NGHIEN CUU TAC DUNG GIAM BAU SAU MG CUA KETAMIN LIEU THAP
0 BENH NHAN MG TANG TREN G BUNG

TOM TAT

Muc tiéu: Banh gia hiéu qué giam dau giam dau
va téc dung khéng mong muén ctia ketamin liéu thap
truyén lién tuc & bénh nhan mé tang trén & bung.

Déi trong va phuwong phap nghién ciru: Nghién
ctru & 60 bénh nhan dwoc mé tang trén é bung theo
ké hoach, dwoc chia ngéu nhién thanh 2 nhém. Nhém
|, sau khéi mé trwdce lic rach da, nhan ketamin tinh
mach liéu 0,5 mg/kg réi truydn tinh mach
2mceg/kg/phat trong 24 gio. Nhém Il khéng duing
ketamin. Sau mé bénh nhan & ca hai nhém dwoc st
dung morphin tiém dwéi da khi VAS > 4. Danh gia
diém dau, lwong morphin tiéu thu, téc dung khéng
mong muén trong 24 gio.

Két qua: Luirong morphin tiéu thu trong 24 gio clia
bénh nhén & nhém | thdp hon cé y nghia so véi nhém
Il (8,34 £ 2,82mg so v&i 13,57+ 2,80mg). Piém dau
luc nghi & nhém | thdp hon & nhém Il trong 6 gior dau
sau mé. Biém dau & nhém | thdp duéi 3 & tat ca céc
thoi diém. Ty 16 tac dung khéng mong mudn thép va
twong dwong nhau & 2 nhém, khéng c6 bénh nhén
nao bj do giac, suy hé hdp hodc an than qua murc.

NGUYEN VAN MINH, HO KHA CANH
Truong Pai hoc Y Duoc Hué

Két luén: Ketamin liéu thép truyén lién tuc cé téc
dung gidm dau sau mé tét, én dinh, gidm luong
morphin tiéu thu véi téc dung khéng mong muédn it.

Ter khoéa: ketamin, gidm dau sau mé, phéu
thuat bung

SUMMARY

THE EFFICACY OF LOW-DOSE KETAMINE FOR PAIN
MANAGEMENT AFTER UPPER ABDOMINAL SURGERY

Objective: To evaluate the efficacy and side
effects of low-dose ketamine for pain management
after upper abdominal surgery.

Methods: 60 patients undergoing elective
abdominal surgery were randomly divided into 2
groups. Before surgical incision, patients in group |
received 0.5 mg ketamine 1.V, follbwed by 2
mcg/kg/minute for the first 24 h. Patients in group Il
did not receive ketamine. In the intensive care unit,
when VAS > 4, they received subcutaneuos
morphine. VAS, morphine consumption, side effects
were scored for 24h.

Results: Morphine consumption in group | was
significantly lower than in group Il in the first 24h
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(8,34 £ 2,82mg versus 13,57 % 2,80mg). VAS at rest
in group | were lower than in group Il during the first
6h and VAS in group | were under 3 all the time. The
incidence of side effects was low and there were no
differences between two groups.

Conclusions: Low doses of ketamine were a
valuable adjunct to morphine for analgesia after
upper abdominal surgery with a significant decrease
of morphine consumption and with no side effects of
ketamine.

