THUOC GIAM PAU NHOM A PHIEN (OPIOIDS)

Thudc phién 1a thudc gidm dau manh hay con goi 1a thudc gidm dau trung uong
dung trong gdy mé toan thin hay gidm dau sau m3. Morphine trudc diy dudc diing
tién mé , gy mé , nhung hién nay , morphine dugc thay th& bdi cdc chat thudc
phién c6 tdc dung nhanh , ngin , gidm dau manh hon véi it tic dung phu hon cho
phép diéu chinh dé& dang va nhanh chéng trong liic giy mé . Morphine,
buprenorphine , nalbuphine dugc diing gidm dau sau mé . Fentanyl , sufentanil,
alfentanil, remifentanil dung gidm dau trong mg .

Co ché tac dung

Céc thudc phién tic dung bing ciach gin cé hdi phuc vio cdc thu thé chuyén
biét, c6 bdo hoa. Hién nay, c6 4 loai thu thé dudc xdc dinh : mu (p vdi p-1 va p-2)
, kappa (), delta (8) va sigma(c ). Thudc phién c6 tinh an than, nhung tic dung
manh nhat 12 gidm dau. T4c dung dugc cia thudc tily thudc loai thu thé ma thudc
gin vao, 4i tinh véi thu thé va thu thé c6 bi kich hoat hay khong . Cac thudc dong
van va khang van déu gin vao thu thé nhung chi ¢6 thudc dong van 1a kich hoat
thu thé.

T4c dung 1Am sing cia cédc thu thé thudc phién

Thu thé p : gidm dau trén tdy (u-1), tc ché hd hdp (u-2), sing khodi , nghién,
cing cd

Thu thé « : gidm dau tdy , c ch& ho hap , an than , co ddng it

Thu thé § : gidm dau, thay d8i hanh vi, gdy co giat

Thu thé o : cAm gidc khé chiu , 4o gidc , kich thich tim than van dong , co
mach.

Céc thuy thé thudc phién chi y&€u niim trong hé than kinh trung uong , dic biét 1a
trong sirng sau tdy song . Khi c6 phin ng viém, cic thu thé nay xuit hién § mo
ngoai bién .

Co ch€ tic dung cla thu thé thudc phién 1a gin véi proteine G, ¢6 tic dung diéu
hoa adenylate cyclase va thay ddi din truyén ion qua kénh.

Phéan loai cdc thudc 4 phién :

Pong van don thuan c6 tic dung ting theo liéu cho t&i khi dat tic dung t&i da .
Gom morphine , fentanyl , sufentanyl, alfentanyl .

Pong van mot phan nhu buprénorphine c6 tic dung tran nén hiéu qua gidm dau
bi han ch&



Thuéc dong van -khang van nhu nalbuphine (Nubain) tic dung déng van trén
thu thé kappa , va khang van trén thu th€ mu . Thudc ciing ¢6 tic dung tran lam
giGi han tac dung giam dau .

Thuéc khiang van don thuan nhu naloxone khong c6 tic dung gidm dau .

I/ TAC DUNG CHUNG CUA THUOC PHIEN PONG VAN
Hé than kinh trung ueng
Gidm dau
An than
Sdng khoai
Budn ndn va ndn
Co dbng t¥
Uc ché ho hdp
e thd chdm , nong
e gidm ddp tng ho hap véi thira CO2
Uc ché trung khu van mach
Nghién (khong bi nghién khi dung gidm dau trén 1am sang)
Hé ho hap
Uc ché& ho
Co thit ph€ quan
Hé tim mach
Dan tinh mach
Nhip tim chdm do kich thich day X
Tiéu héa
Giam nhu dong giy:
e Chim lam trong da day
e Tdo bon
Co thit cd vong Oddi va 6ng mat chi
Tiét niéu
Ting truong luc cd vong va bi tiu
Noi tie't
Gay phdng thich ADH
Da
Ngita

MORPHINE

Morphine dugc trich tir cAy thudc phién (opium) . C6 thé dung qua dudng udng,
tiém bdp, ti€m tinh mach, ddn da, qua hAu mon, khoang ngoai mang céng va trong
khoang tiy song. Thudng dung chich tinh mach 0,1 -0,15 mg/kg (chon liéu ting din



1-2 mg) hay tiém bidp 0,2-0,3 mg/kg. Tdc dung gidm dau x4y ra 10-15 phiit sau TM,
30-45 phiit sau TB, va kéo dai 1-4 gid. Thudc c6 tdc dung chAm do it tan trong m&.
Morphine dugc chuyén héa tai gan 80%, 10% qua than & nguyén dang va 10%

thdi qua phan. Morphine qua nhau thai dé dang nén gay suy ho hip tré sd sinh.
Morphine qua hang rao mau nio chdm do tan trong nuc. Khi uéng , morphine bi
gan hiy mot phan .

