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PAT VAN PE

Pau ndi chung va dau cdp tinh sau phau thuat noi riéng 13 mét trong
nhimg van dé 16n ctia hé théng cham séc stc khoe. Pau giy ra cam giac kho
chiu, gay lo léng so hai cho bénh nhan va gia dinh, &nh hudéng nhiéu dén sinh
hoat, tam 1y, doi séng xa hoi ciing nhu qua trinh phuc hdi cta nguodi bénh.
Mat khéc, dau con gay ra hang loat cac r6i loan tai cac hé théng co quan khac
nhau nhu tuan hoan, ho hép, tiéu hoa, nodi tiét, mién dich... tir d6 1am cham
qua trinh hdi phuc sau phau thuat. O giai doan sém sau mo dau c6 thé dan dén
cac bién chimg nhu tang huyét ap, loan nhip tim, thiéu mau co tim, Xep phéi,
suy ho hap, giam van dong, thuyén tic mach... tir 46 gop phan lam ting ty 1¢
cac bién chimg, tham chi 1a tir vong sau phau thuat [1],[2],[3]. Bén canh do,
dau cip tinh sau m6 néu khong dugc quan tdm, diéu tri hiéu qua c6 thé tién
trién thanh dau man tinh, bénh nhan phai chiu dung dau don dai dang ngay ca
khi thuong ton ban dau di dugc giai quyét hoan toan [1],[4].

T6 chtc Y té thé gigi (WHO) va Hoi nghién ctru dau qudc té (IASP)
coi viéc duoc diéu tri dau 13 quyén con nguoi, trong khi & nhiéu trung tdm dau
dugc xem xét nhu 14 dau hiéu sinh ton tha nam (fifth vital sign) [5],[6]. Pé
bénh nhan phai chiu dung dau dén trong qua trinh nam vién 1a diéu khong thé
chap nhan ca & khia canh chuyén mon ciing nhu dao dirc. Chinh vi vy cing
v6i nhiéu chuyén khoa khac, viéc diéu tri dau noi chung, va dic biét 1a dau
sau md 1a nhiém vu quan trong trong thyc hanh ciia ngudi lam gay mé hodi
strc. Kiém soat dau tbt giup ngudi bénh phuc hdi sém chirc ning cua cac co
quan, cho phép van dong som, tranh cc bién chtng, tao cam giac thoai mai
va yén tdm mdi khi dén bénh vién. Tuy nhién trén thé gi6i chdng dau sau mo
con 1a mot van dé 16n véi nhiéu thach thire. Trong cac thip nién gan ddy hiéu
biét vé dau ciing nhu sy phat trién vé mat duoc 1y va cac ki thuat giam dau
tién tién da dat duoc nhirng budc tién 16m, nhung kiém soat dau trén thuc té

giwong nhu khong dat dugce hiéu qua nhu mong mudn [7],[8]. Ngay ¢ cac



nude co nén y hoc phat trién van co tGi 31-39% bénh nhan phai chiu dung dau
nhiéu hodc rat dau sau phau thuat [9],[10],[11],[12]. Tai Viét Nam, diéu tra
gan ddy cua Nguyén Hiru TG va cong su cho thdy 59% BN ¢ tuan dau tién sau
mo, 22% & tuan thtr hai, va 7% & tuan thi ba phai chiu mtc d6 dau tir nhiéu
dén rat dau [13].

Bén canh céac bién phap giam dau truyén thong (NSAIDs, cac opioid
duong dudi da, tiém bap hodc tinh mach ngat quang...) viéc ap dung cac bién
phap giam dau tién tién (nhu dit catheter phong bé than kinh ngoai vi,
catheter ngoai mang cting hay giam dau do bénh nhan ty diéu khién...) da
mang lai nhiéu chon lya hiéu qua hon cho viéc diéu tri dau. Xuét phat tur thuc
té dau 1a sy cam nhan mang tinh chu quan, hon ai hét bénh nhan 1a nguoi biét
dugc chinh xac mirc d6 dau dén ciing nhu nhu cau diéu tri giam dau, Phillip
Sechzer [14],[15] 43 dwa ra y tuong vé hé thong cung cip thudc giam dau
theo yéu cau cta bénh nhan. Tuy nhién, hé thdng nay chi thuc sy dugc ap
dung rong rai trén 1am sang trong khoang hai thap ky tré lai day nho sy phat
trién ciia cac phan mém c6 thé 1ap chuong trinh. Trén thé gidi, nhat 1a ¢
nhitng nudc phat trién, PCA da dugc ap dung rong rdi nhu 1a mot phuong
phap thuc hanh chuan c6 hiéu qua giam dau tot véi mic do thoa man bénh
nhan va an toan cao [2],[11]. Két qua diéu tra tai Chau Au cho thay c6 t6i hai
phan ba sb bénh vién sit dung PCA trong giam dau sau mo, trong khi mot
phan tich tai M§ uéc tinh c6 téi 13 triéu bénh nhan sit dung PCA mdi nim
[16],[17]. Tai Viét nam trong mot thap nién trd lai day PCA da ngay cang
duogc sir dung nhiéu hon trong diéu kiém soat dau sau md, nhung méi chi han
ché tai mot s6 bénh vién cho sb luong han ché bénh nhan.

Nhiéu thubc giam dau cling nhu nhiéu dudng dung thudc khac nhau di
dugc ap dung véi PCA. Trong d6 PCA duong tinh mach st dung cac opioid
la Iva chon phé bién nhét nho su tién dung cling nhu hi¢u qua giam dau cua
né. Tuy nhién, ciing giébng nhu cac phuwong phap diéu tri khac, bén canh giam

dau PCA sir dung opioid ciing gdy ra cic TDKMM nhu tc ché ho hap, an



than, non va budn ndn, ngira, bi tiéu... [2],[16],[18],[19]. Vi muc dich dat
dugc hiéu qua giam dau tét trong khi giam dén muc thap nhat cac tac dung
khong mong mudn, trén thé giéi di co nhiing nghién ctru lién quan dén chon
Iwra cac opioid ciing nhu cac thudc phdi hop voi opioid (dic biét 1a ketamin,
mot thude gy mé co tac dung giam dau & liéu thap) véi két qua con chua 13
rang [20],[21],[22]. Trong khi & nudc ta cac nghién ctru sir dung PCA chu yéu
nhu mot phuong tién danh gia hiéu qua cua mot thude hodc ciia mot thude
hodc bién phép gidm dau khéc (thong qua lugng morphin tiéu thu ctia PCA).
Ching ta chua c6 nhiéu nghién ctru dé cip dén nhitng khac biét gilta céc
opioid ciing nhu phdi hop giita opioid voi ketamin trong kiém soat dau sau
phau thuat noi chung va phau thuat bung néi riéng. Chinh vi vay chiing toi dit
van dé nghién ctru tac dung ctia morphin, fentanyl (hai opioid phd bién nhat
trén thyc hanh) va két hop morphin véi ketamin trong PCA duong tinh mach
sau cac phau thuat bung véi tén dé tai 13: “Panh gia hiéu qua giam dau sau
phiu thuit bung va tic dung khong mong mudn ciia Fentanyl, Morphin,
Morphin-Ketamin tinh mach theo phwong phap bénh nhan tu kiém soat”.
Véi hai muc tiéu:

1. So sdnh hiéu qud giam dau ciia fentanyl, morphin phéi hop ketamin véi

morphin don thudn.
2. So sdnh cdc tic dung khéng mong muon cia fentanyl, morphin phéi

hop ketamin véi morphin don thudn.



Chwong 1
TONG QUAN

1.1. PINH NGHIA VA MOT SO KHAI NIEM LIEN QUAN DEN DAU
1.1.1. Pinh nghia

Theo Hiép hoi nghién ciru chdng dau qudc t& (IASP): “dau 1a mot cam nhan
thudc vé gidc quan va xic cam do ton thuong dang ton tai hodc tiém ting & cac
mo gay nén va phu thudc vao mirc do nang nhe cua ton thuong ay” [23]. Pay la
dinh nghia dugc chép nhéan rong rai nhat hién nay, cho théy béan chat cling nhu
tinh chat phuc tap cta qua trinh cam nhan dau.

V& mit 1am sang, mOt dinh nghia khac duogc cho la thuc té hon khi coi
“dau 1a nhiing gi bénh nhéan trai nghiém, cam nhan thay va cho rang dé la
dau” [24]. V& ban chat dau 1a dau hiéu c6 tinh chat chi quan do d6 kho luong
gia mot cach chinh xac va day d. Chinh vi vay danh gia dau duoc coi 1a “got
chan Achille” ciia cac nghién ctru lién quan dén dau.

V& mit sinh 1y dau 1a mot co ché bao vé cua co thé, cam giac dau Xuét
hién tai vi tri bi ton thuong lam xuat hién cac dap tng nham loai trir tdc nhan
gy dau. Tuy nhién, dau nhiéu va kéo dai c6 thé gay hai cho bénh nhan. Phan
16n bénh nhan khi dén bénh vién déu co tridu ching dau. Kha niang chan doan
bénh thudng phu thudc nhidu vao kién thirc vé dau cua cac thay thude [25],[26].
1.1.2. Pau cép tinh va dau man tinh

Pau cap tinh giy ra bdi cac nguyén nhan thyc thé cé thé xac dinh (nhu
chan thwong, phau thuat), vai dién bién 1am sang thuong cai thién trong vai
ngay dén vai tuan khi nguyén nhan ban dau dugc giai quyét. Pau cap co thé
chuyén thanh dau man néu khéng duoc kiém soat tét. Pau man tinh duoc
chan doan khi dau kéo dai hon binh thudng sau mot qué trinh bénh 1y, chan
thuong hodc phau thuat (dién hinh 1a trén 3 thang), c6 thé hodc khong lién
quan dén nguyén nhan thyc thé. Dic diém cua loai dau nay 1a dai dang, kho
khu tri, khong giam khi ding cac liéu giam dau chuan (dac biét 1a opioid).

Ngoai ra dau ciing duoc phan loai dua trén co ché va vi tri dau [2],[27].



1.2. CAC PUONG DAN TRUYEN DAU

Dan truyén dau khong phai 14 qué trinh dan truyén don gian cac xung
dong tir ngoai vi dén cac trung tdm ¢ vo nao, ma la mot hién tugng phirc tap bao
gb6m nhiéu giai doan ma két qua cudi cing 14 sy khu trd va cam nhén vé dau
(Hinh 1.1). G mbi mot giai doan, cac xung dong gy dau c6 thé bi trc ché boi cac
té bao than kinh lién két tai chd hodc bdi cac soi tc ché di xudng, chiu su chi
phdi cua rat nhidu cac chat dan truyén va diéu phdi than kinh (neurotransmitters
and neuromodulators). Tét ca cac bat thuong vé cac duong dan truyén dau ngoai
vi va trung tdm bao gom hién tugng hoat héa bénh 1y hodc mat can bang giira
qué trinh hoat hoa va cac duong e ché déu c6 thé lam ting mic d6 dau cp va
g6p phan phat trién dau man tinh, dai dang sau phau thuat [2],[27],[28].

1.2.1. Hoat héa céc tin cung than kinh cam giac

Qua trinh cam thu dau (nociception) bat dau bang sy hoat hoa cac thy
thé cam giac hudng tdm & ngoai vi, con goi 1a cac thu thé dau (nociceptor).
Day la nhitng thy thé cam giac ddc hi¢u c6 nhi€ém vu phat hién cac kich thich
gdy dau va chuyén cac kich d6 thanh tin hiéu dién (dién thé hoat dong) va
chuyén dén hé than kinh trung wong. Thu thé dau chinh 1a tdn cing ty do ¢
phia ngoai vi cta cac té bao than kinh hudng tdm nguyén phat (tdn cing vé
phia trung tam két thuc & tay sdng) [3],[29].

Thu thé dau phan bd rong khip co thé va din truyén cam giac dau bé
mat (nhu da, niém mac) hodc tir bén trong (nhu cac khop xuwong, rudt), duoc
hoat hoa béi cac kich thich co hoc, hda hoc va nhiét do. Khi dat dén mot
nguong nhét dinh, phr:in xa cua so1 truc khir cuc nhd mot dong Na+ di vao va
tao ra dién thé hoat dong duoc din truyén vao trung tam [3].

Kich thich gay dau (dién thé hoat dong) dugc truyén vao simg sau tiy
séng thong qua ca hai loai soi than kinh c6 va khong c6 myelin. Cac soi nay
duoc phan loai theo mirc do myeline hda, duong kinh va tbc d6 dan truyén
nhu sau [2],[26],[28],[29]:



- Soi truc A-delta dugc myelin hoa cho phép dién thé hoat dong di
chuyén ¢ toc d6 rat nhanh hudng dén hé than kinh trung wong (6-30
mét/gidy). Cac soi ndy dam nhiém vé “dau dau tién” hodc “dau nhanh”, 1a
cam giac ¢6 khu tra tot, rd rang trong mot thoi gian ngan nham canh béo cho
c4 thé vé thuong ton tir d6 hinh thanh co ché thoai lui phan xa.