Keywords: ketamine, postoperative analgesia,
abdominal surgery

DAT VAN DE

Phau thuat tang trén 6 bung la mét trong nhitng
loai phau thuat gay dau sau md di¥ doi nhat. Pau sau
mé 1& mot van d& phirc tap. Diéu tri dau sau md 1a
van d& quan tadm va trach nhiém clia cac nha lam
sang va cac nha nghién cltru. Gidm dau hiéu qua on
dinh va it tac dung khéng mong mudn 1a yéu cau can
dat dwoc, va morphin Ia thudc chinh dwoc st dung
cho cac truong hgp dau mic d6 nang. Tuy nhién, khi
str dung morphin lidu cao, kéo dai gay ra hién twong
dung nap cap va tang tac dung khéng mong mudn.
Dung nap va hién twong tang dau sau dung morphin
c6 lien quan dén sy hoat héa receptor NMDA (N-
Methyl-D-Aspartat) cia hé thadn kinh trung wong.
Ketamin la thuéc mé duy nhét c6 tac dung giam dau
do e ché receptor NMDA & hé théng than kinh trung
wong (TKTU). Tac dong cla ketamin trén receptor
NMDA lam gidm sy nhay cam cua TKTU v&i cac kich
thich gay dau dan dén 1am gidm hién twong tang cam
giac dau, giam cwong d6 dau va giam lwgng morphin
sau md [0], [0]. V&i lidu thap, ketamin it c6 tac dung
khéng mong mubn da tai hién lai tinh thoi sw mé&i mé,
loi diém cua viéc str dung ketamin trén lam sang va
mé& ra con duwdng phat trién ctia mot loai thudc gidm
dau moi.

Chuing t6i tién hanh dé tai nay véi muc tiéu danh
gia hiéu qua gidm dau sau md va tac dung khéng mong
mudn clia ketamin liéu thap truyén lién tuc trong 24 gi®
d4u sau mé trén bénh nhan dwoc phau thuat tng trén &
bung.

poI TUONG VA PHUONG PHAP NGHIEN cUU

1. P6i twomg nghién ctru

1.1. Tiéu chudn lwa chon bénh nhan: cac bénh
nhan dwoc mé tang trén & bung theo ké hoach, gay
mé ndi khi quan (NKQ), tudi tir 18-70, ASA I-Il, tinh
than binh thwérng ddng y hop tac nghién ctru, khéng
¢6 chéng chi dinh st dung ketamin, morphin.

1.2. Tiéu chudn loai trez bénh nhan cé tién st
hoadc bi cac bénh tam than kinh, bénh nhan coé kho
khan trong giao tiép, bénh nhan bi bénh phdi man
tinh, suy gan, suy than, co tién st nghién hodc phu
thudc cac thudc ho morphin, c6 tai bién vé& gay mé,
phau thuat.

2. Phwong phap nghién ctru

2.1. Thiét ké nghién ctru: can thiép 1am sang ngau
nhién, cé déi chirng.

2.2. C& méu: 60 bénh nhan dwoc chia ngau nhién

thanh 2 nhém.

2.3. Cac tiéu chi danh gia

- Hiéu qua gidm dau: diém dau VAS luc nghi,
Ivgng morphin tiéu thu trong 24 gié sau ma.

- Tac dung khdng mong muédn: trc ché hé hép, budn
nén, ndn, nglra, chéng mat, an than, do giac trong 24
gio sau mb.

2.4. Cac phwong tién nghién ctru chinh

- Thuéc ketamin hydrodlorid lo 10 ml (50 mg/ml) clia
héng Rotexmedia, B¢, dung dung dich NaCl 0,9%
dé pha.

- Thubc morphin éng 1 ml chira 10 mg morphin
hydroclorid clia Céng ty dugrc phdm Trung uong 2.

- Thwée do d6 dau VAS cua hang Astra-Zeneca.

- May theo déi da théng sé Agilent theo déi tn sé
tim, huyét ap, tan sé thé, bao hoa oxy mao mach.

2.5. Tién hanh nghién ciru

- Chuén bi bénh nhan

+ Kham bénh nhan vao chiéu hom trwdec, gidi
thich, cho tién mé.

+ Tién mé béng midazolam 0,05mg/kg 10-15 phat
truwdc khdi mé.

+ Khéi mé bang fentanyl 3mcg/kg, propofol 2-
2,5mg/kg, rocuronium 0,6mg/kg.

+ Duy tri mé béng isofluran, rocuronium, fentanyl
dé& duy tri huyét ap trung binh va tan sb tim trong
khoang 80-120% so vai luc trwdc khéi mé.

+ Trwéc khi déng da 15 phdt truyén Perfalgan tinh
mach 1g, sau d6 truyén tiép 1g méi 8 gio.