Morphine gidm dau hiéu qud trén moi loai dau , trong dau ndi tang , chdn thuong
cAp, gidm dau va lo 4u trong nhdi mau cd tim. Trén bénh nhan bi suy thit tréi,
morphine lam dan tinh mach va lam gidm cam giac khoé thd.

Tac dung phu quan trong ciia morphine 1a :

e Budn nodn va 6i do kich thich viing héa thu thé khdi phdt 6i tai san nio that IV

e Uc ché& ho hép do tac dung truc ti€p trén trung khu ho hap

e Lam chim lam tréng da day do gidm nhu dong

e Tut huyét 4p do tc ch€ trung khu van mach va dan mach ngoai vi do phéng

thich histamine

e Ting truong luc co vong gy co thit dudng mat va bi ti€u

e Uc ch€ phan xa ho.

MEPERIDINE (Pethidine, Dolargan, Dolosal)

Meperidine c6 tdc dung gidm dau biing 1/10 morphine . Chii yéu ding gidm dau
sau mS TB liéu 1-2 mg/kg. Meperidine c6 tic dung ngin hon morphine va gy
budn ndn, 6i, tut huy€&t 4p nhiéu hon.

Meperidine 1a thudc phién duy nhat c6 ddng thdi tic dung giy té yé&u (c6 ich
trong gy té tdy song liéu 1 mg/kg)

Meperidine c6 tdc dung gidng atropine gy nhip tim nhanh. Meperidine ¢ ché
tryc ti€p co bép co tim & liéu 2 mg/kg. Thudc it phéng thich histamine va it c6
tac dung trén co vong hon morphine nén dudc diing rong rdi sau md dudng tiéu
héa va con dau quiin gan. Meperidine khdng ttc ch€ co bép tif cung nhung qua
nhau thai dé dang.

Tac dung phu nhu morphine

Run lanh :meperidine (25-50 mg) rit hiéu qua d€ gidm lanh run sau ma .
Morphine va fentanyl khong c6 tic dung nay .

Meperidine chuyén héa qua gan thanh normeperidine , sau d6 , chit nay thiy
phan thanh meperidine acid . Normeperidine c6 thdi gian bdn hiiy dai gap 4-5
1an meperidine, c¢6 hoat tinh gidm dau , kich thich than kinh trung uong . Khi cho
thudc liéu cao , 1ap lai, hay khi suy thin, sé& bi tich tu normeperidine giy biit rit,
rung co, co giat. Thusc IMAO lam ting chuyén héa thanh normeperidine , néu
dung chung v6i IMAO , meperidine s& giy cing co , s6t cao, ting huyét ap, co
giat va chét.



FENTANYL
Fentanyl 14 thudc phién téng hop , tan trong md nhiéu, qua mang t€ bao nhanh

nén tdc dung nhanh hon morphine rat nhi€u. Sau khi chich mot liéu, thdi gian tic

dung ngin va thudc hét tic dung do sy tadi phan phdi. Tuy nhién, thdi gian bdn hiy
dai tuong tu . Thudc dudc chuyén héa chi yé&u § gan, chi't chuyén héa khong c6
hoat tinh.

Sau khi chich mdt li€u, hay truyén tinh mach , fentanyl manh hon morphine 75-
125 1an, nhung néu dung 1au dai (nhu fentanyl dan) , d manh chi con bing 30-40
1an morphine.

Thudc it c6 tic dung trén tim va huyé&t 4p . Liéu cao fentanyl tiém tinh mach
nhanh c6 thé gy ciing co. Fentanyl gy ngita mit va toan than ( gidng nhu
sufentanyl va alfentanyl) .