- Soi truc C khong dugc myelin hoa dan truyén cham hon véi toc do
khoang 2 mét/gidy. Con goi 14 s¢i dan truyén dau da phuong thirc dap tng voi
cac thuong ton co hoc, nhiét va héa hoc. S¢i C 1a trung gian dan truyén cam
giac “dau thtr phat” c6 khoang cham tir vai gidy dén vai phit dugc mo ta nhu
cam giac rat bong lan toa hodc nhu dao dam (stabbing) va thuong dai ding.

- Soi truc A-beta 16n hon, dap ing vdi dung cham nhe tdi da va/hoic
cac kich thich chuyén dong va thudng khong gdy dau ngoai trir cac truong
hop bénh 1y.

Nhiéu thy thé nam & té bao than kinh huéng tdm nguyén phat lién quan
dén dén truyén céc kich thich dau dic hiéu. Thuy thé vanilloid (VRI) va gidng
vanilloid-1 bi kich thich boi nhiét d6. Nhiét d6 dugc cam nhan thong qua cac
kénh dién thé thu thé thoang qua (transient receptor potential -TRP), trong d6
dugc NC rong rai 1a thu thé TRPV-1. Capsaicin va cac chat phong bé TRPV-1
khac gy hoat hoa va sau d6 lam bét hoat cac thy thé dau kéo dai [27].

Céc chat trung gian cua qua trinh viém va dau dugc giai phong khi c6
t6n thuong mo co lién quan dén dan truyén dau ngoai vi gdm [26],[27]:

- Chit P (substance P) 1a neuropeptid giai phong tir soi hudng tam
nguyén phat khong myelin hoa c6 vai trd rd rang trong cam nhan dau. Anh
hudng ciia chat ndy cé thé bi phong téa khi dung capsaicin (neurotoxin). Chat
P gay gifin mach va thoat huyét trong, giai phéng histamin tir hat dudng bao,
hoa (mg dong va ting sinh bach cau, giai phong cac cytokin. Bradykinin 1a
chat gay dau va co thé hoat hoa tryc tiép cac thu thé dau ngoai vi.

- Histamin du trt & cac hat dudng bao va dugc giai phong dudi tac

dong cua chat P va cac chét trung gian khac. Tac dung cua histamin thong qua



thu thé dic hiéu, gay gian tinh mach, phu va sung né to chire do tang tinh
thAm cua tiéu tinh mach sau mao mach. Serotonin hodc 5-hydroxytryptamin
du trit & cac thé hat trong tiéu cau c6 tac dung tang tinh thdm vi mach.

- Prostaglandins (PGs) ¢6 vai tro 16n trong hoat hoa ban dau cac thu thé
dau va lam ting qua trinh viém va phu né tai vi tri ton thuong. Diéu hoa di 1én
cyclooxygenase -2 (COX-2) chuyén nhanh arachidonic acid tir mang té bao ton
thuong thanh nhiéu loai prostanoids (PGs va thromboxane A2). Cytokines va
interleukins dugc giai phong nhu mot phan cua dap Gmg viém ngoai vi ¢ thé
dan dén va ting san xuat PGs tai ndo.

Tich lily cac chét trung gian gdy dau & vi tri ton thuong gay kich thich
truc tiép cac thy thé dau, huy dong cac thu thé dau lién tuc va lam giam
ngudng hoat héa cac thu thé nay. Pay chinh 13 co so cta hién tuong ting dau
nguyén phat (primary hyperalgesia) [27].

1.2.2. Dan truyén dau dén tiy séng va hanh tay

Hau hét soi cam giac hudng tm déu tan cung tai stmg sau ty séng (vé
mit mé hoc ving ndy gom 10 16p va thuong goi 1a rexed laminae) hodc hanh
tay. Thu thé dau cua soi C khong myelin chu yéu tan cing ¢ lamina Il. Thy
thé soi A-delta nho c6 myelin tan ciung & lamina I. Tan cing cua té bao than
kinh huéng tam thir nhat ¢ tiiy song tao sinap va van chuyén tin hiéu dau dén
té bao than kinh thr hai thong qua giai phong cac chat dan truyén than kinh
bao gém glutamat va chat P.

Té bao than kinh thtr hai chu yéu c6 hai loai; thir nhat 1a cac té bao than
kinh dic hiéu véi thu thé dau chi dap Umg vo1 xung dong di vao tur sgi A-
delta va soi C, thr hai 1a cac té bao than kinh c6 hoat dong rong (wide-
dynamic-range: WDR) dap tng véi ca kich thich gay dau va khong gay dau.
Kich thich ¢6 tan sb cao va ldp lai gdy hoat hoa thu thé NMDA, lam céc té
bao WDR ting tan s6 phat xung va phat xung kéo dai ngay ca khi khong c6
kich thich tir sgi C (hién tugng “wind-up”). Lic nay cdc WDR tré nén tang

nhay cam va dan truyén cac dap Gmg xuc giac binh thudng nhu 1a kich thich



gy dau. Thay d6i nay chinh 13 hién tugng nhay cam hoa trung tdm va la co
sO cua hién tuong tang dau thr phat (secondary hyperalgesia) lam ting muc
d6 dau cdp tinh. Cac dudng phan xa trong tiy két ndi soi din truyén dau
hudng tam nguyén phat voi té bao than kinh van dong va céc soi thuc vat ly
tam. Hoat héa cac dudng nay dan dén dap tng co xuong va than kinh thuc vat
(ting truong luc mach mau, ting huyét 4p, mach nhanh va hoat héa thuong
than). Chat dan truyén, diéu phdi than kinh va cac thy thé twong Ung tai siing
sau tiy séng gém chat din truyén kich thich va chat din truyén tic ché.

Thong thuong & mot thoi diém c6 nhiéu chat din truyén than kinh dugc
giai phong. Aspartat, glutamat va cic amino-acid (EAA) kich thich déu lién
quan dén dan truyén dau. Glutamat 1a chét kich thich chu yéu ¢ hé than kinh
trung wong va la trung gian cta qua trinh khir cyc nhanh va ngan tai cac té
bao than kinh thr hai. Cac peptid nhu chit P va neurokinin tham gia vao qua
trinh khtr cyc chdm va kéo dai. EAA hoat dong trén nhiéu thu thé khac nhau,
bao gdm thy thé alpha amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid
(AMPA), NMDA va kaniate (KA). EAA hoat hoa thu thé AMPA tao dong
natri di vao gay khir cuc té bao va chiém gitt nhanh thu thé¢ NMDA. Chat P va
cac peptid khac gan véi thy thé neurokinin gdy hoat hoa chat truyén tin thir
hai, két qua 1a su thay d6i tong hop protein va hoat hoa cham céac thu thé
NMDA. Hoat hoa thy thé NMDA lién quan t6i sy di chuyén Ca?+ va gay khir
cuc manh va kéo dai & cac té bao than kinh da duge khir cuc mot ph?m. Tang
canxi trong té bao hoat hoa cic duong dan truyén di xudng, tir d6 gy kich
hoat chat truyén tin thir hai bao gdm PG, inositol triphosphate (IP3), cGMP,
eicosanoids, nitric oxide va protein kinase C. Hoat hoa bénh 1y kéo dai cac
duong nay dan dén nhay cam héa trung tdm va dau man tinh [2],[3],[27].
1.2.3. Dan truyén xung dong tir tity sdng dén cac ciu tric trén tiy

Mot s6 hé théng di 1én dam nhiém dan truyén cac xung dong dau tir
stmg sau tily song dén cac vi tri dich & trén tily, bao gom; hé thdng tily song

d6i thi, tiy song ludi (spinoreticular), tiy séng mang nao va tity song limbic



(spinolimbic). Cac tru tuy sdng c6 ddi thi (spinocervicothalamic) va try stmg
sau tiry hau sinap ciling lién quan dén cam thu vé dau. Trong d6, hé tiy sdng
d6i thi (spinothalamic tract-STT) duoc xem nhu 1a dudng cam thy dau nguyén
phat, soi truc dén hé nay két ndi mot sé ving cua doi thi noi cac tin hiéu dau
lan téa dén vo ndo. STT duoc chia thanh hai hé: hé tan tuy séng ddi thi (neo-
spinothalamic tract- nSTT) ngoai hudng truc tiép dén ving tan ddi thi va hé
paleo tay ddi thi (paleo-spinothalamic tract-pSTT) nam & sau hon. Pay 1a
ving duoc to chiic cao véi cac té bao truyén tai xung dong dau truc tiép dén
v6 ndo chi phdi cam giac than, c6 vai tro trong nhan cam dau nhanh va thoét
lui khoi cac kich thich dau. Cac hé thdng bén ciing phan bd rai rac va dam
nhiém vé chat luong cam giac, nhu dau nhoi hoic dau rat bong. Hé pSTT la
duong dan truyén da sinap cham hudng ti hé théng hoat hoa luéi, chat xam
quanh cbng va ving ddi thi phia trong. Pay 1a ving lién quan dén hién tuong
dau cép tinh kéo dai va dau man tinh, chiu trich nhiém vé cam giac lan téa, kho
chiu kéo dai sau ton thuong. Cac xung dong dau dugc dan truyén boi pSTT tao
ra cac dap tmg trén tiy dai dang anh hudng dén cc chirc ning tuan hoan, hé hap
va noi tiét va 1a co so cho cac dap tmg vé cam xtc va hanh vi nhu so hii, lo
lang, tram cam [27].
1.2.4. Kiém soat dau di xudng

Céac duong than kinh di xudng trc ché cam thu dau va cac dap tng ly
tam voi1 dau. Vo ndo, vung dudi ddi, ddi thi va céac trung tdm ¢ than nao (vung
xam quanh cdng, nhan rhaphe magnus [NRM] va locus coeruleus [LC]) 1a noi
xuét phat ctia cac soi truc di xudng than ndo va tuy séng tir d6 tham gia vao
diéu phdi dan truyén dau ¢ stmg sau tiy sdng. Cac tan cung cua soi truc hodc
trc ché giai phong chit dan truyén than kinh gay dau tir cic soi hudng tAm
nguyén phat hodc lam giam dap ung ctia cac té bao than kinh thr hai ddi véi
xung dong dau di vao. Cac chat dan truyén co vai trd quan trong trong diéu
phdi dau bao gom; cac opioid nodi sinh (enkephalin, dynorphin), gamma-

aminobutyric acid (GABA) va norepinephrin [3].
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Céc soi truc di xudng tlr ving xam quanh cdng téa dén dén cic nhan &
vung ludi hanh tay bao gdbm NRM, sau d6 di xudng simg sau tily song tao
sinap va sau d6 trc ché WDR va céc té bao than kinh khac. T4n cung cia soi
tryc tir NRM dén simg sau va giai phong serotonin va norepinephrin. Soi truc
di xubng tir LC diéu phdi dan truyén dau & simg sau cha yéu thong qua giai
phong norepinephrin va hoat hoa cac thu thé alpha-2-adrenergic hau sinap.
Cac té bao than kinh lién két thuéc hé GABAergic va enkephalinergic & stng
sau ciing gy trc ché dan truyén dau tai chd [27].

Hypothalamus Nociception-
inhibiting
Ventral 2 yw\/l_ neurons = i . .a
{orebrain 2> Pm < Dan truye:n tlr'l‘ hiéu
\</ dau dén nio

w\-c-—-§— Thalamus

L o o N\ \\ N4
~—a o 1 ;, w\
\‘ . — 4y s Brainstem — — -~
Ascending 2 Tin hiéu vao | | Diéu chinh
input \5

Spinothalamic Descending

Dorsal % tract = /—:,s-:‘“OdUImIO” Hoat hoa than kinh
root —— / > Df):sai\ . ” EB\ trung wong & tay
‘/ horn '~\’ . 3
'\L_/' = _,//'.
—~— " —

Dan truyén vao tay

A

-/\/‘--/ ~._Joint
AT OO _
Peripheral skin [N Hoat héa hé than kinh
nociceptors 0. LY | ngoai Vi

Hinh 1.1. Cic dwong dén truyén dau
(Nguén ter tham khao [32])
Hoat hoa céac thu thé dau ngoai vi boi kich thich giy dau tao ra céc tin
hiéu di dén sing sau tay séng qua cac hach ré tay séng. Tir d6 tin hiéu di theo
duong dan truyén hudng tdm hodc hé thdng tay ddi thi dén doi thi va vo nio.
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Pau c¢6 thé duogc kiém soat boi cac té bao than kinh ¢c ché va kich thich dau.
Céc tin hiéu di xudng bat nguon tir cac trung tdm trén tay cé thé diéu phoi
hoat dong ¢ sting sau tary thong qua kiém soéat dan truyén dau tay song [30].

Tom lai, dan truyén xung dong dau tir cac co quan cam giac dic hiéu
hodc tdn cung than kinh dén céc trung tim & v ndo va sau d6 gy nén hién
tugng dau cdp tinh 13 mot qua trinh phirc tap bao gém nhiéu giai doan véi su
da dang ciia cac chat dan truyén va diéu bién than kinh, cic yéu tb trung gian
clia qua trinh viém va cac dudng dan truyén than kinh kich thich ciing nhu trc
ché. Ngoai ra, sy chuyén doi tir dau cép tinh thanh dau man tinh 1a mot qua
trinh tham chi con phuc tap hon va chua duoc hiéu biét day du. Tuy nhién,
vai tro quan trong ctia nhay cam héa ngoai vi va trung tdm ddi v6i sy phat
trién bénh 1y ctia dau man tinh da dwoc xac nhan [3],[27],[31].