- Thiét ké dung giam dau

+ Lya chon bénh nhan theo tiéu chudn (phan déi
twong nghién civu). Cac bénh nhan dwoc chia ngau
nhién thanh 2 nhém bang béc tham:

Nhém I: sau khéi mé, trwdc luc rach da, nhan
ketamin tinh mach liéu 0,5mg/kg, réi truyén tinh mach
2 mcg/kg/phut trong 24 gid.

Nhém II: khdng dung ketamin.

+ Ca hai nhém dwoc dung morphin tiém dwéi da
5mg khi VAS > 4.

2.6. Xt ly s6 liéu: Cac sb lieu dwoc xi ly bang
phan mém SPSS 15.0.

KET QUA NGHIEN cUU

Bang 1: Bac diém bénh nhan va ph&u thuat

Nhém NC

- Nhém | (n=30) | Nhém Il (n=30)
Thoéng s6
Tubi (ndm) 50,04+ 10,28 51,50 + 13,81
Nam/N@ (sb ngui) 13/17 14/16
Nang (kg) 50,16% 7,06 51,95 + 5,67
Cao (cm) 160,04 + 6,24 161,00 + 5,36
ASA I/l (s6 ngudri) 13/17 12/18
Fentanyl dung (mcg) | 251,25+ 41,59 | 245,76 + 35,00
Céat da day 11 10
Séi mat 8 9
U ruét 5 7
Cét dai trang 6 4

Nhan xét: BDac diém bénh nhan, phau thuat va
lwong fentanyl st dung trong mé ctia 2 nhém khdng
khac biét c6 y nghia. Cac phau thuat I6n véi dwéng
md dai.
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Bang 2: Lwgng morphin tiéu thu trong 24 gier sau md
(mg)

homNC | Nhom | ,
Thi gian (n=30) | NhomII(n=30)| p
Trong 12gi> | 501147 | 7,38£256 | <0,05
dau
Trong 12gio | 333241 | 619218 | <0,05
tiép theo
Trong 24 gio | 834282 | 13,57£2.80 | <0,05
4 -
3.5 A

m Nhém |
ONhém I

0 2 4 6 8 10 12
Théi diém (gio)

16 20 24

Nhén xét: Luong morphin tiéu thy trong 24 gty dAu &
nhém | it hon cd y nghia thdng ké so v&i nhom 1.

Biéu d6 1: Diém dau VAS ldc nghi, * p < 0,05.

Nhén xét: Biém dau VAS Iuc nghi ctia 2 nhém
khac nhau c6 y nghia théng ké & thdi diém tir Oh — 6h
sau md va khac nhau khéng c6 y nghia théng ké
trong nhirng gi& tiép theo. Biém dau VAS cla nhém
| dwdi 3 tai cac thdi diém nghién ciru (VAS < 3).

Bang 3: Tac dung khéng mong mudn

Nhém NC Nhém | (n=30) Nhém I
Thoéng s6 (n=30)
Budn non 3 (10%) 4 (13,3%)
NN 2 (6,7%) 3 (10%)
Ngwra 1(3,3%) 2 (6,7%)
Chéng mét 2 (6,7%) 1(3,3%)
Ao giac 0 0
Mirc an than qua mirc 0 0
Suy hé hép 0 0

Nhén xét: Ty & tac dung khdng mong muédn cla
hai nhédm khéng khac biét cé y nghia thdng ké. Khéng
c6 bénh nhan nao bi do giac, an than qua mtrc hoac
suy hd hap.