Fentanyl khong ding qua dudng udng vi gan hity 70% thudc. Fentanyl dugc cho
qua (TB, TM , ti€m dudi da, dudi 1udi, ddn da, trong khoang ngoai mang cing,
khoang tiy s6ng, nhd miii va hit). Fentanyl ddn da (2,5-10 mg) phéng thich 25-100
mcg/gid trong 3 ngdy. Sau 3 ngay, thay mi€ng mdi, nhung thudc ti€p tuc phéng
thich tir vung da ddn trong vong 15 gid.

Chi dinh va liéu dung :

1- GAy mé : 1-3 mcg/kg & bénh nhan ty thd, md ngin 30-40 phiit; 5-10 mecg/kg cho
phau thuat 16n, thd mdy. GAy mé cAn bing truyén tinh mach 0,5- 2,5 pg/kg/ gio .

2- Trong md tim , fentanyl 50- 100 mcg/kg ph&i hgp v6i midazolam hay
flunitrazepam (ky thuat diazanalgesia), sau mé , phai thd may.

3- Tién mé an than gidm dau: cho trudc lic din dau 25-50 pg TM .

4- Fentanyl dugc diing phdi hop vdi cac thudc din diu khic dé dc ché thay ddi
huyé&t 4p khi dit noi khi quan. Phdi cho fentanyl 3 phut tru6c khi dit ndi khi
quan.

5-Fentanyl 10-25 mcg pha chung vdi bupivacaine trong té tily séng lam ting tac
dung t€ va kéo dai thdi gian tic dung . Bom vao khoang ngoai mang cing qua
catheter 0,3 mcg/kg/gid hay mot liéu (50-100 mcg)

6-Fentanyl (50-100 pg/gid TM ) dugc ding d€ gidm dau sau m& , trong ung thu .
Dang qua da, qua niém mac dung trong diéu tri dau do ung thu.

SUFENTANIL

Sufentanil 13 thudc phién tdng hgp manh nhat ( gdp 10-15 1an fentanyl). Thudc
tdc dung tudng tu nhu fentanyl nhung tic dung ngén hon.

Sufentanil c6 tinh tan trong m& cao va dugc dong gidng nhu fentanyl. 0] pH sinh
1y, c6 lugng thudc ion héa cao nén thé tich phan phdi nhd hon va thdi gian thai
ngin hon fentanyl. Béo phi lam ting thé tich phan phdi va thdi gian ban thai clia
sufentanyl.



Chi dinh va liéu dung

1- Sufentanil (nhu fentanyl) dudc diing gdy mé cAn biing hay trong mé tim li€u cao
(10-30 pg/kg TM)

2- Liéu 0,3-1 ng/kg TM trong 1-3 phiit trude khi dit NKQ sé& ngira ddp tng huyét
dong khi dit NKQ.

3- Dung duy tri trong gdy mé cAn bing , sufentanil cho tirng liéu 0,1-0,5 pg/kg TM
hay truyén TM lién tuc (0,3-1 pg/kg/gid TM) .

ALFENTANIL
Alfentanil ¢6 tdc dung nhanh va ngén hon fentanyl. Thudc ¢6 tinh tan trong m&
kém hon fentanyl nhung nhd 90% alfentanil tu do & dang khong ion héa & pH sinh
ly nén alfentanil qua mang mau ndo nhanh (cAn bang mau-ndo sau 1,1 phit so vdi
6 phiit cia fentanyl , sufentanil) nén thudc c6 tic dung nhanh .
Alfentanil manh hon morphine 10 1an va bing 1/4-1/10 fentanyl. Tac dung an
than, n dinh tim mach va tc ché ho hap tuong tu fentanyl.
Alfentanil c6 thé tich phan ph&i nhd hon fentanyl do tinh tan trong m& thAp hon
va do gin két protéin cao hon (92% , chl yé&u gin véi al glycoprotein)
Nong dd alfentanil trong mau gidm nhanh (90% li¢u thudc ban dau ra khdi mau
sau 30 phit) do dugc phan phdi nhanh vio md. nén tinh mé nhanh
Do thanh thai alfentanil bing 1/2 cla fentanyl. Alfentanil chuyén héa tai gan
thanh chat khong c6 hoat tinh (xd gan lam cham thai alfentanyl).
Liéu, cach dung
1- Do thdi gian tic dung nhanh, alfentanil dugc ding dAn dau gdy mé (120 pg/kg
TM lam maAt tri gidc trong 2-2,5 phit) .
2- Thdi gian cin bing mdu-ndo ngdn cho phép cho alfentanil 30 pg/kg TM 60-90
gidy true khi dit NKQ d€ tranh ddp tng huyét dong khi dit NKQ .
3- Alfentanil dugc truyén TM lién tuc 25-100 pg/kg/gid phdi hgp N20 hay propofol

