THUOC GIAM PAU KHONG THUOC NHOM A PHIEN

1. PARACETAMOL:

Paracetamol (N-acetyl-M-aminophenol) |3 thuéc khéng cé tac
@ dung trén cyclo-oxygenase, tuy nhién mat sé tac gia van xép

thudc nay vao nhdm NSAID (non-steroidal antiinflammatory

drug, khang viém khéng steroids) do cé déc tinh gidm dau va ha

s6t. Co ché tac dung duoc cho |a thdng qua e ché téng hop
prostaglandin do (rc ch& enzyme COX-3 (bién thé cia COX-1).

1.1 Duoc dong:

1.1.1 H3p thu: Paracetamol dwoc hdp thu rat tét qua rudt non va

Py e %o gon 1000 m9 ' 7 A 2 ~ N2 2 A
éracQta | Kabl 100 c6 d6 sinh kha dung 70 — 90%. Hap thu thubc & tré em cham hon
B O e ngudi Ién. Khdng giéng vai cac thudc NSAIDs khéc, paracetamol
ool it gay kich thich da day, it gdn v&i protein hon va cé thé tich phan

phdi Ién hon. Thuéc qua nhau thai.

1.1.2 Chuyén héa: Chuyén héa tai gan thanh chat chuyén héa
khong hoat tinh, chd y&u qua gén két vdi glucoronide (ngoai ra
con gan két véi sulfate va cysteine). Mot it thudc < 5% thai qua
phan va nudc tiéu. Mot lvgng nhoé chat chuyén héa cé doc tinh 13
N-acetyl-amino-benzoquinone imine, thwdng duoc két hop vai
glutathion dé thanh chat khong déc. Néu thiéu glutathion, chat
chuyén héa nay bi tich ty va gan véi dai phan tlr trong t&€ bao gan gay hoai tlr. Thoi gian bén thai 1a 2-
3 gidr (2-5 gioy & tré so sinh). V4i lidu doc gan, sy téng hop glucuronide clia gan bj huv hai nén thoi
gian ban thai tang ti |& v&i mirc dd hu hai gan.
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1.2 Tac dung trén co’ quan: Paracetamol c6 tac dung gidm dau, ha s&t nhung khdng cé tac dung
khang viém. Liéu thong thudng 1a 10 - 20 mg/kg.

_1.3 Chi dinh: Diéu trj dau nhe va vira. Paracetamol c6 hiéu qua nhu aspirine va céc thu6c NSAIDs dé
diéu tri dau sau md, cac dau khdng do viém. Cé thé phéi hop paracetamol véi céc thudc phién yéu
nhu codein (Efferalgan-codeine) hay dextropropoxyphene (Di-antalvic).

1.4 Tac dung phu: Paracetamol c6 thé gdy nhirc dau hodc néi man da néu st dung lau dai
1.5 Ngd ddc paracetamol: Paracetamol gy déc do chat chuyén héa cé ddc tinh trén gan.

Liéu d6c & ngudi Ién la 10- 15 g hay 150 mg/kg. V&i liéu nhé hon, thudce cling ¢ kha nang gay doc
gan néu c6 udng rugu hay ngudi bénh dang trong tinh trang nhin déi, suy dinh dudng

O lidu rat cao, paracetamol cé thé gy hoai t&r 6ng than cip va hoai t&r gan.
Céc biéu hién cta qud liéu paracetamol:

- Tri gidc thuong van binh thuong

- Budn ndn va nén oi

- Dau thuong vi

- D8 Mo hoi



- H6ng ban, n6i man da

- Thi€u mau tan huyét cap tinh

- Gidn mach ngoai bién va shock néu ngd déc ndng

- Suy gan cap sau khoang 48 gi®, co thé trd thanh suy gan t8i cip sau 3 — 7 ngay

- Xét nghiém chirc ndng gan va déng cdm mau (INR) kém nhat sau khoang 3 — 5 ngay
- Tac méat

Diéu tri ngd déc: Tinh trang doc gan do paracetamol thuérng kém va@i giam glutathion. Tién chat
glutathion la cysteine, acetylcysteine, methionine cé tac dung ngira hu hai gan do ng6 déc
paracetamol. Acetylcysteine TM |a thudc diéu tri ngd déc paracetamol, nhung phai cho sém trong
vong 10 gi& sau khi uéng lidu déc va hiéu qua giai ddc dat hoan toan néu cho trong vong 8 gid. Udng
acetylcysteine hay methionine kém hiéu qua hon cé thé do hap thu kém va do budén nén/nén o6i.
Thudc giai doc N-acetylcysteine (Fluimicil, NAC, Parvolec) - 150 mg/kg trong 200 ml dextrose 5%,
truyén TM trong 15 phut - 50 mg/kg trong 500 ml dextrose 5% truyén TM trong 4 gi& ké tiép - 100
mg/kg trong 500 ml dextrose 5% trong 16 gi® ké tiép Tac dung phu cla N-acetylcysteine: n6i man
dd, mé day tai chd va tdan than, co that phé quan, réi loan HA. N&u xay ra tac dung phu, cach xtr tri
I3 tam nguwng truyén va s dung thuéc khang histamine duéng TM. Néu tinh trang 1am sang én dinh,
c6 thé thuc hién lai truyén TM N-acetylcysteine véi téc d6 chdm hon.