BAN LUAN

1. Tac dung giam dau

Nghi&n ctru ctia chiing tai chi ra réng ketamin lidu
thdp 1am gidm co y nghia lwgng morphin tiéu thu va
¢6 tac dung gidm dau &n dinh. Lwong morphin tiéu
thu trong 24 gid sau md & nhém | it hon mét cach cé
y nghfa théng ké so v&i nhém II. Bidu nay dwoc giai
thich do tac dung gidm dau dw phong cta ketamin khi
cho trwéc rach da va tac dung cta ketamin lidu thap
khi truyén lién tuc sau md nhw la thudc hé tro
morphin d& gidm dau sau md. Ketamin lidu thap
duwgc dinh nghia 1a liéu nhé hon 2 mg/kg néu tiém
bép, nhé hon 1mg/kg néu tiém tinh mach hodc qua
catheter ngodi mang ctrng, hodc truyén tinh mach

lién tuc véi lidu tir 1-3 meg/kg/phdt, véi lidéu nhw trén
ndng dd huyét twong dat dugc khodng 20-100 ng/ml.
O ndng d6 nay, ketamin co tac dung gidm dau ma
khéng gay nén cac tac dung ao giac, mo mong [0],
[0]. C6 nhiéu co ché giai thich tac dung cha ketamin
nhw tac dung Ién receptor p hé morphinic, tac dong
trén duwdng trc ché cdm gidc dau hwéng xudng qua
hé monoaminergic, co ché dac biét duwoc quan tadm la
tac dung Ién receptor N-methyl-D-aspartat, c6 lién
quan dén hién twong tang dau va dung nap morphin.
Ketamin, mét chat ddi khang khéng canh tranh cla
receptor NMDA, ngan ngtra hién twong nhay cam
trung wong gay ra b&i kich thich dau ngoai bién ciing
nhv ngan can hién twong Ién day cét. Khi chi dung
cac thudc gidm dau ho morphin lidu cao, kéo dai sé
gay hién twong dung nap, didu nay co6 thé dan dén
tding dau sau md. Ketamin, thong qua &c ché
receptor NMDA, c6 thé& phong ngira sw phat trién cla
hién twgng dung nap nay [0]. Tac dung giam dau cla
ketamin thé hién ré néu dwoc tiém trwde khi rach da
d& ngan cac xung dong huwéng tam 6 at vao tly sbng
va dwoc biét voéi tén 1a gidam dau dw phong
(preemptive analgesia). Nghién clru cia Fu va céng
sy [0] chirng minh didu ndy. Tac gid dung cung lidu
cla ketamin nhung & thoi diém khac nhau giva hai
nhém thay lwgng morphin & nhém c¢6 liéu dy phong
(dung ketamin trwec khi rach da) giam co y nghia
thong ké so v&i nhom khdng c6 lieu dw phong (dung
ketamin khi déng da) vao ngay thir nhét va ngay thiy
hai. M6t ly do nira gidi thich cho Iwgng morphin tiéu
thu it @ nhom | 1a ketamin (rc ché hoat dong lam
receptor NMDA va gay gidm dap &ng cla cic ciu
tric trén ndo voi cac kich thl'ch gay dau.

Phau thuat ting trén & bung la mét trong nhirng
phau thuat gay dau di¥ doi nhat, Himmelseher va cong
sy [0] d& nghi dung lidu 0,5mg/kg trwéc khi rach da va
truyén lién tuc lidu 2mcg/kg/phut trong 24 gy sau md dé
dat tac dung gidm dau hiéu qua. Két qua ctia nghién cru
cla chung toi phu hop v&i nghién clru clia Zakine [0],
lwong morphln st dung cho nhém truyén ketamin trong
va sau md thap hon c6 y nghia thong ké so v&i nhém
chi dwgc truyen ketamin trong mé va nhém chirng. C6
hai ly do d& giai thich diéu nay. Thir nhét, nira thoi gian
ban thai cta ketamin ngan nén cho trwéc lic rach da
khong da kéo dai tac dung dén giai doan sau mé. Thi
hai, chi st dung ketamin trong mé khong da dé& kiém
soat qua trinh viém kéo dai va kich thich dau sau mé.
Tac dung gidm dau cla ketamin nhw Ia thubc gidam dau
hé tro morphin dwec Guillou va cdng sy [0] chi ra trong
nghién clru v& tac dung clia ketamin liéu thap trén tiéu
thu morphin & bé&nh nhan sau phau thuat bung tai phong
hdi strc. Tac gid dung lidu 0,5mg/kg khi bénh nhan tinh
va truyén lién tuc 2mcg/kg trong 24 gi dau va 1mcg/kg
trong 24 gio tiép thay gidam dwoc 35% Iwong morphin
tiéu thu.