1.3. ANH HUONG CUA PAU LEN CAC HE THONG CO QUAN.

Pap @ng cta co thé d6i vai phau thuat va dau 1a mot qua trinh phic tap
v6i nhiéu co ché cho dén nay van chua rd rang. Nhiéu tac gia néu ra hai loai
dap g chi yéu sau ddy nham giai thich cho phan 16n cic anh hudng trén cac
hé théng co quan trong co thé:

- Pdp 1mg giao cam thwong than: dau khong duoc Kiém soét co thé dan
dén hoat hoa hé than kinh giao cam, tir d6 gay ra hang loat dap tmg sinh Iy
bénh c6 hai tiém tang c6 thé dén cac bién ching va tir vong sau phau thuat.
Thuong ton mo t6 chuc rong rai, cac xung dong dau gay kich thich cac té bao
giao cam ¢ vung dudi d6i va cac té bao than kinh trudc hach (preganglionic)
& sumg trudc bén cua tay séng. Nhiing té bao nay giai phong catecholamin va
gy ra cac dap ung nhu ting co bop va tan sb tim, ting sc can mach mau
ngoai vi va tai phan bd dong mau tir md ngoai vi va cac tang dén tim va nio
[8].[32],[33].

- Pdp 1g than kinh ni tiét: qua trinh din truyén cac kich thich dau tir
ngoai vi dén hé than kinh trung wong giy ra cac dap tng than kinh noi tiét 1a

su két hop giita cac chat gy viém tai chd (nhu cac cytokin, prostaglandin,
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leukotrien, yéu t6 gay hoai tir u) va cac chat trung gian toan than ctia dap ung
than kinh noi tiét. Cac dap tng nay lién quan dén tuong tac giita truc dudi d6i
- tuyén yén - vo thuong than va giao cam thuong than tir d6 lam tang bai tiét
cac hormon di hoa nhu glucagon, hormon tang trudng, catecholamin va tc
ché cac chat trung gian héa hoc ctia qua trinh di héa nhu insulin va
testosterone [8],[33],[34].

1.3.1. Anh huéng trén tim mach

Mic du c6 nhiing cai thién dang ké vé ki thuat vo cam, réi loan chuc
nang tim tha phat sau nhdi mau co tim, suy tim va loan nhip tim tiép tuc
chiém mot phan 16n cac nguyén nhan gay tir vong sau mo. Pa sé thiéu mau co
tim & giai doan chu phau xay ra sau mo, thuong gap nhat trong ba ngay dau [3].
Bén canh réat nhiéu yéu t c6 thé gop phan gy thiéu méau co tim sau mo (nhu
giam than nhiét, thiéu mau, lo ling, dat va hat dng noi khi quan) dau khong
duoc kiém soat hoat hoa hé than kinh giao cam dan dén tang tiéu thu 6xy co
tim va/hodc c6 thé giam cung cip oxy co tim do co that mach vanh va giam
hién twong gidn mach vanh chuyén hoa tai chd.

Mach nhanh gay ra do catecholamin, tdng cudng co bop co tim, ting
hau ganh va ting khoi luong tuan hoan, thtr phat sau ting cuong giai phong
vasopressin va aldosteron 1am ting nhu cau oxy co tim. Nhiing thay d6i nay
tao thuan lgi cho thiéu méau va suy tim cip, dic biét & cac bénh nhan c6 bénh
d6ng mach vanh kém bu trir va/ hodc bénh van tim [33],[35]. Giam cung cap
oxy c6 thé c6 thé lién quan dén thay ddi vé ho hap bao gom xep phoi thir phat
sau giam thong khi do dau va phu phdi vi ting thé tich tuan hoan. Nguyén
nhan khac gy giam cung cp 6xy la tic hep mach vanh lién quan dén ting
catecholamin tuan hoan va tang truong luc giao cam vanh, ting do nhét huyét
tuong va ting ngung két tieu cau [32],[36],[37].

1.3.2. Anh hwéng trén ho hap
Ty 18 tai bién va tir vong sau chan thwong va phau thuat 16n co lién

quan chit ché dén nhitng réi loan tai hé théng ho hap. O giai doan sau mo
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chtrc nang hé hap bi suy giam rd rét, dic biét 1a voi phau thuat bung va nguc.
Uc ché phan xa tiiy d6i véi than kinh hoanh 14 yéu té quan trong gay suy giam
h6 hap. Kiém soat dau sau md khong tét lam can tré qué trinh ho hap hiéu
qua, bénh nhan thé nong, ho khac kém, do d6 dé& mic cac bién ching viém
phdi, xep phdi, giam dxy mau va té chic [1],[3].

Thay d6i nhanh chtrc ning ho hip dién hinh sau phiu thuat bung trén
dugc Beecher mo ta bao gom; ting tan sb tha, giam thé tich khi luu thong
(TV), dung tich sdng (VC), thé tich tho ra gang stc (FEV1) va dung tich cn
chuc nang (FRC). Nhiing thay d6i nay phan anh tinh trang rdi loan chirc nang
hé hap han ché cip tinh, c6 lién quan dén giam 6xy to chic va giam CO, 1
rét trén 1am sang. Xep phoi, viém phoi va giam 6xy mau dong mach 1a céac
bién chimg thuong gap sau mo, voi ty Ié téi 70% & cac bénh nhan sau phau
thuat bung trén. Cac bién ching nay co lién quan dén giam VC va giam kha
nang ho va thai trir cac chat tiét, dom dai [3].

Dung tich song 1a thong s thay ddi dau tién, giam c6 ¥ nghia trong ba
ngay dau xudng con 40-60% gia tri truéc mo. Sau phau thuat bung trén cac
thong s6 RV, FRC, va FEV; giam nhiéu nhat ¢ gio 24, sau d6 dan tro vé gan
muc binh thuong & ngay thir 7 sau mo. Giam FRC 1a thay do6i bat loi nhat
trong cac réi loan vé thé tich phoi sau mo. Khi giam FRC thé tich phoi khi nghi
tién gan tGi thé tich dong va dan dén hién twong déng duong tho tir d6 gay xep
phdi, bat dong thong khi / twdi mau va giam 6xy mau [3],[38].

1.3.3. Anh huéng trén hé thong mach mau, dong mau.

Giam ndng do cac chat chéng dong ty nhién va ting nong do cac chat
tién déng mau (procoagulants), (¢ ché qua trinh tiéu soi huyét, ting phan tng
tiéu cau va do nhét cua huyét twong 1a nhitng yéu té gop phan lam ting ty 18
cac bién chiing lién quan dén tinh trang ting dong nhu thuyén tic tinh mach

sau, tac doan ghép mach nhan tao va thiéu mau va/hoac nhéi mau co tim.
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Khi dong mau huéng dén cac co quan duge wu tién cao hon thi tudi
mau & cac md, co 1an can va ¢ cac tang khac c6 thé bi suy giam. Giam tuan
hoan tai chd dan dén cac hién twong cham lién vét mo, ting co co, thiéu mau
cac co quan va toan mau. Pap tng véi phau thuat, trang thai dau don gay giai
phong catecholamin va angiotensin c6 thé dan dén hoat hoa tiéu cau - fibrinogen
gdy trang thai ting dong. Pau nhiéu han ché van dong va giam luu luong dong
mau tinh mach. Trong khi thao tac phau thuat c6 thé gay cac tén thuong truc tiép
hé théng mach mau nhit 1a cac tinh mach & chi dudi. Nhiing yéu té nay hinh
thanh nén tam chiing Virchow (trang thai tang dong, & dong mau tinh mach va
t6n thuong ndi mo) tao didu kién cho phat trién thuyén tic tinh mach sau va ning
hon 1a tac mach phoi. Nong d6 norepinephrin huyét twong cao ciing c6 thé dan
dén co mach va két dinh tiéu cau lam ting nguy co tic manh ghép nhén tao sau
cac phau thuat mach mau [3],[37].

1.3.4. Tai vi tri thwong ton

Nhitng thay ddi vé thé dich va hoa than kinh (neurochemical) tai va
xung quanh vi tri ton thuong cé vai trd quan trong d6i voi dau kéo dai sau
phau thuat. Nhay cam hoa lién tuc cac thu thé dau ngoai vi va cac té bao than
kinh thir hai 1a ngudn géc cua tinh trang ting dau kéo dai. Tang nong do IL
(interleukin)-1p va cac cytokin khac 1am ning thém hién twong phu né, kich
thich ctia dau do viém. Mot sb cytokin nhu IL-1B, IL-6, yéu t6 hoai tir u gop
phan 1am giam ngudng dau (allodynia) va dau dai dang. Ban dau cytokin nay
duoc giai phong tir bach cau trung tinh va thyc bao, & giai doan sau cac chét
trung gian nhu yéu t6 ting truong than kinh va nitric oxide duoc giai phong tir
té bao Schwann da hoat hoa 1am ting ton thuong viém than kinh va nang hon
dau than kinh. Cac té bao lympho, bao gom té bao T va té bao diét ty nhién
xam nhap va gay kich thich thém céc diy than kinh di bj tén thuong ciing tao

ra cac triéu chiing than kinh dai dang. Tang hoat dong phan Xa & cac soi giao



15

cam ly tim gdy co mach va nhay cam hoa thy thé dau. Sy thay dbi lién tuc luu
luong dong mau tai chd va hinh thanh cung phan xa dau cudi cing dan dén
tinh trang loan dudng giao cam [3].
1.3.5. Anh hwong trén hé tiéu héa

Hoat hoa cac thu thé dau co thé gay tc ché phan Xa tay tai hé thong tiéu
hoa va 1am cham su tro lai nhu dong rudt. Hoat hoa hé than kinh giao cam ciing
1am cham qua trinh trd lai ciia nhu dong da day rudt sau mo, tir d6 c6 thé dan dén
liét rudt co nang. Mic du liét ruot sau mo 1a két qua caa su két hop xung dong tc
ché di vao tir cac yéu tb trung tAm va tai chd, hién tuong ting hoat tinh giao cam
di ra nhu khi dau khong duoc kiém soat tot co thé lam giam nhu dong da day
ruot va cham tré lai chirc nang ti€u hoa binh thuong [3],[39].
1.3.6. Anh hwéng trén hé than Kinh trung wong

Tin hiéu dau di vao anh hudng dén tit ca cac mirc ctia hé thong than
kinh trung uong dan dén nhiing thay d6i vé hoa than kinh va giai phiu than
kinh. Mot van dé dang thu hit sy quan tdm trong linh vuc giam dau lién quan
dén giam dau khong du va dau cap tinh ning 1a sy phat trién nhay cam hoa
trung tdm. Hién tuong nay dan dén ting dau tht phat duoc mé ta nhu 1a dap
g giao cam thuong than, dong thoi ciing lién quan dén nhitng thay d6i vé hinh
thai, kéo dai tinh nhay cam dau va thuong rat kho diéu tri. Phan 16n thay doi nay
thong qua hoat hoa cac thu thé NMDA va gia ting dong Ca?+ di vao trong té
bao. Nhiing thay ddi vé hoa than kinh dién ra sau d6 bao gom sy diéu hoa nguoc
ciia COX-2 va men tong hop NO (synthetase) 1am ting tong hop prostaglandin
va NO tai cac té bao than kinh d3 bi nhay cam va cac té bao than kinh dém.

Nhu di dé cap trong phan cac duong dan truyén dau, dap tmg tai trung
tam cao hon & vO ndo va hé limbic c6 thé dicu phéi muc d6 cam thu vé dau
hodc 1am ning thém cac rdi loan xuc cam gy lo ling, trAm cam va cac hanh

vi dau man tinh khac. Ngoai ra chat luong va thoi luong cua gidc ngil bi anh
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hudng nhiéu nhit khi diém dau VAS 16n hon 5. Pau nhiéu, mit nga va cac
thay d6i hanh vi c6 thé lam suy giam tinh than va kha ning tham gia hoat
dong phuc hoi sau mé [3].

1.3.7. Hién twong ting dau cip tinh do opioid.

Cac cong bd gan day cho thay co thé tén tai mot dap ung nghich
thuong d6i v6i opioid, khi ma dung opioid thuc té co thé giy ting cam giac
dau hon 14 giam dau. Hién tuong nay duogc biét dén dudi thuat ngir ting dau
do opioid (opioid induced hyperalgesia - OIH). Pay c6 thé 1a két qua cua qua
trinh diéu hoa di 1én cua cac dudng tién dau (pronociceptive) ¢ hé than kinh
trung tdm va ngoai vi. Tiang dau thudng lién quan dén dau man tinh, tuy nhién
OIH cép tinh co6 thé xay ra sau khi st dung liéu cao opioid manh ¢ trong va
sau mo. V& mit duoc 1y OIH hoan toan khac véi dung nap opioid (giam nhay
cam cua cac duong chéng dau), mac du cé hai hi¢n tugng cudi cung déu lam
tang nhu cau opioid. Trén 1am sang kho phan biét giita dung nap va OIH [40].