1.6 Liéu dung:

- Paracetamol 0,5 — 1g udng hodc dat hau mon moi 4-6 giv
- Liéu truyén TM c6 thé sir dung 1g moi 6 — 8 gi®

- Liéu toi da 4 g/ngay

-Tré em: 10 - 15 mg/kg mdi 4-6 gio.

- Proparacetamol (Prodafalgan, tién chat clia paracetamol): c¢é thé dung liéu 1 g proparacetamol
thay cho 500 mg paracetamol OLiéu 1-2 g méi 4 -6 gio.

- Prodafalgan c6 thé tiém bap, hodc tiém TM cham trong 2 phut hodc pha véi 100 ml dextrose 5%
(hodc NaCl 0,9%) truyén TM trong 15 phdt. .

2. THUOC KHANG VIEM KHONG STEROIDS (NSAID):

Thudc NSAID duwoc si dung rong rai trén |dm sang dé diéu tri dau mrc nhe dén trung binh, gitp gidm
s&r dung thudc nhém & phién trong giai doan chu phau.

Hinh 1. Téng hop prostaglandin
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(Nguén: Pharmacology for Anaesthesia and Crirical Care, 4th)

Cac thudc NSAID ¢6 tac dung gidm dau do viém hay do cdc chat trung gian gy viém trong chan
thuong, nhiém trung, phan rng mién dich hay phéng thich chat trung gian than kinh.

2.1 Co ché tac dung:

Cac thudc NSAID e ché enzyme cyclo-oxygenase (COX), tr d6 ngdn chan sdn xuat ca prostaglandin
(bao gdbm prostacyclin) va thromboxanes tir mang phospholipids (xem Hinh 1). Thromboxanes do
tiéu cau tiét ra khi bj (rc ché do tiép xtc v&i adenosine, collagen hodc adrenaline, gdy déng méau do
co mach va két tap tiu cau. Prostacyclin do t& bao ndi md tiét ra cé tac dung nguoc lai, gay gidn
mach va trc ché két tap tiéu cau. Aspirin liéu thap phong nglra thuyén tdc mach mau do trc ché chon
loc qud trinh san xuat thromboxane cla tiéu cau. Cac thudc NSAID khdac (rc ché COX cé hdi phuc, gay
gidm PGE2 va PGF2 (d3c tinh khang viém) va gidm thromboxane (d&c tinh chéng két tap va két dinh
tiéu cau). Giam tong hop prostaglandin tai t& bao niém mac da day gay ra loét niém mac. Cé hai loai
enzyme COX 13 COX-1 va COX-2. Phan 1&n cac thudc NSAID trc ché dong thei COX-1 va COX-2. Uc ché
COX -1 gay ra cdc tac dung phu cta NSAID. Cac thudc trc ché COX-2 dugrc coi la it tdc dung phu trén
da day, than, mach mdu Céc thuéc NSAID cé tac dung gidam dau do viém hay do cac chat trung gian
gay viém trong chan thuong, nhiém trung, phan rng mién dich hay phéng thich chat trung gian than
kinh.

2.2 Tac dung phu

2.2.1 Hé tiéu héa: Kich thich da day — loét tiéu hda (khéng chi da day) la van dé thudng gap khi st
dung thudc NSAID kéo dai. Cac tén thuwong nay gy ra mot loat cac van dé tir dau (mirc d6 trung
binh) cho dén thi€u mau thiéu sit va xuat huyét tiéu hda ning, cé kha ndng tlr vong. Loét hay thlng
da day 1a do khdng (rc ché suy tiét acid da day, gidm tiét chat nhay va bicarbonate, gidam lwu lugng
ma&u niém mac da day va thay déi mang nhay da day lam ion H+ di vao té bao niém mac da day. Mét
s6 biéu hién cla tac dung phu trén hé tiéu hda nhu budn ndn, 6i, tiéu chay cd thé xay ra. P& phong
ngtra cac bién chirng nay nén dung NSAID kém céc thudc nhu misoprostol, khdng H2 (cimetidine,
ranitidine), hay (rc ché bom proton (omeprazone, lanzoprazone).