Diém VAS & nhom | thap hon nhém Il cé y nghia
théng ké cho dén gi®» thir 6 sau mé. Sau do diém VAS
cta 2 nhém la twong dwong nhau. Didm dau VAS &
nhém | ludn dwéi 3 tai cac thoi diém. Pay I tiéu chuén
cla gidm dau hiéu qua. Diém dau VAS khac nhau gitra
hai nhém trong 6 gi dau sau mé cé thé giai thich 1a do
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tac dung gidm dau cla ketamin. Ké&t qua nay twong tw
nhw nghién clru cla Stubhaug [0], tién hanh trén bénh
nhan cho than ghép. Tac gid dung ketamin v&i muc dich
dw phong dau, cho ketamin trwéc lic phau thuat lidu
0,5mg/kg, sau d6 truyén lién tuc 2mcg/kg/phut trong 24
gi& dau va 1mcg/kg/phut trong 24 gi® tiép theo. Két qua
thay lwong morphin tiéu thu & nhém ketamin thap hon
nhém chirng va diém dau ctia nhém ketamin thdp hon
diém dau ctia nhém chirng trong nhivng gier dau sau mé.

Mét lgi ich khac cla truyén ketamin lién tuc nhw la
thuéc giam dau hd trg morphin lam gidm ty 1& dau man
tinh sau md. Can thém nghién ctru khac dé& danh gia tac
dung nay cuta ketamin.

2. Cac tac dung khéng mong muén

Ai tinh cta ketamin v&i receptor NMDA cao hon so
V&i receptor i va cao hon nhidu 1an cac receptor & vj tri
van chuyén monoamin va cac receptor khac nén liéu
cang nhd ketamin sy chon loc cang cao 1én receptor
NMDA. Dleu nay giai thich ty 1& thap tac dung khéng
mong mubdn cla ketamin liéu thap. Ao giac la tac dung
khéng mong mubn dang quan tdm nhat khi st dun
ketamin. Ao giac c6 thé xay ra sau khi dung liéu cao dé
gay mé, tac dung nay da han ché viéc s dung ketamin.
Tuy nhién, khi dung ketamin liéu thap (<10mg/h) truyen
lién tuc, ndng do trong huyét tucyng dwdi 100ng/ml, ndng
dé nay anh hwéng Ién chirc ndng tam than k|nh khéng
dang ké [0]. Ngoai ra, bénh nhén Ién phong mé duoc
tién mé bang midazolam, kh&i mé béng propofol sau do
mai tiém ketamin. Hai thubc nay dung trudc khi dung
ketamin lam gidm tac dung 4o giac cla ketamin [0]. C6 2
bénh nhan trong nhém | va 1 bénh nhan trong nhém |l
chéng mét nhe. Ty I& budn nén, nén, nglra khéng khac
nhau & hai nhém va ty I& nay thap. Theo nghién ctru clia
Bell va cong sy [0], nhdm dung ketamin c6 ty 1& bénh
nhan budn nén va nén thdp hon & nhém khéng ding
ketamin do lwong morphin s& dung thdp hon. Trong
nghién clru ctia ching t6i khong thdy sw khac biét nay.
Khéng c6 bénh nhan nao bi suy hé hdp hodc an than
qua murc.

KET LUAN

Qua nghién ctu tac dung gidm dau sau méd cla
li&u thap ketamin trén 60 bénh nhan mé bung trén tai
bénh vién trwérng Dai hoc Y Duwgc Hué chung téi rat
ra két luan:

1. Liéu thap ketamin truyén lién tuc co tac dung
giam dau tét, &n dinh, lam gidm dwoc lwong morphin
tiéu thu.

2. Ty lé cac tac dung khéng mong muén thép,
khéng cé bénh nhan nao bi do giac, an thadn qua
mirc hodc suy ho hép.
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