Mic du co ché chinh x4c cia OIH chua duoc xac dinh, cac tai liéu hién co
cho thiy su twong tac cta hé thong glutaminergic va hoat héa thu thé NMDA
giit vai trd quan trong di v6i phat trién OIH. Str dung cac thude chii van oy,
ché COX-2 va dbi khang thy thé NMDA (ketamin, dextromethorphan) cho thay
c6 hiéu qua trong viéc lam giam OIH [41],[42].

1.3.8. Pau man tinh sau phiu thuit

Pau man tinh sau phiu thuat (CPSP: chronic postsurgical pain) c6 thé
gip voi ty 1& tir 10% dén 65% tuy thudc vao loai phiu thuat, trong sé d6 c6
2% dén 10% c6 mirc do dau nghiém trong [4]. Ty 1é cao nhat duoc ghi nhan &
cac phau thuat gy ton thuong than kinh nhu; cit cut chi (30% - 83%), mo
16ng nguc (22% - 67%), mé xuong e (27%), phau thuat va (11% - 57%), va
phau thuat tai mat (1én toi 56%) [43]. Kehlet va cong su nhan thay ty 1é cao
CPSP lién quan dén tinh trang dau than (somatic) va dau than kinh dai ding ¢

thoi diém mot nam sau phau thuat [4],[43].
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Hau hét dau man tinh déu bt dau tir dau cép tinh, dau sau mo khéng
duoc kiém soat tot c6 thé 1a yéu td du doan quan trong cho su xuét hién cta
CPSP [31],[43]. Bang chimg 1am sang va thyc nghiém cho thdy qué trinh
chuyén dich tir dau cip thanh dau man xay ra rat nhanh va nhiing thay d6i lau
dai vé hanh vi va sinh hoc than kinh (neurobiologic) ciing xuat hién sém hon
nhiéu so v4i quan niém trude day [2]. Pluijms xac nhan BN c6 xu huéng phat
trién dau dai dang sau mé ngyc 13 nhitng nguoi da phai chiu dung muc d6 dau
cap tinh cao nhat trong tuan dau tién sau mo. Trong sé BN xuét hién dau man
tinh c6 67% thong bao diém VAS tir trung binh trd 1én. BN ¢6 xu hudng bi

dau man tinh ciing c6 tong luong thoi gian bi dau nhiéu hon [44].
1.4. CAC PHUONG PHAP DANH GIA PAU

Pé diéu tri dau hiéu qua va an toan thi budc quan trong dau tién 1 phai
danh gia dng mirc 46 va ban chat cta dau. Tuy nhién dau 1a cam nhan cha
quan cua BN, dong thoi chiu sy tac déng ctia rat nhiéu yéu t6 do d6 trén thuc
té viéc danh gia mic d6 dau khong phai lac nao ciing d& dang va chinh xac
néu chi dua vao thong bao tir BN. Do d6, ngoai cam nhan chi quan ctia BN
can xem xét dén cac yéu td khac nhu dau hiéu sinh ton (mach, huyét ap, kiéu
tho), biéu hién vé cam xac va hanh vi khi luong gia dau. Ngoai ra cling can
theo ddi, danh gia vé TDKMM cia giam dau, bién chiung cta phau thuat
thuong xuyén, déu din trong sudt qué tri diéu tri dau [2],[45],[46].

C6 nhiéu phuong phap luong gia dau dugc 4p dung trén 1am sang. Poi
v6i dau cap tinh véi nguyén nhan rd rang nhu dau sau mo, sau chan thuong
cac thang diém luong gid mot chiéu (unidimensional pain rating scales)
thuong dugc st dung cho phép BN tu thong bao nhanh vé mirc 46 dau hién
tai ciia ho. Mot thang diém 1y tuéng can phai don gian, dé hiéu, dé sir dung

d6i v6i BN va nhan vién y té, trong khi thoi gian dénh gia nhanh va cho phép
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st dung 13p lai nhiéu 1an. Thang diém ciing can c6 tac dung phén loai va phan
anh dugc thay doi lién quan dén diéu tri, dong thoi c6 thé ap dung tin cay cho
nhiéu ltra tudi khac nhau. Ddi v6i nguoi 16n cac thang diém sau day thuong

duogc st dung trong danh gia mac d6 dau [25],[45],[47].
1.4.1. Thang diém nhin hinh dong dang VAS (Visual Analog Scale)

Pay 1a thang diém dugc sir dung phd bién nhét trén 1am sang. Thudc
VAS duoc ciu tao gdm hai mat (Hinh 1.3). Mit gianh cho BN danh gia & phia
trai ghi chir “khong dau” va phia phai ghi chir “dau khong chiu n6i”. Bé BN
c6 thé xac nhan dé hon muc d6 dau, sau nay nguoi ta da gin thém vao mit
nay hinh anh thé hién nét mit twong tng voi cac mic do dau khic nhau. BN
tu danh gia bang cach di chuyén con tré dén vi tri twong tmg voi mic d6 dau
cia minh. Mit gianh cho ngudi danh gia duoc chia thanh 11 vach danh sb tir
0 dén 10 (hodc chia vach tir 0 dén 100 mm). Sau khi BN chon vi tri con tro
trén thudc twong tng véi muc do dau ciia ho nguoi danh gia xac nhan diém
dau VAS 1a khoang cach tir diém 0 dén vi tri con tro [25],[46].

Thang diém nay c6 uu diém la don gian, dé hiéu d6i voi BN va c6 thé
thuc hién nhanh va lap lai nhiéu 1an dé danh gia mac d6 dau va hiéu qua diéu
tri, BN chi nhin vao hinh dong dang twong tng 13 c6 thé dién ta duoc mirc
dau ctia minh. Thang diém nay ciing c6 thé ap dung duoc cho BN con dng
NKQ, BN trong don vi cham séc¢ tdng cuong. So vdi cac phuong phap khac,
cach danh gi4 bang thudc ndy c6 do nhay, tin cdy cao hon. Tuy nhién, trong khi
danh gia khong duoc can thiép hodc giup BN di chuyén con tro trén thude. Thang
diém nay ciing c6 nhitng han ché khi ap dung cho nhitng BN an than sau ngay
sau phau thuat, BN c6 kho khin khi tuéng tugng, khiém thi, kho hoic khong
thé giao tiép va tré em dudi 4 tudi [45],[46].
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Hinh 1.2. Thuéc danh gid dau nhin hinh dong dang VAS, Astra — Zeneca

Nguén tir tham khéo [25]

Dua vao thang diém VAS cudng d6 dau dugc chia lam 3 mirc do; dau it
tuong ung v&éi VAS < 3 cm, dau vura hay dau trung binh khi VAS trong
khoang tir 4 dén 7 cm va dau nang hay dau nhiéu khi VAS > 7 cm. Trong giai
doan hoi tinh BN dién dat bang 10i n6i bi han ché, lic nay VAS duoc cho 1a
thang diém thich hop dé danh gia dau va da s tac gia thong nhat khi VAS tir
4cm trd 1én 1a tuong Uimg voi mic do dau can diéu tri. Ngoai ra, khi mot
phuong phap giam dau c6 VAS < 3 cm luc nim yén va < 5 cm lic van dong
dugc coi 1a giam dau hiéu qua. Giam trung binh 30 mm trén thang diém VAS
100 mm thé hién khac biét c6 y nghia 1am sang vé muc d6 dau tuong tng véi
cam nhan giam dau co6 hiéu qua cua BN [25],[45],[46],[48].

1.4.2. Thang diém lrong gia bing so
(Verbal Numeric Rating Scale hay Numeric Rating Scale - NRS).
Pay la thang diém don gian ciing thuong dugc sir dung dé luong gia

mirc 46 dau trén 1am sang. Viéc danh gia dya trén mot thude thang gom 11
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diém danh sb tir 0 dén 10 trén d6 cac diém 0, 5 va 10 twong tmg véi cac mirc
do; “khong dau”, “dau nhe”, “dau trung binh”, “dau nhiéu” va “dau khong
chiu n6i”. BN duoc yéu cau ty lugng gia va tra 101 hodc khoanh tron sé tuong
g voi mirc d6 dau hién tai cia minh. Thang diém nhay cam véi thay d6i vé
murc d§ dau lién quan dén diéu tri, c6 thé hiru ich trong phan biét muc do dau
khi nim yén va lac van dong. Gia tri va do tin cay cua thang diém cling duoc
ching minh & tré em ciing nhu ngudi cao tudi. Pay ciing 1a thang diém danh

gia dau dugc str dung phd bién trong diéu kién cap ctru [45],[46].

i) 1 2 3 4 5 G 7 B a 10
L | | ' I I I | l

Khéng bau Pau trung Pau nhiéu Dau khong
dau nhe binh chiu néi

Hinh 1.3. Thang ddnh gid dau bang so6 (NRS)
Nguon tir tham khao [25]
1.4.3. Thang diém lwong gia bang 161 néi (Verbal Rating Scale)

Con goi 1a thang diém mo ta bang 16i n6i hodc thang diém mo ta don
gian (Simple Descriptive Scale) 1a phuong phap danh gia don gian va dé hiéu
trén 1am sang. Thang diém VRS dién hinh st dung 4-6 tinh tir mé ta muc do
dau ting dan; dau phia bén trai ciia thude déanh gid 1a tir khong dau’ tiép theo
la ‘dau nhe’, ‘dau trung binh’ (khé chiu), dau nang (severe, distressing), ‘dau
rat nhiéu’ (khing khiép) va ‘dau khong thé tdi t& hon’ (the worst possible) 1a
diém ¢ phia bén phai cta thude. BN dugc yéu cau chon tir thich hop mé ta mirc
do dau hién tai cua ho. Thuéc VRS mo ta 4 mic do dau (gém khong dau, dau
nhe, dau trung binh va dau nhiéu) trong d6 mdi tir mo ta twong tmg véi diém sb
tang dan (0, 1, 2, va 3) ciling thuong duoc ap dung. BN duoc yéu cau tra 10i con
s6 mo ta chinh xac nhat muac do dau hién tai ctia ho. Thang diém nay khong nhay
Vi cac thay doi vé muc do dau lién quan dén diéu tri do chi ding s6 luong han
ché cac tinh tir & mo ta dau. Chinh vi vy can c6 thay ddi 16n hon vé muc do

dau dé BN chon tir m6 ta cao hodc thip hon [45],[46].
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1.5. CAC BIEN PHAP PIEU TRI PAU SAU PHAU THUAT BUNG

Cho dén nay chua c6 phuong phap giam dau nao duoc coi 13 tdi wu
nhat, phuong phap phu hop duoc xac dinh dya trén danh gia xem xét & timg
BN cu thé. Xu huéng két hop hai hodc nhiéu hon cac thude va/hodc phuong
phép giam dau & ca trude, trong va sau mo ngay cang trd nén phd bién trong
kiém soat dau chu phau [1],[2],[8],[49],[50]. Ngoai ra, mot s6 yéu té khac lién
quan dén phau thuat nhu rat ngan thoi gian mo, giam thiéu thuong ton mé va
than kinh trong mo, 4p dung cac k¥ thuét it xdm lan ciing can duogc tinh dén
trong chién lugc t6i wu hoa giam dau. Giam dau sau mé hiéu qua 1a mot trong
cac thanh phan quan trong cua chién luoc ting cudng phuc hoi, phdi hop
nhiéu chuyén khoa sau cac phau thuat 16n tai 6 bung [51].
1.5.1. Paracetamol va cac thudc chong viém giam dau khéong steroid

Pay duoc coi 13 nhom thude co ban trong kiém soat dau cap tinh noi
chung. Acetaminophen (con goi 1a paracetamol) 13 thudc giam dau yéu hon so
véi cac diéu tri khac. Tac dung giam dau cta thude c6 hiéu tmg tran (hiéu qua
tdi da néng dd nhat dinh). Du duoc coi la an toan hon cac NSAIDs nhung
thudc c6 gidi han liéu dung ma trén do6 sé ting nguy co ngd doc gan. O nguoi
16n liéu khuyén céo toi da 1a 4000 mg/ngdy. Phéi hop acetaminophen va
morphin lam giam 20% nhu ciu morphin sau mo dé dat duoc mirc giam dau
tuong dwong so v6i khi dung don thuan morphin. Tuy nhién khong giam dong
thoi cac TDKMM lién quan dén opioid nhu PONV, ngira [52],[53].

Khi lga chon bénh nhan phu hop NSAIDs 1a cac thube giam dau tbt
trong giai doan sau md. So véi khi dung opioid don thuén, ty 16 PONV giam
khoang 30% khi phéi hop v6i NSAIDs. Cac TDKMM tiém tang ctia NSAIDs
gdm; ting nguy co chay mau (dic biét 1a da day rudt), loét tidu hod va suy

giam chirc nang than [54],[55],[56].
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1.5.2. Opioid dwong tinh mach, tiém bip hodc duéi da

Mic du ton tai cac TDKMM nhung opioid van 1a “tiéu chuan vang”
trong giam dau sau mo. bay la cac thude tru cot trong diéu tri dau & muac do
trung binh dén rat dau va c6 thé str dung qua nhiéu dudng khac nhau. Nhiéu y
kién cho riang, néu khong c6 TDKMM thi opioid d3 tré thanh mdt nhom
thudc giam dau 1y tudong va khong can tim kiém céac diéu tri thay thé khac.