2.2.2 Than: Qua trinh san xuat prostaglandin tai than |a rat quan trong dé duy tri twdi mau than tot
khi néng dé cac chat co mach (renin, angiotensin, noradrenaline) trong mau dang & mirc cao. Aspirin
va cac thudc NSAID khac cé thé 1am réi loan co ché sinh ly ndy do lam giam san xuat, gdy giam tudi
mau than, cé thé dan dén suy than cap (ddc biét trong céc trudng hop mat mau cap, tut huyét ap, xo
gan, suy tim, hdi chirng than hu, viém cau than cap hodc dang s dung thudc |gi tiéu kém theo). Néu
st dung thudc NSAID kéo dai, cé thé gay hoai t&r nhi than va xo héa md k& than, gay bénh than man
do thuédc.

2.2.3 Chirc ndng ti€u cau: Chlrc ndng tiéu cau bj trc ché cd thé cd lgi ich trong mét s6 trwdng hop
nhu nhdi mdu co tim cap hodc trong phong nglra dot quj ndo do nhdi mau ndo. Tuy nhién, tiéu cau
bi (rc ché trong giai doan chu phau cé thé lam tang chdy mdu. Viéc giam san xuat endoperoxidase
vong va thromboxane A2 s& nglra dugc viéc tiéu cau bj két tap va co mach mau. Diéu nay dan dén
qud trinh déng cdm madu bj trc ché. Tac dung cla aspirin |&n tiéu cau |a vinh vién do tiéu cau khéng
c6 kha nang tao mdi COX va qud trinh (rc ché nay la khong hoi phuc. Cac thudc NSAID khéc trc ché
tiu cau cé hodi phuc. Sy (rc ché kéo dai bang thoi gian thudc dat ndng doé tac dung trong plasma.
Thu6c NSAID gay kéo dai thoi gian prothrombine (PT) & BN dang dung thu6c khidng déng uéng.

2.2.4 Suyén va co that phé& quan: Co that phé& quan cé thé xay ra trong bénh canh phan vé sau khi
dung NSAID gay phdng thich histamine va bradykinine. Ngoai ra, thudc NSAID &rc ché COX, gay tich tu
acid arachidonic va ting chuyén héa acid nay thanh leukotriene, cé tac dung gay co that phé& quan.
Aspirin cling c6 thé gy phan (rng bat thudng trén tiéu cau ngudi bénh nhay cam, gy phéng thich
cdc chat trung gian gy déc té bao.

2.2.5 Than kinh: Liéu cao aspirine thudng xuyén cé thé 1am hu than than kinh VIl gay U tai, giam
thinh luc, chdng mat. Qua liu aspirine gy kich thich tay va tang théng khi. Liéu cao hon hay dung
kéo dai gay toan huyét va trc ché hd hap. Hoi chirng Reyes, mdt dang bénh ndo kém theo nhiém m&
gan, xay ra dic biét vai aspirine va gan nhu chi xay ra & tré < 12 tudi kém v&i nhiém siéu vi va sot.
2.2.6 Hé sinh duc: NSAID (rc ché co thit tdr cung, 1am chuyén da kéo dai. & dan 6ng, nong do
prostaglandine trong dich tui tinh twong &ng véi kha néng sinh con.

2.2.7 Ong déng mach: PGE2 13 ch4t din 8ng dong mach. Indomethacine gay déng sém 6ng déng
mach, ddi khi dwoc dung cho tré thiéu thang.

2.3 Dwoc dong:

NSAID I3 acid y&u, chl yéu & dang khéng ion hda trong méi trwdng acid da day nén hap thu dé dang.
Tuy nhién, sy hdp thu xay ra phan I&n & rudt non. Pa s6 c6 pKa <5 va 99% & dang ion héa & pH=7.
Da s6 NSAID khéng tan trong nuéc & pH sinh ly. Ketorolac dé tan nhat, cé thé chich tinh mach hay
tiém bap ma khong gay dau. Tenoxicam (Tilcotil) va ketoprofen (Profenid) cé thé chich tinh mach
cham, diclofenac (Voltaren) truyén tinh mach chdm 30 phut. C3 tenoxicam, ketoprofen va diclofenac
6 thé tiém bap (lwu y: diclofenac cé thé gay dp-xe do thudc). Kha ndng gan két vdi proteine & murc
cao (85-99%). Aspirine gan trén albumine cung vj tri véi warfarin nén lam ting twong tac thudc.
Chuyén héa NSAID dwoc oxid héa hay thiy phan, bai tiét qua nwdc tiéu. Mét s& chat chuyén hda ¢
hoat tinh.

2.4 Chon lya NSAID:

Thuéc NSAID ¢6 tac dung gidam dau, ddc biét 1a dau sau viém va thuwdng hiéu qua hon trong dau sau
nhé riang, phau thuat chinh hinh, nhat 1a khi phdi hop véi thudc phién.Trong s6 cac NSAID, ibuprofen
13 thudc ¢é it tac dung phu trong khi ketorolac |13 thudc s& dung tiém TM rat t6t vi tinh hda tan cao.