REMIFENTANIL

Remifentanil 12 thudc phién c6 tdc dung cuc ngén do bi thity phan bdi men
esterase trong mau va md (tdc dung cuc ngin do chuyén héa chit khdng do tdi phan
phdi thudc). Thudc ¢6 tic dung nhanh, ngin, giy ciing co thanh ngyc nhiéu hon
(nén chich chim remifentanil trong 30 giay). O liéu> 1 pg/kg TM gay ting nhe
huy&t 4p va nhip tim nhung khong phéng thich histamine. Thudc hét tic dung
nhanh, tu thd lai trong 2-5 phiit, va bi dau ngay sau m3 nén cin cho thudc gidm dau
sém ngay sau khi ngirng remifentanil. Remifentanil 1a thudc phién thich hgp nhat
dé phdi hdp véi propofol trong k§ thudt gy mé tinh mach hoan toan (total
intravenous anesthesia).

Liéu diing
1- Do tdc dung ngin, nén remifentanil thudng dugc truyén tinh mach lién tuc phoi
hdp vdi cac thudc mé khic dé€ gy mé toan than :
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e Remifentanil (0,3-1 pg/kg/phit TM) véi N20 66%.

e Remifentanil (0,25-0,4 pg/kg/phit TM) véi propofol (75 pg/kg/phit TM) .
2- Remifentanil d€ an thin hay gidm dau trong giy té viing liéu 0,5-1 pg/kg/phit
TM.

TRAMADOL

Tramadol 14 thudc phién tdng hdp méi nhit. Tramadol la thuSc 4 phién yéu, kich
thich thu thé p va c ché sy bit lai noradrenaline va phéng thich serotonine. Khi
tiém tinh mach & liéu 1-2 mg/kg tramadol c6 dd manh biing 1/10 morphine, tuong
duong meperidine. Tramadol it 'c ch&€ hé hap hon morphine. Tdc dung phu clia
tramadol 12 budn ndn, nén 6i, khd miéng, va mé hoi, bi tiu. It bi tdo bén hon cic
thudc phién khéc.

Liéu ding : Tiém tinh mach 1-2 mg/kg ; uéng 50 mg, ¢6 tac dung sau 1-2 gid ,
kéo dai 4 gig.

KHANG VAN
NALOXONE Ia thudc khang van don thuin trén thu thé p, « , S
1- Trong 1am sang , naloxone diing d€ ddi khang tic dung suy ho hip va an than
ctia thudc phién
2- Naloxone sé& ddi khang tit c3 tic dung ctia thudc phién k€ cd gidm dau , vi vy
phai cho chdm , chon liéu (20-40 ug TM dat tic dung sau 1 - 2 phiit) d€ trdnh dau
dot ngdt , dit doi & BN sau md
a) Hoa gidi hoan toan va dot ngdt tic dung thudc phién c6 thé giy cao huyét dp ,
mach nhanh, loan nhip tim, phii phdi
b) Phii phdi c6 thé x4y ra ngay khi BN khong c6 bénh tim, va dugc cho la do tic
dung ctia catecholamine phéng thich gy ting 4p lvc PM phdi
c) Naloxone lam xuat hién hoi chitng cai thudc
3- Naloxone c6 tic dung ngin (1-4 gid) , nén c6 thé bi tai phat suy hd hiap néu
dung liéu 16n thudc phién va/hoic thudc dong van tdc dung dai hay gy té than
kinh trung wong vdi thudc phién . Néu suy ho hap kéo dai , sau liéu ban diu phai
truyén TM lién tuc (3-10 pg/kg/gid)

SUDUNG THUOC PHIEN TRONG LAM SANG

o Tién mé

o DAan dau giy mé (don doc hay phdi hdp)

o Uc ch& dip tng huyét dong do kich thich dau (alfentanyl nhd dat cin biing
mau ndo nhanh nhat)

o Gidm dau trong md

o Gidm dau sau md (gidm dau sau m3 do bénh nhan ty ki€m sodt , phong b&
hé than kinh trung wong , dudng TM)



o Thudc phdi hgp cho thd may dé€ tranh chong mdy va chiu dung dudc 6ng
NKQ
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