Tiém tinh mach ngat quang: chuan d6 hay do lidu (titration) cac opioid
trong dau cip tinh bang cach tiém tinh mach cac liéu nho ngat quing cho
phép dat dugc hiéu qua nhanh hon va trdnh dugc hién tugng hép thu thube
khong chic chan khi st dung cac duong khac. Tuy nhién, lidu toi wu ciing
nhu khoang cach giira cac lidu trong chuin dd van chua dugc thiét lap. Liéu
pho bién dbi v6i morphin 13 1-2 mg sau mdi 5-10 phit trong khi véi fentanyl
1a 15-30 mcg sau moi 3-5 phut [57],[58].

Truyén tinh mach lién tuc: khi truyén tinh mach noéng d6 opioid trong
mau dat mic hang dinh sau khoang 4 1an thoi gian ban huy cta opioid st
dung. Cach dung ndy nham trdnh cac van dé lién quan dén hién tugng ting
giam nong do thude qua muc khi dung ngat quang. Tuy nhién, nhitng thay doi
vé dap tmg ctia BN, vé& muc do dau theo thoi gian va sy cham diéu chinh tbc
d6 truyén co thé din dén kiém soat dau khong du hodc xuét hién cac
TDKMM nhu e ché hd hap. Trong diéu kién tai phong bénh so voi PCA tinh
mach cach dung nay 1am tang ty 18 tc ché ho hap 1én 5 1an [2],[59].

Tiém bdp va tiém dudi da: iy 1a hai dudong dung opioid truyén thong
van con phd bién trong diéu tri dau sau md. Can luu ¥ 13 hip thu thude c6 thé
suy giam trong trudng hop tudi mau ngoai vi kém (nhu giam khéi lugng tuan
hoan, sdc, giam than nhiét hodc bat dong) dan dén giam dau khong du ¢ giai
doan dau va hip ting thu khi tuéi mau hdi phuc giy qua lidu thudc ¢ giai
doan sau. Pa s6 cac nghién ctru cho thay cach dung opioid nay cé hiéu qua
giam dau cling nhu théa man BN kém hon trong khi ty 1é e ché ho hap cao
hon so voi khi dung opioid qua may PCA [18],[60].
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1.5.3. Cac phuwong phap gay té

Pa sd cac ki thuat gdy té nhu: gy té ngoai mang ctng, giy té tuy song,
tiém tham tai vét mo, gdy té cac ddy than kinh tai thanh bung (duéi trg gitp
ctia siéu am), t& canh sdng... dung thudc té va/hoic opioid da dugc ap dung
thanh cong trong giam dau cép tinh sau phau thuat bung.

Gay té NMC: Gay t&¢ NMC c6 ludn catheter 1a phwong phap giam dau
duogc coi 13 hiéu qua nhét va ngay cang phd bién trong kiém soat dau sau phau
thuat, sau chan thuong va san khoa. Hiéu qua giam dau wu viét hon cta gay té
NMC so véi sir dung opioid dudng toan than di dugc chimg minh voi bat cir
thude giam dau, vi tri catheter, loai ph?lu thuat cling nhu phuong phéap va thoi
diém danh gia dau nao [2],[61],[62]. Két qua phan tich nhiéu NC cua Wu va
cong su vé opioid duong toan than qua PCA va giam dau NMC cho thay hiéu
qua giam dau khi ndm yén ciing nhu van dong tt hon & nhom NMC 6 tt ca
cac loai phau thuat, ngoai trir giam dau NMC chi sir dung opioid tan trong
nuéc (hydrophilic). Ty 16 budn nén/ nén va an than thip hon nhung ty 18
ngua, bi tiéu va phong bé van dong cao hon ¢ nhom NMC [61]. Gay t& NMC
cling cho thay lam cai thién ap luc 6xy mau dong mach, giam nhiém tring ho
hap va bién chung lién quan so dén dung opioid toan than (Ballantyne, 1998)
[63]. Phan tich Cochrane ctia Werawatganon & Charuluxanun (2005) vé giam
dau sau phau thuat bung ciing xac nhan NMC giam dau t6t hon nhung ngira
nhiéu hon so v6i nhom dung opioid toan than [62]. O BN phau thuat dai truc
trang, Marret (2007) xac nhan giy t¢ NMC c6 diém dau thap hon, giam thoi
gian liét rudt sau mo, khong anh huong dén thoi gian ndm vién nhung ngua,
bi tiéu va giam huyét ap nhiéu hon so véi opioid toan than [64]. Tong két cua
Wu va Rowlingson (2006) trén 12817 BN cit dai trang c6 chuan bi cho thay
giam dau NMC giam ty 1& bién chimg va tir vong & ngdy thir 7 va 30 sau phau

thuat [65]. Mic du hiéu qua giam dau t6t nhung gy t¢ NMC van con nhiing
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ton tai lién quan dén yéu cAu cao vé mat k¥ nang, td chtrc, theo ddi, van dé st
dung thudc chdng dong trong xu hudng dy phong tic mach ngay cang trd nén
pho bién, chinh vi vay viéc chi dinh phai can nhac gitra loi ich va nguy co trén
tirng bénh nhan cu thé.

Gdy té tiy song: Két qua phan tich nhiéu NC ngau nhién cua Meylan
(2009) vé loi ich va nguy co cua morphin dudng tay séng cho cac BN co
phau thuat 16n cho thay st dung morphin (liéu tir 100-500 mcg) & BN phau
thuat bung, tim mach 16ng nguc hoic tiy séng c6 tac dung lam giam diém dau
tir 1-2 cm (trén thang diém VAS 10 cm) trong 24 gio sau mo, dong thoi ciing
giam tiéu thy morphin duong toan than (phau thuat bung rd hon so véi phau
thuat tim mach) [66]. Sir dung qua dudng tiy séng 300 mcg morphin cho
phau thuat dai tryc trang [67] va 500 mcg morphin phéi hop véi 150 mcg
fentanyl cho phau thuat cit gan [68] ciing c6 tac dung giam dau t6t hon va
giam nhu cau opioid so v&i dung morphin PCA trong 24 gio dau sau mo. Tuy
nhién, TDKMM lién quan dén morphin tay séng 1a khé cao theo tong két cua
Meylan véi ty 1& (rc ché ho hap (1,2 -7,6%), ngira (1én tdi 37%) cao hon, trong
khi ty 16 PONV tuong duong so véi PCA duong tinh mach [66].

Tiém tham hodc ddat catheter truyén lién tuc tai vét mé: Céc phan tich
nhiéu NC cua Raines, Richman va Liu déu xac nhan dy 1a k¥ thuat giam dau
hiéu qua c6 tac dung lam giam nhu cau st dung cac opioid duong toan than
cling nhu ty 16 cac TDKMM lién quan dén nhém thude nay nhu ngira, budn
nén, nén va nguy co uc ché hd héap, trong khi khong lam ting ty 1¢ nhiém
trung vét mo [69],[70],[71].

Bén canh d6 mot sb thude, nhom thude c6 tac dung ting cuong hiéu
qua giam dau cua cac opioid nhu ketamin, gabapentin, clonidin, magie
sulphat... ngay cang dugc st dung nhiéu hon trong mé hinh giam dau da

phuong thirc sau cac phau thuat 16n tai 6 bung [1],[2],[42],[72].
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1.6. GIAM PAU DO BENH NHAN KIEM SOAT (PCA)
1.6.1. Lich sir phat trién ciia PCA

Nam 1963 Roe 1a nguoi dau tién chimg minh s dung cac liéu nho
opioid duong tinh mach mang lai hiéu qua giam dau tét hon so v&i duong
tiém bap [73]. Tuy nhién, ngudi tién phong thuc su trong linh vuc giam dau
do BN kiém soat 1a Phillip Sechzer, 6ng da thuc hién giam dau vdi cac lidu
nho opioid duong tinh mach theo yéu cau BN nhung duoc thyc hién boi y ta
(1968) [14] va sau d6 1a bang may (1971) [15]. Mic du giam dau tot hon nhu
viéc cung cap thuong xuyén céac liéu nho opioid cho nhiéu BN 1 khong kha
thi va han ché vé mat gid thanh, nhan luc. DPé c6 thé khic phuc han ché nay
ma khong can dén sy hién dién cia y ta, dau nhitng naim 1970s da chtng kién
su ra doi va phat trién cua cac loai may PCA. Tuy nhién, nim 1976 bom tiém
PCA thuong mai dau tién moi sdn co trén thi truong véi nhan hiéu “Cardiff
Palliator”, san pham nay dugc phat trién boi Truong Y khoa qubc gia Welsh.
Sau nay may PCA d3 c6 nhimg cai tién vuot bac (v6i su ra doi cua bo vi xir
Iy) vé tinh d& st dung, tinh linh dong va kha ning di chuyén cing BN. Uu
diém cua céc thiét bi gan day 1a tinh linh dong cao, c6 thé dé& dang diéu chinh
cac thong s6 cai dat trén may (nhu liéu bolus, tbc do phan b liéu, gi61 han
lidu, thoi gian khoa, liéu truyén lién tuc). Mot s6 may PCA hién dai viéc tiép
can giao dién cai dit hoic bd phan chira thude duoc dit mat ma, do d6 mirc
dd an toan cao hon. Tuy nhién, han ché 1a c6 thé gap sai sot khi cai dat may
cling nhu phai phu thudc vao ngudn nang luong dién [74].

Ngoai ra cac thiét bi PCA st dung mot lan cling dugc phat trién. Uu
diém cua nhing thiét bi nay 1a d& dang di chuyén cung BN, d& st dung,
khong phu thudc vao nguén dién, han ché duoc sai sot lién quan dén cai dat
cac thong s6. Tuy nhién, tinh linh dong cua thiét bi trong qué trinh sir dung
khong cao, va c6 thé gap cac van dé vé mit an toan do viéc tiép can bd phan
chtra thube thuong kha dé dang. Bén canh d6 gia thanh cling c6 thé cao hon

so v&1 may PCA thong thuong.
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Mic du trong nhitng nim dau tién sau khi ra doi PCA dugc st dung
trong nhiéu NC, nhung trén 1am sang phuong phap nay chua duoc phd bién
cho dén khi xuat hién cac don vi giam dau cip tinh vao nhitng nim 1980s.
Hién nay PCA di tro thanh mot phuong phap giam dau chuan, an toan va hiéu
qua, duoc chap nhan rong rai trén thuc hanh 1am sang trong giam dau cap tinh
va man tinh. Do d6 s6 lugng cac NC vé PCA nhu mét k¥ thuat gidm dau da
giam di dang ké trong nhitng ndm gan day [2],[33].

1.6.2. Nguyén ly hoat dong ciia PCA dwong tinh mach.

Giam dau do BN kiém soat 13 thuat ngir dung dé chi mot phuong phap
str dung bom tiém dién hoic phuong tién dung mot lan cho phép BN ty ding
cac liéu nho thubc giam dau (thuong 12 opioid) khi can thiét. Khai niém c6 thé
ap dung voi nhiéu loai thudc va cac duong ding thude khac nhau (tinh mach,
ngoai mang cing, giam dau vung). Trong pham vi luan an nay ching t6i chi

dé cap dén PCA dudng tinh mach.
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Hinh 1.4: Thay doi néng dé opioid trong PCA dwong tinh mach.
(MEAC-Minimum Effective Analgesic Concentration: nong dé giam dau hiéu
qud toi thiéu. Hinh anh tir tham khao [75]).
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PCA van hanh dua trén nguyén 1y ctia vong phan hdi nguoc don gian
(simple feedback) trong d6 cam nhan dau caa BN s& lam xuat hién mong
muén dung thudc giam dau tir 46 ddn dén hanh vi bAm nut yéu cau. Do d6 vé
mit 1y thuyét néu chua dat duoc giam dau mong mudn BN s& tiép tuc bam nut
va khi du giam dau BN s& khong dung thém thudc cho dén khi dau tro lai.
Tuy nhién, diéu nay con phu thudc vao kha ning dung nap véi cac TDKMM
c6 thé xay ra. Trong PCA dudng tinh mach BN tu can bang gitra hiéu qua
giam dau va cac TDKMM, day chinh 1a mot wu diém ndi bat so véi cac cach
dung giam dau truyén thong khac. Vé ban chat cia PCA 1a bién phap diéu tri
duy tri do d6 dé dat duoc giam dau hiéu qua 1a cAn ca nhan hoéa lidu dung
thong qua chuan do dé dat dugc nong do giam dau hiéu qua téi thieu (MEAC)
va tac dung giam dau mong mudn (thuong 1a VAS<4) truéc khi bat dau van
hanh PCA. Hinh 1.4 cho thay so véi khi sir dung cac cach truyén thong PCA
duy tri dugc nong d6 opioid giam dau huyét twong hang dinh hon chi ngay
trén MEAC va con duoc goi 1a ndong do giam dau tdi wu. Trong khi tiém bip
hoic tiém tinh mach ngit quing s& ton tai cac giai doan dau khi nong do
opioid huyét tuong thap hon MEAC, xen k& la cac giai doan nong do qua cao
dan dén an than sau, tc ché ho hip va cac TDKMM khac [16],[21],[76].