Chon thu6c (rc ch& COX -2 vi ¢6 tac dung gidm dau hiéu qua nhu diclofenac, it bi tdc dung phu trén
da day. Tdc dung trc ché tiéu cau it xdy ra vdi liéu cao gap 50 Ian liéu diéu tri hiéu qua.

2.5 Chi dinh:

- Giam dau, d3c biét 13 dau do viém, chan thwong nhu dau sau mé, viém khép, dau bung khi hanh
kinh.

- Ha s6t - Chéng két dinh tiéu cau: nglra nhdi mau co tim (aspirin).
2.6 Liéu dung: (xem thém Bang 1)
- Aspirine: 500-1000 mg mdi 4-6 gi® (udng). Lieu t&i da 4 g/ ngay (tré em 10-15 mg/kg mdi 4-6 g)

- Ibuprofen (Nurofen, Advil, Motrim): 200-400 mg mdi 4-6 gio (uéng). Liéu téi da 2,4 g/ngay (tré em:
10 mg/kg mdi 4-6 gio).

- Diclofenac (Voltarene): 50 mg mdi 8 -12 gi& (udng), truyén TM 75 mg trong 30 phut- 2 gi® hay tiém
bap. Liéu t8i da 150 mg/ngay.

- Ketoprofen (Profenid): 100 mg truyén TM cham trong 20 phut (trong 100ml dung dich dextrose 5%
hodc NaCl 0,9%). Liéu t&i da 300 mg/ngay trong 48 gi® (chi dung cho ngudi 1én)

- Tenoxicam (Tilcotil): 20 mg /ngay TM (dung cho nguoi Ién)
- Ketorolac 30-60 mg/6 gio TM trong 72 gio.
- Meloxicam (Mobic): 7,5-15 mg/ngay (uéng hoac tiém bap sau)

- Celecoxib (Celebrex): 100-200 mg/ngay (uéng)

Bing 1. Céc dir liéu laim sang va duwge djng hoc ciia thuéc NSAID

Thude Liéu toi da moi ngay Thiri gian bén thai | Gan  két  protein | Loét tidu hda trén
(gio) (%)
Aspirin dg Bieén dai 85 +++
Ibuprofen 1,2/2 4g 2 99 +H{++++
MNaproxen 1g 12 - 17 99 ++++
Ketorolac 40mg 5 99 +—s
Diclofenac 150mg 1-2 99 ++
Tenoxicam 20mg 72 99 +
Meloxicam 15mg 20 99 -
Celecoxib 400mg 11 97 -
Etoricoxib 120mg 22 92 -
Parecoxib B0mg 22 phut 98 -

3. NEFOPAM (ACUPAM, PANAGESIC):

Nefopam: La thudc gidm dau khdng thudc nhdm 4 phién, cé ciu tric hda hoc khéng gidng vdi cac
thudc gidm dau khéc.

3.1 Co ché tac dung:

Nefopam (rc ché sy bat lai cac chat dopamine,
noradrenaline, serotonine & khe ti€p hop. Nefopam
khong cé tac dung trc ché naloxone gén vao thu thé



morphine trong hé than kinh trung wong. Thudc khdng gy nghién, I&n thudc hay hdi chirng cai
thudc, khong cé tac dung khang viém hay ha sét, khdng trc ché hd hap, khéng lam chdm nhu dong
rudt. Nefopam c6 tac dung khang pho giao cdm nhe. Thudc I1am tdng mach va huyét 4p nhe va
thodng qua (tac dung giéng giao cam).

3.2 Dwoc dong:

Sau khi tiém tinh mach 20 mg, dinh tac dung dat sau 30 phut-1 gio, kéo dai 4 gio. Thoi gian ban thai
1a 4 gi. Thudc hap thu tét qua dudng tiéu hda. Ty 1& nefopam gan véi protein 13 70%. Sau khi
chuyén héa, thudc dwoc thai chl yéu qua than.

3.3 Tac dung phu:

- Budn nén, va md hdi, khé chiu

- Tac dung phu giéng atropine: khd miéng, nhip tim nhanh, héi hdp, bi tiéu, bt rivt
- Khéng dung cho ngudi bénh dang dung IMAO va thudc chdng tram cadm 3 vong.
3.4 Chi dinh:

Gidm dau sau mé va trong ung thu

3.5 Liéu dung:

- Nguoi lén: 10-20 mg TM cham trong 30 phut hay TB méi 4-6 gio. Lieu t8i da 120 mg/ngay.
Ngudi gia: 10 mg TM hay TB 3 1an/ ngay.

- U6ng: 30-90 mg chia 3 lan/ngay.
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