - 4 gid. Gan manh véi protein
huyét twong. Phin 16n bi chuyén héa & gan. Thoi gian ban thai 1a 11 gio.

- Liéu thudong dung 100 mgx 2 14n/ ngay. trong thdp khép c6 thé tiang liéu ti 200 mg x 2
lan/ ngay.

Etodolac: (xem 2.3.3)

Céc thudc tic ché chon loc COX - 2 da duoc khang dinh 13 1dm gidm rd rét tai bién chdy mdu tiéu
hoéa, nhung sau 5 nam si dung da thdy nguy co tim mach tang vi thudc da gay mat thang bang

gitta PGI, va TXA,, lam giam manh PGI,, yéu t6 bao vé ndéi mac mach. Hién nay (2005) thudc
van duoc giam sat chat ché khi dung kéo dai.

2.9. Dan xuat para aminophenol : Acetaminophen, paracetamol

2.9.1 Pdc diém tac dung

Paracetamol ¢6 cuong do va thoi gian tic dung tuong tu nhu aspirin vé giam dau va ha sot.

Khong ¢6 tic dung chéng viém nén nhi€u tic gia khong xép vao nhém thuéc CVKS. Thuc ra,

trén mo6 hinh thuc nghiém, paracetamol van tic dung chong viém, nhung phai dung li€u cao hon

liéu gidm dau, vi trong 6 viém c6 ndng do cao cdc peroxid, lam mat tdc dung tc ché¢ COX cla

paracetamol (Marshall va cong su 1987) va mat khac, paracetamol khong tc ché su hoat hda
bach cau trung tinh nhu cac CVKS khac (Abramson va cong su, 1989).

Trong thuc hanh, paracetamol dugc dung dé ha sot, gidm dau. Chi dinh t6t cho nhitng ngudi
khong dung dugc aspirin (loét tiéu hoda, roi loan dong mau).

2.9.2. Duoc déng hoc
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Hap thu nhanh qua tiéu héa, sinh kha dung 1a 80 - 90%, t/2 = 2 gid, hau nhu khong gan vao
protein huyét twong. Chuyén héa phan 16n & gan va mot phan nhd & than, cho céc din xuat
glucuro va sulfo-hgp, thai trir qua than.

2.9.3. Doc tinh

V6i liéu diéu tri thong thudng, hau nhu khong c6 tdc dung phu, khong gay t6n thuong dudng tiéu
héa, khong gay mat thang bang base -acid, khong gay roi loan dong mau.

Tuy nhién, khi diung liéu cao (> 10g), sau thoi gian tiém tang 24 gid, xuat hién hoai tr t€ bao gan

c6 thé tién trién t6i chét sau 5 - 6 ngay. Nguyén nhan 13 paracetamol bi oxy héa & gan cho N -
acetyl parabenzoquinon-imin. Binh thudng, chat chuyén héa nay bi khir doc ngay bang lién hop

voi glutathion ciia gan. Nhung khi dung liéu cao, N -acetyl parabenzoquinon-imin qua thira s& gin
vao protein clia t& bao gan va gay ra hoai tir t€ bao. Biéu hién bang dau ha sudn phai, gan to, vang

da, hon mé gan (do tang amoniac), acid mau. V& sinh héa, AST, ALT, LDH déu tang. Bénh nhan

thuong chét sau 6-7 ngay. Néu diéu tri sém bang N -acetyl-cystein (NAC—, Mucomyst, Mucosol),
12 chat tién than cla glutathion, bénh nhan c6 thé qua khdi. Sau 36 gid, gan da bi tén thuong, két

qua s€ kém. Sau ngd doc dudi 10 gio, dung NAC c6 hiéu qua hon: uong dung dich 5% -
140mg/kg, sau do, cach timg 4 gio, uéng 70 mg/kg x 17 liéu. NAC ciing ¢6 tdc dung phu: ban do,
may day, non, tiéu chay, nhung khong can ngiig thudc.

2.9.4. Ché phdm va liéu luong

- Paracetamol (Efferalgan; Dafalgan): vién 0,5g; géi bot 0,08g; vién dan 80, 150, 300 mg.
. Nguoi 16n: 0,5-1,0g x 1-3 1an/ngay. Khong dugc diung qua 4 g/ngay.