1.6.3. Cai dit cac thong s6 trén bom tiém PCA

Viéc cai dit cac thong sb ciia may PCA (nhu liéu bolus, thoi gian khoa,
cac gi6i han liéu, lidu duy tri) c6 thé anh huong dén hiéu qua giam dau va cac
TDKMM cua phuong phap [19],[21],[76].

Liéu tdn cong (loading dose, initial dose)

Hau hét cac may PCA déu c6 phan cai dat thong sé nay, liéu tan cong
dugc phan bd tu dong khi bom tiém bat dau hoat dong. Pay chinh 1a liéu
opioid can thiét dé dat duoc giam dau cho BN truéc khi bat ddu qua trinh tu

kiém soat dau. Tuy nhién, 4n dinh trudc lidu tan cong cu thé thuong kho
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mang lai hiéu qua mong muén do nhu cau liéu thay ddi rat 16n gitta cac BN
nén mot s6 BN c¢6 thé chwa dat dugc muac giam dau can thiét, trong khi c6 BN
lai bi qua liéu thudc. Vi vay, dé chac chan dat duoc giam dau hiéu qua va an
toan cho BN, truéc khi bat diu PCA thay vi st dung liéu tin cong ngudi ta
thuong tién hanh chuan d6 bang cac liéu nho opioid tinh mach cho dén khi dat
dugc diém VAS dudi 4 [2],[16].

Liéu bolus (bolus dose, demand dose)

Con goi 12 lidu yéu cau, 1a luong thudc giam dau duoc tiém vao BN sau
mdi lan bam niat yéu cau thanh cong. Liéu bolus c¢6 thé anh huong dén thanh
cong hay that bai ctia phuong phap PCA, néu qua nho s& khong du giam dau,
qua 16n s& lam tang cac TDKMM [21],[77]. Trén 1am sang liéu bolus véi
morphin thuong 1a 1 mg, trong khi véi fentanyl 1a 10-50 mcg [1],[21],[77].
Truong hop lidu nay khéng da, BN van co thé ty diéu chinh mot phan bang
cach ting s6 1an an nat yéu cau. Liéu bolus c6 thé can diéu chinh cho phu hop
véi muc dau sau d6 cta BN [2],[76]. Etches cho ring PCA khong phai 1a
phuong phap diéu tri trong d6 “mot ché do lidu phu hop véi moi BN” hoic
“cai dat roi quén lang” [78]. Tiép can thong thuong bat dau vai liéu bolus
“chuan” c6 tinh téi yéu t6 tudi va tién st dung opioid. Sau d6 c6 thé thay doi
lidu bolus theo hiéu qua giam dau va cac TDKMM. Khi thyuc hién dugc diéu
nay thi PCA méi thuc su phu hop véi ting BN. Tuy nhién, thuc té liéu bolus
thuong dat ¢d dinh it khi thay doi trong qua trinh giam dau.

S6 1an bam nat yéu cau caa BN (D=demand), bao gém ca s6 lan bam
nat thanh céng c6 bom thudc vao BN (A=actual) va bidm nuat khéng dan dén
bom thudc vao BN c6 thé dugc tham khao dé huéng dan cho viéc diéu chinh
licu bolus (thuong hién thi trén may 1a ty I¢ A/D). Tuy nhién can luu y dén
mot s6 1y do ngoai dau 1am ting ty 1& bdm nat yéu cau nhu lo lang, nham Ian

hoic chua biét cach st dung PCA mot cach thich hop.
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Thoi gian khoa (lockout interval)

Thoi gian khoa 1a khoang thoi gian tir khi két thiic phan bd mot lidu
bolus dén khi BN c6 thé yéu cau thanh céng mét lidu bolus tiép theo (1a
khoang thoi gian ngan nhat gitta hai liéu bolus thanh cong).

Thoi gian khdéa duoc coi 1a mot trong nhitng déc tinh an toan cua PCA,
c6 tac dung ngin BN dung qua liéu opioid, thoi gian nay phai du dai dé danh
gia duoc hiéu qua giam dau hay TDKMM trude khi kich hoat liéu tiép theo.
Néu thoi gian khoa qué dai co thé lam giam hiéu qua cua PCA. Thoi gian
khoa ngin hon c6 thé khic phuc dugc su thay doi vé nhu cau opioid giita cac
BN (c6 thé téi 8-10 lan) va ngay trén mot BN cu thé khi dép ung véi cac muc
d6 dau khac nhau, nhung ciing c6 thé ting nguy co qua liéu thudc.

Nhu vay vé mat 1y thuyét thoi gian khoa sé& thay doi tuy loai thudc sir
dung, liéu bolus, duong dung thudc va thoi gian dat tac dung dinh cua thude
d6. Tuy nhién, trong thuc hanh thoi gian khoa tir 5-10 phut thuong dugc ap
dung vai hau hét opioid [1],[76] mic du tac dung dinh caa thudc hay dugc sir
dung nhit 1a morphin c¢6 thé chua xuét hién trong vong 15 phut [79]. Mit
khac, chua c6 NC nao cho thay thay doi thoi gian khoa anh hudng dén hiéu
qua cua PCA tinh mach. Khi 4p dung céc thoi gian khoa khac nhau (7 hoac 10
phut voi morphin va 5 hodc 8 phat véi fentanyl) Ginsberg khong thay khac
biét vé hiéu qua giam dau, mic d6 lo lang cling nhu cac TDKMM [79]. Khi
BN chua du giam dau c6 thé rat ngan thoi gian khoa, nhung khi thoi gian nay
dd 1a 5 - 6 phut thi tang liéu bolus c6 thé 1a chon lya phi hop hon.

Gidi han liéu (dose limit)

La s6 liéu bolus (thuong tinh 1a ml) t&i da BN c¢6 thé nhan duoc trong
mot khoang thoi gian nhat dinh (1 hoac 4 gio) bat ké s 1an 4n ndt yéu cau 1a
bao nhiéu. B6i véi morphin gigi han lidu phd bién 1a 10 mg trong mét gid

hodc 30 mg trong bdn gio. Can luu y 13 cac dau hiéu cua qua liéu morphin co
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thé xuét hién trude khi dat dugc cac gidi han cai dat trén may. Mat khac ciing
chua c6 bang chiing cho thay viéc han ché nay sé& cai thién mic 6 an toan
cia PCA. Bé ap dung PCA mét cach hiéu qua, can khac phuc duoc su thay
d6i 1on vé nhu cau opioid gitta cac BN. Tuy nhién, kho xac dinh chinh xac
nhu cau opioid dé dat duoc giam dau hiéu qua, dung qua liéu s& 1am ting
TDKMM va céc bién chang nguy hiém lién quan dén ¢ ché ho hap.

Nhu vay, cac “yéu td an toan” nhu thoi gian khoa va gidi han liéu
khong thé thay thé cho viéc dao tao, gido duc nhan vién y té va BN, ciing nhu
viéc theo ddi, danh gia vé dau va TDKMM khi st dung PCA.

Liéu truyén duy tri (background infusion)

Hau hét cac may PCA c6 thé cai dat dong thoi toe do truyén tinh mach
lién tuc voi hy vong cach ding nay két hop voi cac liéu bolus yéu cau co thé
cai thién hiéu qua giam dau va cho phép BN ngu tot hon ma khong bj thirc
gidc do dau hoic bj dau, tuy nhién cach dung nay khong tinh dén muc do an
than cta BN. Phan 16n cac NC khong thé chang minh tinh wu viét vé giam
dau [80],[81] ciing nhu chét lwong gidc nga [82] cua truyén tinh mach lién
tuc. Khong c6 khac biét vé sb lan bam nuat, trong khi lam tang tiéu thu opioid,
tang ty 16 TDKMM, nguy co uc ché hd hap ciing nhu sai sot lién quan dén cai
dat may vao ban dém khi sir dung liéu duy tri [80],[82],[83],[84]. Do d6 liéu duy
tri thuong khong duoc khuyén céo ap dung & nguoi I6n. Tuy nhién, c6 thé cai
thién muc an toan cua liéu ding nay néu nhu cau opioid cia BN di duoc xéac
dinh. Chang han, & BN dung nap opioid liéu duy tri c¢6 thé ding dé thay thé nhu
cau opioid hang ngay. Liéu nay ciing pht hop voi BN can liéu cao opioid, ngudi
thuong thic day trong dau dén vao ban dém. Pé giam nguy co mot NC goi
lidu truyén lién tuc khong nén vuot qua 50% tong liéu trong 24 gio, khi liéu cao
BN thuong khong bam niit va TDKMN ciing ting hon [85].
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1.6.4. Hiéu qua giam dau cia PCA
S0 Vdi cdc kj thudt gidm dau ditng opioid truyén théng

Ballantyne va cong sy (1993) da tién hanh mot phan tich bao gdm cac
NC ngiu nhién c6 nhom ching dé so sanh hiéu qua giam dau ctua PCA tinh
mach véi giam dau thong thuong qua dudng tiém bap. Cac NC so sanh PCA
duong tinh mach khong dung lidu duy tri v6i giam dau bang tiém bap opioid
ctr 3-4 gio mot 1an khi can thiét (loai trir cac d6i tuong tré em, nguoi gia va
cac BN phai vé phong hoi stc tich cuc). Két qua cho thay hiéu qua giam dau
t6t hon mot cach dang ké & nhom sir dung PCA, mic di mic do khac biét
khong 16n vé diém dau (chi 1a 5,9 trong thang diém VAS tir 0-100) [86]. Mot
tong két khac bao gom nhiéu loai NC cia Dolin & Cashman (2002) x4c nhan
PCA duong tinh mach dung opioid cé hiéu qua giam dau tét hon so véi khi
dung opioid tiém bap ngit quing. Ty & dau trung binh - dau nhiéu va ty 1¢
dau nhiéu khi tiém bap twong ung 13 67,2% va 29,1%, trong khi dung PCA
tinh mach chi ¢6 35,8% BN dau trung binh-nhiéu va 10,4% c6 dau nhiéu [60].
Mot téng két khac bao gém 288 NC c¢6 kiém soat, ng?tu nhién so sanh PCA
tinh mach dung opioid vdi cac cach dung thong thuong khac (tiém tinh mach,
dudi da va tiém bap ngat quang) (Walder, 2001) cho thdy PCA c6 tac dung
kiém so4t dau tt hon, tuy nhién khong c6 khac biét giira hai cach dung opioid
vé cac TDKMM ciing nhu murc d6 tiéu thu thudc [87]. Tuong tu, tong két gan
day hon ctiia Hudcova va cong su (2006) ciing cho thay hiéu qua giam dau tét
hon khi dung PCA so véi cac dudng ding truyén théng khac mac du khéac biét
vé diém dau trung binh chi 1a 8.0 trén thang diém VAS tir 0-100) [18].

Su pho bién ciia PCA trén thuc hanh giwdng nhu chua thuc su phu hop
véi nhitng két qua tir cac tong két cua Ballantyne [86], Walder [87] va
Hudcova [18]. C6 thé 1a do trong diéu kién NC nhan vién y té thuong chua y
nhiéu hon dén phuong phap duoc ap dung, do d6 giam dau dung opioid theo
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cach thong thuong tré nén c¢6 hiéu qua hon. Trong khi PCA cling chua hoan
toan giai quyét dugc khac biét giita cac BN [19], nhitng noi c6 ty 1& y ta /BN
cao va c6 kha nang cung cip giam dau thuc sy theo yéu cau thi cach sir dung
opioid théng thudng c6 thé mang lai hiéu qua nhu PCA tinh mach [88]. Tong
két cua Bainbridge (2006) so sanh giita PCA vai giam dau dugc ding boi y ta
sau cac phau thuat tim khong cho thiy khac biét vé giam dau & gid thir 24,
nhung ¢ gio thi 48 PCA c¢6 hiéu qua giam dau t6t hon [89]. Két qua tuong tu

cling dugc phat hién trong kiém soat dau tai phong cap ctu [90].

So véi giam dau bang opioid truyén thong, tiéu thu opioid co thé cao
hon (midc du khong nhiéu) khi sir dung qua PCA tinh mach [18],[89]. Tuy
nhién, khong c6 khac biét vé ty 1¢ cac TDKMM lién quan dén opioid
[18],[86].,[89], ngoai trix ty I¢ ngtra cao hon khi dung PCA [18].

So véi gidm dau ngoai mang cung

Két qua tir hai phan tich nhiéu NC caa Werawatganon [62] va Wu [61]
xac nhan PCA duong tinh mach it hiéu qua hon so véi giam dau ngoai mang
ctng c6 ludn catheter truyén lién tuc va NMC theo yéu cau cta BN. Tuy
nhién, giam dau NMC chi st dung opioid loai tan trong nudc (hydrophilic)

khéng cho thay hiéu qua giam dau tot hon so véi PCA [87].