. Tré em 13-15 tudi: 0,5g x 1-3 lan/ngay.

. Tré em 7-13 tudi: 0,25g x 1-3 lan/ngay.

- Propacetamol clohydrat (Pro- Dafalgan) (th€ hé 1)

Vi paracetamol khé tan trong nudc nén da téng hop tién chat clia paracetamol tan du oc trong
nudc, vio co thé dudi tdc dung clia esterase huyét twong s& gidi phong paracetamol:
esterase
Propacetamol > Diethylglycin + PARACETAMOL
(2g) huyét tuong (1g)

Trinh bay: lo thudc bot + dung moi. Pha ngay truée khi dung, khon g dé qua 30 phiit. Tiém bap
sau hay tiém tinh mach cham trong vong 2 phut. C6 thé truyén tinh mach trong vong 15 phiit (pha

trong 100 mL NaCl 0,9% hoic glucose 5%). Liéu dung 1 -2g/ 1an, cach 4- 6 gio. Khong
ding qué 8g/ ngay. Khong dung cho tré em du 6i 15 tudi va ngudi suy than.

- Perfalgan (th&€ hé 2)

La paracetamol dugc lam tan hoan toan trong nudc (1g/ 100 mL). Perfalgan 1g c6 tuong duong
sinh hoc véi propacetamol 2g va cé tac dung giam dau tuong duong véi diclofenac 75 mg tiém
bap, hodc morphin 10 mg tiém bap.

- Rat nhiéu ché pham khdc c6 chita paracetamol két hgp vé6i cafein, ephedrin, codein,
phenylpropanolamin (PPA)...

3. NHUNG VAN PE CHUNG
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3.1. Dugc dong hoc chung
- Moi CVKS dang dung déu la céc acid yéu, c¢6 pKa tir 2 dén 5.
- Hép thu dé qua tiéu héa do it bi ion héa & da day.

- Gan rat manh vao protein huyét tuong, chu yéu 1a albumin, c6 thudc t6i 99,7% (nhém oxicam,

diclofenac), do dé dé ddy céc thudc khac ra dang tu do, I1am tang doc tinh clia thudc d6 (sulfamid

ha duong huyét, thudc khang vitamin K... ).

Cac thuoc CVKS dé dang tham nhéap vao cdc mo viém. Nong do thudc trong bao hoat dich bing

khoang 30- 80% nong do huyét twong. Khi dung lau, sé vugt qua nong do huyét tuong. Do d6 tac

dung viém khép duoc duy tri.

- Bi gidng héa & gan (trir acid salicylic), thai qua than du6i dang con hoat tinh khi diung véi liu
chong viém va liéu doc.

- Céc thudc khéc nhau vé do thai trir, t,, huyét tuong thay ddi tir 1- 2 gid (aspirin, nhém
propionic) dén vai ngay (pyrazol, oxicam).

- Nhém salicylic dung cho dau nhe (rang) hoac cic viem cap. Cic CVKS c6 t,, dai dugc dung
cho viém man véi liéu 1 1an/ ngay.

Dua theo thoi gian ban thdi clia thudc, c¢é thé chia cic CVKS lam 3 nhém (bang 3.3):

- Céc thudc ¢6 thoi gian ban thai ngan, dudi 10 gid, can uéng 3 1an/ ngay, bénh nhan khé tuan
tht. Tuy nhién, c6 loi 1a khi ngimg thudc, tic dung s& hét nhanh, nhat 13 khi x4y ra tdc dung

khong mong muén. An toan hon cho ngudi cao tudi va bénh nhan suy than.

- Cac thudc c6 thoi gian ban thai dai, trén 30 gio, chi can dung 1 1an/ ngay, ngudi b énh khong
quén. Tuy nhién, dé gay tich lu§ thudc, nhat 12 v6i ngudi ¢ tudi va suy than, dé gay tai bién

nang, khi ngting thudc tic dung doc hai con kéo dai. Phai 7 1an t/2 thi thu6c méi thai trir hét, nhu

vay, v6i piroxicam c6 t/2 = 40 gio, phai cho 12 ngay .

- Céc thudc c6 thoi gian ban thai trung gian: tuong d6i dé dung va it tic dung phu hon.