Sw hai long cua bénh nhdn voi giam dau

Panh gia sy hai 1ong caa BN thuong rat phic tap vi mie do hai 1ong co
xu huéng phan anh sy théa man voi qua trinh diéu tri chung hon 1a chi phan
anh sy thoa man doi voi giam dau. Su mong doi trudc mo vé giam dau ciing
cho thdy c6 anh huong dén mac thoa méin sau mé [91]. Két qua cua Walder
[87], Ballantyne [86] va Hudcova [18] cho thay khi sir dung PCA duong tinh
mach c6 muc dd hai long cua BN cao hon ¢ y nghia so vdi cac phuong phap

dung opioid théng thudng khac. Diéu nay c6 thé lién quan dén diém dau thap,
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thoi gian tir khi c6 nhu cau giam dau dén khi c6 duge diéu tri thuc thu ngén
hon [92],[93] va BN cam thay tu tin va cha dong hon véi giam dau cta chinh
minh [94]. Mic di mot s6 BN thong bao mirc do thoa man cao dong thoi voi
diém dau cao [95]. Ngoai ra PCA ciing 1a phuong phap dugc yéu thich bai y
ta bdi vi phuong phap lam giam luu lugng cong viéc va thoi gian cua ho.
1.6.5. Tac dung khong mong mudn cia PCA

TDKMM cua PCA bao gém cac tac dung lién quan dén str dung opioid
(nhu &c ché ho hap, an than, ngta, budn nén, non, giam nhu dong da day rudt
va bi dai) va cac van dé lién quan dén qua trinh cai va van hanh bom tiém
PCA (duodng truyén thudc khong tbt, trao nguoc thubc 1én hé thong day
truyén, cai dit sai thong sé PCA, nham thudc hoic nong do thude, phéi hop
thudc khong dung. ..). Tong két cia Hudcova va Walder cho thay nguy co cta
cac TDKMM khi dung opioid tinh mach qua PCA tuong ty cac phuong phap
st dung opioid toan than theo cac cach truyén thong [18],[87], ngoai trir ty I¢
ngtra tang 1én & cac BN dung PCA [18]. Phan tich ctia Schein va cong su cho
thay 6,5% van dé lién quan dén PCA 1a do 18i ctia ngudi van hanh (trong d6
81% la sai soOt khi cai dat chuong trinh vai mot nira cac truong hop gay hal
cho BN), 76,4% su c¢6 khong mong muén 1a do hong hoc ciia phuong tién,
dung cu (trong d6 chi 0,5% c6 hai v6i BN). Tac gia ciing trich dan mot bao
céo theo ddi trong 5 nam vé sai sot lién quan dén sir dung thudc véi 7,9% sai
sot lién quan dén PCA c6 gdy hai di véi BN [96].
1.6.6. Cac thudc sir dung trong PCA dwong tinh mach

Nhiéu loai thubc da duoc dung trong PCA duong tinh mach, tuy nhién
opioid van 13 nhom thude ¢6 hiéu qua giam dau tot nhat va duoc lra chon nhiéu
nhét trong diéu tri dau cap tinh (Bang 1.1). Bén canh d6 dé ting cudng giam dau
dong thoi giam b6t cac TDKMM nhiéu loai thude da duoc phdi hop véi opioid
trong PCA (Bang 1.2) [2],[33],[50],[97],[98].
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1.6.6.1. Cdc thuéc nhom opioid

Opioid 14 thuat ngit dung dé chi tat ca cac chat (alkaloids hoic peptides)
c6 4i tinh véi thu thé opioid. PCA tinh mach di duoc ap dung thanh cong véi
hau hét cac opioid sin co trén 1am sang, cho dén nay morphin 1a thudc duoc
NC va st dung nhiéu nhat, tuy nhién sy lya chon cha yéu duwa trén kinh
nghiém va thoéi quen. Cho du chon lya opioid nao thi hiéu biét day du vé duoc
Iy hoc cua thude d6 1a diéu kién tién quyét dbi voi cai dat cac thong sd lién
quan trén may PCA [1],[16],[76],[99]. Dua trén kha ning gin vai thy thé p
cua cac opioid, nhém thudc nay duoc chia lam ba loai; tac dung déng van don
thuan, tac dung déng van - doi khang va déng van mot phan. Trong d6 dong
van don thuan 13 tru cot cta diéu tri dau cap do kha ning gan day du véi thu
thé p ma khong co “tran giam dau”. Tuy nhién lai ton tai “trAn 1am sang” ma
& d6 cac TDKMM nhu budn nén, ndn, an than sau, ngira va tc ché ho hap co
thé 1am han ché viéc dung thém opioid trude khi dat duge du giam dau [16],
[59],[100],[101]. Morphin, hydromorphon, meperidin va fentanyl 1a nhiing
thudc thuong duoc st dung trong PCA tinh mach. Tuy nhién, gan diy
meperidin khong dugc khuyén céo vi lién quan dén ngd doc than kinh trung

wong nhét 1a & BN ¢6 suy than [102].

Nhin chung, cac chat dong van thu thé opiate p c6 tac dung nhu nhau &
nhitng liéu giam dau twong duwong. Khi so sanh trén quan thé 16n, khong co
khac biét roé rang gitta cac opioid. Tuy nhién, & mot BN hoac mot nhém nhéd
BN cu thé dap (ing giam dau va dung nap v6i TDKMM c6 thé khac nhau giita
cac opioid; budn ndn, ndén hoic ngira véi mot thude nhung lai khong thay tac
dung nay khi dung thudc khac. Noi cach khac, ton tai khac biét trong dap Gng
gitra cac BN vé&i mot loai opioid va dap ung ciia mdi BN véi cac opioid khac
nhau [103],[104].
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Bén canh d6 sy khac nhau vé duong dao thai va chat chuyén héa giira
cac opioid ciing 1a co s& cho viéc chon lya thudc cho PCA tinh mach trén 1am
sang [16],[59],[76]. O BN suy giam chirc ning than sir dung mot thude ma
chat chuyén hoa khong c6 hoat tinh nhu fentanyl 1a lua chon phu hop. Khi
dung kéo dai va/hoic liéu cao meperidin (pethidin) dac biét trén BN suy than,
doc tinh cua chit chuyén hoa norpethidin c6 thé giy ra cac thay ddi tir lo ling,
kich thich dén co giat co va dong kinh con 16n. Truong hop can thiét nén gidi
han liéu ding dudi 1000-1200 mg trong ngay dau va giam liéu trong cac ngay
tiép theo [2],[16],[21].

Bdng 1.1. Liéu opioid trong PCA dwong tinh mach [1],[21],[76]

Thuéc Nong do Liéu bolus That gian
khoa
Thuéc chii van
Morphin Img/ml 0,5-2,5mg 5—10 phut
Fentanyl 10-50 10-50 mcg 4 — 10 phut
Hydromorphon 0,2mg/ml | 0,05-0,25mg | 5-10 phut
Alfentanil 0,1 mg/mi 0,1-0,2mg 5— 8 phut
Sufentanil 0,002 mg/ml 2 —5mcg 4 — 10 phat
Oxymorphon 0,25 mg/ml | 0.2-0,4mg 8 — 10 phut
Methadon 1 mg/ml 0,5-25mg 8 — 20 phut
Thuéc chii véan - doi khéng
Buprenorphin 0,03 mg/ml | 0,03—0,1mg | 8—20 phut
Nalbuphin 1 mg/ml 1-5mg 5—15 phut
Pentazocin 10 mg/mi 5—-30mg 5—15 phut
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Pic diém dwoc 1y ciia morphin

Morphin 13 mét trong nhiing opioid it tan trong m& nhét do d6 kha ning
dam xuyén qua cac mang sinh hoc cham hon so véi cac opioid tan trong m&
va it tich lily tai cac mang lipid hodic mé m&. Sau khi bolus tinh mach nong do
huyét twong giam nhanh khi thubc phan bd vao cic mé giau mach méu, chi
25-35% gan véi albumin. Thai trir thudc chi yéu thong qua chuyén dang sinh
hoc tai gan véi 70% thanh thai bugc mot, chi 5-10% bai tiét ¢ dang khong doi
qua nudc tiéu. Toc do thanh thai tai gan caa thudc rat cao (voi nia thoi gian
két thiic khoang 3 gid) va phu thudc vao luu lwgng mau gan. Hon 90% liéu
morphin duoc chuyén héa va bai tiét trong 24 gio sau sir dung. Qua trinh
chuyén hoa tai gan tao ra hai chat chinh 1a morphin 3-glucuronid (M3G) va
morphin 6-glucuronid (M6G), nhitng chat nay sau d6 dugc bai tiét qua nudc
tiéu va dich mat. M6G ciing c6 tac dung giam dau va gy Gc ché ho hap giéng
morphin, do d6 khi dung nhac lai va kéo dai c6 thé tich lily dti gy anh huong
doc trén than kinh trung wong nhat 1a ¢ BN c6 suy than [105],[106].

Pic diém dwoc 1y caa fentanyl

Fentanyl 1a mot opioid téng hop manh gap 50-80 lan so v&i morphin
v6i do tan trong md rat cao nén xuat hién tac dung nhanh (onset) trong vong
30 gidy, tac dung dinh trong 5-10 phat va thoi gian tac dung ngan khoang 30-
60 phut. Sau dung tinh mach, fentanyl phan b nhanh dén nio, tim va cac mo
giau mach mau voi nira thoi gian dat dugc can bang tai vi tri tac dung khoang
5 phut. Trong thoi gian ngan thudc phan bé rong khip co thé do d6 néng do
huyét twong giam nhanh. Tac dung két thuc khi thudc tai phan bd khoi hé than
kinh trung wong. Nong do fentanyl huyét twong (Cp) co tac dung giam dau
thay doi tir 0,6-3 ng/ml. Trong khi ndng d6 trén 2 ng/ml lién quan dén uc ché

hé hip c6 ¥ nghia 1am sang. Nhu vay “cira s6 diéu tri” cho giam dau fentanyl
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nam giira ndng do thip nhat c6 hiéu qua giam dau va ndng d6 lién quan dén
tic ché ho hap. Cac NC cho thay C, thap nhat c6 hiéu qua giam dau cua
fentanyl d6i v&i phau thuat bung va chinh hinh thay doi tir 0,63-1,54 ng/ml.
Fentanyl dugc chuyén dang sinh hoc tai gan chu yéu thanh chat chuyén hoa
khong hoat tinh 1a norfentanyl, chi 6-8% bai tiét & dang khong thay d6i qua
nuéc tiéu [105],[107].

Morphin Fentanyl Ketamin

Hinh 1.5. Cdu triic héa hoc ciia cdc thuoc gidm dau trong NC [108],[109]
1.6.6.2. Cdc thuéc phoi hop ciing opioid trong PCA tinh mach

Xu huéng két hop cac thudc va/hoic phuong phap khac nhau trong
kiém soat dau (multimodal analgesia) ngdy cang trd nén phd bién [55],[110]
Nhiéu thudc da duoc phdi hop véi opioid trong giam dau PCA véi muc dich
nham ting hiéu qua giam dau va/hodc han ché cac TDKMM [97],[102]. Bang
1.2 cho thay hiéu qua cua két hop morphin véi mot sé thudc giam dau khac
nhau trong PCA dudng tinh mach. Ketamin 1a thudc thu hit duoc sy qua tdm
NC nhiéu nhat véi cac tac dung da dugc cong bd nhu ting hiéu qua giam dau,
giam nhu cau opioid, giam mot s6 TDKMM, giam hién tuong ting dau lién

quan dén opioid cling nhu ty 1é dau man tinh sau phau thuat [41],[111].
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Bdng 1.2. Tdc dung ciia thuéc phéi hep véi morphin trong PCA [21].

Thudc Hiéu qua TAc gia
Ketamin Giam tiéu thu morphin va cai thién Burstal (2001), Javery
hiéu qua giam dau. (1996), Unlugenc (2003)
Naloxon Hiéu qua phu thudc lidu dung Cepeda (2002, 2004)
Tramadol Giam tiéu thy morphin nhung giam Stiller (2007)
dau khong tot hon
Clonidin Giam non, budn ndn, khong 1am ting
an than. Piém dau trong 12 gio thap Jeffs et al (2002)
hon, muc hai 1ong cao hon
Magnesium | Giam tiéu thy opioid, giam dau t6t Unlugenc (2003)
Giam ti€u thy morphin nhung khong
K I .
etorolac khac bi¢t vé giam dau va cac Chen (2005)
TDKMM
Nhu dong rudt, di lai sém hon va muac Cepeda (1996),
Lidocaine | hai long cao hon. Khong khac biét vé .
: . ' Chia (1998
giam dau, tiéu thu opioid, PONV la (1998)

1.7. NGHIEN CUU VE SU DUNG FENTANYL VA KETAMIN TRONG PCA
1.7.1. Fentanyl trong PCA dwong tinh mach

Mic du di va dang duoc dung phd bién dé giam dau trong phau thuat
ddng thoi ciing 13 thude co thé sir dung an toan cho cac BN suy giam chic
nang cac co quan nhung chua coé nhiéu NC vé sir dung fentanyl qua PCA
duong tinh mach trong giam dau sau mé [107].