Bang 10.1: Phan loai thuéc theo thoi gian ban thai (t/2)

Loai thuéc Tén thuoc t/2 (h) So'lan dung/ ngay
Aspirin 0.25 3-4
Diclofenac 1.1 2-4
Ketoprofen 1.8 2-4

t/2 ngén Salicylat 2.0- 15 3-4
Ibuprofen 2.1 3-4
Indomethacin 4.6 3-4
Naproxen 14

t/2 trung binh Sulindac 14




DUQC LY HOC 2007 - PAI HOC Y HA NOI

(SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA)

Meloxicam 20 1
Tenidap 20- 30 1
Piroxicam 40- 45 1
t/2 dai Tenoxicam 60- 75 1
Phenylbutazon 68 1

3.2. Cac tac dung khong mong muon
Thuong lién quan dén tdc dung tc ché téng hop PG.

- Loét da day - ruot: niém mac da day ruot san xuét PG, dac biét 1a PG E , c6 tac dung lam tang
chat nhay va c6 thé 1a ca kich thich phan bao dé thudng xuyén thay thé cc t€ bao niém mac bi
phd huy. Thuoc CVKS tc ché tdng hop PG, tao diéu kién cho HCI cta dich vi gay ton thuong cho
niém mac sau khi “hang rao” bao vé bi suy yéu.

- Lam kéo dai thoi gian chdy méu do tic ché ngung két tiéu cau.

- Vi than, PG c6 vai trd quan trong trong tudn hoan than. Uc ché tdng hop PG gy hoai tir gan va
sau 1a viém than k& man, giam chic phan cau than, dé dan dén tang huyét ap.

- V6i phu nit ¢6 thai:
+ Trong 3 thang dau, CVKS dé gay quai thai

+ Trong 3 thdng cudi, CVKS dé gay cdc rdi loan & phéi, lién quan dén viéc déng ong dong
mach cuia bao thai trong tir cung. Mat khac, do lam gidm PG E va F, CVKS c¢6 thé kéo dai thoi
gian mang thai, 1am cham chuyén da vi PG E, PG F lam tang co gép tlt cung, truéc khi dé vai gio,
su téng hop céc PG nay tang rat manh.

- Moi CVKS déu c¢6 kha nang gay con hen gia (pseudo asthma) va ty 1é nhitng nguoi hen khong
chiu thuéc 12 cao vi c6 thé 1a CVKS tic ch€ cyclooxygenase nén 1am tang cdc chat chuyén héa
theo duong lipooxygenase (tang leucotrien).

3.3. Tuong tac thuoc

Khong dung CVKS véi:

- Thuoc chong dong mau, nhat 1a véi loai khang vitamin K.

- Thudc loi niéu va ha huyét dp, vi CVKS tic ché téng hop ca cac PG gay gian mach.
- Lithium: CVKS lam giam thai trir lithi qua than, gy tich luy.

- CVKS Iam tang tdc dung clia phenytoin va sulfamid ha dudng huyét d o ddy chdng ra khoi
protein huyét twong, lam tang néng do thudc tu do trong mau.

3.4. Chi dinh

3.4.1. Giam dau va ha sot thong thuong: aspirin, paracetamol

Giam dau sau mé: cho thudc trudc khi rach dao, loai c6 t/2 trung binh hoéc dai.
3.4.2. Cdc bénh thdp cdp va man

- Vi ty 1é doc tinh tiéu hoa/hiéu qua chong viém giong nhau cho moi loai CVKS, cho nén tiéu
chuén chon thuéc cin dua trén:
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+ Dép tng cua ting ngudi bénh
+ Su thuan tién trong st dung
+ Tac dung nhanh.
- Thi du:
+ Viém da khép dang thdp: dan x uét propionic, diclofenac (Voltaren).
+ Viém khép man ctia nguoi tré: aspirin
+ Viém cing khép: indometacin

+ Thodi héa khép: loai ¢6 tic dung giam dau véi li€u thap va khi tang liéu s&€ dat dugc tic
dung chéng viém: aspirin, dan xuat propionic. Hoac mot thu 6¢ giam dau don thuan paracetamol.

3.4.3. Cdc chi dinh khdc

Céc thudc tic ché chon loc COX - 2 dang dugc thir dung dé du phong va diéu tri bénh Alzheimer,
polip dai trang, ung thu rudt két- truc trang, tuyén tién liét. Tuy nhién, do phai dung dai (> 18
thang), da thdy nguy co tim mach tang.

3.5. Nguyén tiac chung khi sir dung CVKS

- Viéc chon thudc tuy thuoc vao cd thé. C6 ngudi chiu dung duoc thudc ndy nhung khong chiu
dung dugc thudc khac.

- Udng trong hodc sau bita an dé tranh kich tng da day.

- Khong chi dinh cho bénh nhan c6 tién sur loét da day. Trong truong hop that can thiét, phai dung
cung v6i cac chdt bao vé niém mac da day. Song, nhiing tai bién tiéu hoa khong phai chi do tac
dung kich thich truc tiép ctia thudc 1én niém mac ma con do tic dung chung ctia th udc.

CVKS gay loét da day do iic ché tong hop PG E , , PG I, & niém mac da day. Cdc PG nay cé vai
tro tic ché bai tiét HCI, va kich thich bai tiét dich nhay cung bicarbonat ¢ da day, vi thé cé tdc

dung bdo vé niém mac da day. Hién da tong hop dugc mét loai t wong tw PG E, la Misoprostol
(Cytotec), tiic 15- deoxy- 16 hydroxy- 16 metyl- PG E, c¢é tdc dung chong loét da day tuong tw
thuoc khang H,. Ddc biét dicge ding trong nhitng nguoi phdi diéu tri kéo dai bang CVKS.

Tdc dung phu: tiéu chdy (30%), dau qudn bung, x dy thai.
Liéu luong: Vién 200 ug x 4 lan/ ngay.
Dang nghién ciiu tong hop thuoc tuong tu PGE , (Arboprostol, Enprostil, Trimoprostil).
- Chi dinh than trong d6i v6i bénh nhan viém than, suy gan, c¢6 co dia di ting, cao huyét ap.
- Khi diéu tri kéo dai, can kiém tra c¢6 dinh ky (2 tudn mot 14n) cong thifc mdu, chitc phan than.
- Néu dung liéu cao dé tan cong, chi nén kéo dai 5 - 7 ngay.
Nhanh chéng tim duoc liéu thap nhat c6 tic dung diéu tri dé tranh duoc tai bién.
- Cha y khi dung phoi hop thuoc:
+ Khong dung phoi hgp véi caic CVKS v6i nhau vi lam tang doc tinh ctia nhau.
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+ Khong dung CVKS cung véi thudc chong dong mau loai khang vitamin K (dicumarol,
warfarin), sulfamid ha dudng huyét, diphenylhydantoin, vi CVKS s& ddy cdc thudc nay ra khoi
noi du trit (protein huy€'t tuong), 1am tang doc. Néu van can phéi hop thi giam liéu céc thudc dé.

+ Céc CVKS c6 thé 1am gidm tdc dung mot s6 thudc do lam ting gidng héa hodc d6i khing tai
noi tic dung, nhu meprobamat, androgen, 10i niéu furosemid.
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8.

CAU HOI TU LUONG GIA

Trinh bay co ché tic dung chung cuia thuéc CVKS - Phdn biét thudéc tic ché’ COX- 1 va iic
ché COX- 2.

Trinh bay co ché'tac dung chong viém ciia thuéc CVKS.
Trinh bay co ché'tdc dung giam dau cia thuéc CVKS.
Trinh bay co ché'tdac dung ha sot cua thuéc CVKS.
Trinh bay co ché chong ngung két tiéu cdu ciia aspirin.

Phan tich so sdnh ddc diém tdc dung va dp dung diéu tri cua aspirin, ddn xudt indol
(indometacin), dan xudt phenylacetic (diclofenac, voltaren).

Trinh bay ddc diém tdc dung va dp dung diéu tri ciia cdc thuoc CVKS loai iic ché chon
loc COX- 2.

Trinh bay tdc dung, co ché'tdc dung, doc tinh, va dp dung diéu tri cia paracetamol.

Trinh bay cdc tdc dung khong mong muon va nguyén tdc chung khi sit dung thuéc CVKS.