Nghién ctru da trung tdm cua Hutchison va cong su (2006) so sanh hiéu
qua giam dau va cac TDKMM cia PCA duong tinh mach gitra ba thuéc
fentanyl, morphin va hydromorphon. Két qua cho thay fentanyl c6 diém dau
va ty 1& cac TDKMM thudng gap thap hon so véi morphin va hydromorphon.
Trong khi khong c6 su khac biét dang ké vé lugng opioid tiéu thu & mdi nhom

khi chuyén dbi tac dung giam dau twong duong. Ngoai ra ciling khong khac
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biét vé ty 18 trc ché ho hap gitta ba opioid trén. Tir cac két qua trén céc tac gia
khuyén cdo nén can nhac sir dung fentanyl nhiéu hon trong PCA tinh mach do
hiéu qua giam dau tot hon trong khi cac TDKMM it hon [112].

Nghién ctru ciia Stavropoulou (2008) trén cac bénh nhan phau thuat tai
6 bung dung PCA tinh mach cho thay fentanyl c6 hiéu qua giam dau t6t hon
trong khi céc ty 16 cac TDKMM sau mé thap hon so véi khi sir dung morphin
[113]. Mot s nghién ctru khac ciing cho thay hiéu qua giam dau tét khi st
dung PCA tinh mach bang fentanyl cho cac bénh nhan bong (Prakash 2004)
va giam dau san khoa (Castro 2003) [114],[115].

1.7.2. Phoi hgp morphin va ketamin trong PCA dwong tinh mach
1.7.2.1. Péc diém dwoc Iy ciia ketamin

Ketamin 1a mot dan chat phencyclidine (Hinh 1.5) dugc dua vao st dung
1am sang nam 1965 va duoc nhic dén nhu mot “thude mé phéan ly” (BN ¢ trang
thai ngti nhung van mé mat). Ketamin gay ting thoang qua tan sb tim, HA va
luu lwong tim, tac dung Gc ché co tim khong 16 rang trén nguoi khoe manh.
Thudc khong gay e ché ho hap va co tac dung gy gidn phé quan nhung khong
loai trir nguy co trao nguwoC mic du van duy tri cac phan xa duong tho.

Khac v6i hau hét cac thubc mé tinh mach ketamin con co tac dung
giam dau Vi co ché dugc cho 13 d6i khang thu thé NMDA, twong tac véi thu
thé p tity song va cac duong uc ché dau di xudng (i tinh ctia ketamin vai thy
thé NMDA cao hon so véi thu thé p). Hién tuong nhay cam héa trung tdm va
tang dau ciing giam di khi st dung ketamin. Nong d6 mau cua thudc giam
theo hai pha 13 phan bd nhanh va thai trir cham véi thoi gian ban huy trong
pha dau 1a 16 phut va pha thir hai 1a 180 phut. Sau khi tiém liéu duy nhat 125
hoiac 250 mcg/kg, ndng d6 ketamin mau giam xudng dudi 100 ng/ml trong
vong 30 phat. M6 hinh thay d6i nong d6 ketamin cho thay kho duy tri ndng
d6 thudc trén mac 100 ng/ml (nhét 1a trong pham vi hep 100 - 200 ng/ml) khi
dung mot lidu tiém duy nhat. Tac dung giam dau don thuan cua thudc xuat
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hién & nong dd mau 150 - 200 ng/ml va phu thudc lidu. Tuy nhién, TDKMM
vé mit tim than nhu hién tuong kich déng xay ra ¢ néng do mau 200 - 300
ng/ml. Tinh chat duoc dong hoc va TDKMM di ngan can viéc dung ketamin
don thuan dé giam dau ma can phai dat dugc du giam dau bing opioid hoic
cac thudc khac trudc khi sir dung ketamin [41],[42],[109],[116].

1.7.2.2. Phéi hop morphin va ketamin

Elia & Tramer (2005) tién hanh phan tich 53 NC str dung ketamin trong
giam dau sau mo. Két qua phan tich dudi nhom tir 5 NC sir dung ketamin
phdi hop véi morphin trong PCA tinh mach (n=284) cho thay mirc do dau sau
mé giam trong 3 NC, trong khi két qua nay khong duoc xac nhan trong 2 NC
con lai. Cac tac gia di dén két luan vai tro cua ketamin phdi hop véi morphin
PCA con chua ro rang [117].

Téng két Cochrane caa Bell va cs (2006) bao gom 37 NC (n=2240) dé
cap dén hiéu qua va kha nang dung nap caa ketamin st dung & giai doan chu
phau trong kiém soat dau cap tinh sau md. Két luan cho thiy ketamin liéu
thap c6 tac dung lam giam nhu cAu morphin va ty 1é PONV trong 24 gid dau
sau mo, cac TDKMM khéc thuong nhe hoic khong ton tai [111].

Tong két ciia Carstensen va cong sy (2010) nham so sanh hiéu qua va
murc d6 an toan ctia ketamin phdi hop véi opioid so véi khi st dung opioid
don thuan trong giam dau PCA tinh mach. C6 11NC dugc xac dinh véi tong
s BN la 887. Chit luong va gia tri cua tat ca cac NC duoc danh giad theo
thang diém chat lugng caa Oxford (Oxford Quality Scale) véi s6 diém trung
binh 13 4,5. Thang diém VAS hoic thang diém danh gia bang 10i n6i (VRS)
dugc dung dé danh gia mic d6 dau. Két qua co 6 NC cho thdy c6 sy cai thién
dang ké vé giam dau khi phdi hop ketamin véi opioid, trong khi 5 NC khong
cho thay hiéu qua cua su két hop nay. Véi cac phau thuat nguc, PCA phdi
hop ketamin véi opioid uu viét hon so véi khi dung don thuan, véi cac tac
dung 1am giam dang ké diém dau, giam tiéu thu morphin cong don ciing nhu
giam ha SpO, sau md. Trong khi loi ich ctia két hop nay d6i véi cac phau
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thuat chinh hinh hozc phau thuat tai 6 bung van chua rd rang. Mot vai yéu td
can dugc xem xét Khi danh gia cac két qua trai nguoc nhau tir cac NC nay do
1a khac biét vé ¢& mau, ty 1& phdi hop morphin/ketamin, thoi diém bat dau
PCA, liéu ketamin, mirc d6 dau ban dau, loai bénh nhan va phiu thuat ciing
nhu phuong phap do ludong danh gia dau. Mot s6 NC chi bao gom mot sd
lwgng nho BN va hau hét NC duoc thiét ké dé phat hién hiéu qua diéu tri 20-
30% & muc y nghia 0,05. Diéu nay duoc cho 1a c6 thé lam nhiéu viéc phat
hién anh huong cua ketamin [20].

Ty 1é phéi hop va tinh én dinh cia hén dich morphin va ketamin

Pé dat dugc giam dau hiéu qua va giam thiéu cac TDKMM, liéu va ty
1& liéu phéi hop giita morphin va ketamin c6 thé giit vai tro quan trong. Céac
NC di cong bd cho thay liéu bolus ketamin thay ddi trong pham vi rong rong
tir 0,4 dén 5mg/ ml va ty 1é phéi hop ketamin/morphin thay doi tir 0,75 dén 5
Vi ty 18 phd bién theo mg 1a ty 1é 1:1. Sveticic va cong sy da thuc hién NC
nham xac dinh ty 18 phéi hop thudc va thoi gian khoa (lockout) tbi vu dé dat
duogc tac dung hiép dong cua hai thudc. Két qua cho thay ty ¢ toi wu giira
ketamin va morphin la 1:1 véi thoi gian khoa 1a 8 phat. Trong NC nay tiéu
thu morphin sau mo xap xi 3 mg/gio [118].

On dinh caa hdn hop dung dich ketamin va morphin trong dung dich
mudi sinh 1y 14 van dé& d3 dugc quan tAm khi pha tron cac thudc nay trong
cing mot bom tiém. Donnelly va cs x4c nhan khi pha thudc bang nudc mudi
sinh ly va dugc dung trong cac bom tiém polypropylen, luu gitt & nhiét do
23°C va 5°C cac dung dich chtra ketamin (nong d6 2 mg/ml) két hop voi
morphin (ndng d6 2, 5, hoac 10 mg/ml) c6 tinh twong thich vé mat vat 1y va
6n dinh vé mat hoa hoc trong 91 ngay [119]. Trong khi Schmid ciing cho thay
dung dich két hop ketamin va morphin trong mudi sinh Iy & cac néng do
thudc hay dung trén 1am sang c6 tinh 6n dinh & nhiét 6 phong trong it nhét 4

ngay véi cac gia tri pH thay ddi tir 5,5-7,5 [120].
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M@t s6 nghién ciru lién quan trong nwéc.

Khi so sanh giita morphin va fentanyl trong giam dau sau mo dung
PCA tinh mach trén cac BN phau thuat bung, Nguyén Toan Thing (2013)
thiy rang ca hai thudc déu cho hiéu qua giam dau tét va twong duong nhau
trong khi ty 18 cac TDKMM & nhém sir dung fentanyl thap hon [121].

Hiéu qua cua két hop morphin va ketamin theo cac cach va & cac thoi
diém khac nhau ciing di duoc xac nhan trong mot sé6 NC trude day. Két qua
cua céc tac gia Nguyén Hong Thay (2005) [122], Tran Thi Tram Oanh (2006)
[123] va Nguyén Van Minh (2008, 2009) [124],[125] cho thiy tac dung ting
cuong giam dau khi str dung ketamin lac khdi mé cling nhu truyén lién tuc
trong va sau phau thuat tai 6 bung va tim mach. Tran Pang Luan sir dung
phdi hgp morphin va ketamin trong chuan do dau sau phau thuat 6 bung
cho thy giam tiéu thu morphin va cai thién chat luong giam dau, tuy nhién
BN c¢6 xu huéng budn nga nhiéu hon [126].

Pao Khic Hung va Nguyén Qubc Kinh (2012) nghién ctu trén céc
bénh nhan phau thuat chinh hinh duoc gidm dau sau md béng PCA tinh mach
st dung phdi hgp morphin va ketamin x4c nhan hiéu qua giam dau & nhom
phdi hop thudc tét hon, tiéu thy morphin it hon, trong khi khong c6 khac biét
Vvé ty 1& cac TDKMM [127].

Nguyén Toan Thing va Nguyén Hiru Ta (2013) danh gia hiéu qua giam
dau va cac TDKMM cia PCA dudng tinh mach st dung morphin phdi hop
véi ketamin so véi morphin don thuin trén bénh nhan phiu thuat tai 6 bung.
Két qua cho thay hiéu qua giam dau tbt trong khi tiéu thu morphin ¢ nhom két
hop thudc it hon [128].
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Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
2.1.1. Tiéu chuin lya chon bénh nhan vao nghién ciru

- Bénh nhan tir 18 tudi tré' 1én, déng ¥ hop tac va tham gia vao nghién ctu.

- Pugc phéu thuat c6 chuan bi tai 6 bung (loai trir cac phau tai thanh bung).

- Tinh trang sirc khoe trudc mo ASA I- 111

- Gay mé NKQ va dy kién rat NKQ tai phong md hodc phong hdi tinh.

-Pa duoc kham gay mé va giai thich trudc mo vé nghién ciu, ky thuat
PCA, thang diém VAS. C6 kha ning hiéu va an nut PCA.

- Khong c6 chdng chi dinh véi cac thude str dung trong nghién ctu.
2.1.2. Tiéu chuan loai trir bénh nhan khéi nghién ciru

- Trang thai than kinh, tim than khong 6n dinh, khiém khuyét vé cac giac
quan nghe, nhin, phat 4m (khong c6 kha ning hiéu va/hoic an niat PCA).

- Tinh trang strc khoe trudc mo ning (ASA IV), cac bénh ning kém theo
nhu; cao huyét ap, dai dudng, suy cac co quan tim gan than, COPD...

- C6 dau man tinh trudc mo va / hoic sir dung thuong xuyén cac thudc
giam dau nhom opioid. Nghién hodc phu thudc cac opioid, heroin.

- C6 céc bién chung ning lién quan dén gay mé va / hoic phau thuat.

- Can thd may kéo dai trén 2 gid tai phong hdi tinh.
2.1.3. Tiéu chuin dwa ra khéi nghién ciru

- Bénh nhan khong mudn tiép tuc tham gia nghién ctru.

- Xuat hién céc bién chung lién quan dén phiu thuat hoic qua trinh diéu
tri sau mo6 dan dén phai ngung st dung PCA.
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciru

- Nghién ciru tién ciru 1am sang, can thiép ngiu nhién va co d6i ching.

- Pja diém tién hanh: Khoa Gay mé hdi sic - Bénh vién Bach Mai.

- Thoi gian nghién ciru tir thang 12/ 2010 dén thang 12/2015.
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2.2.2. C& mau

Chiing t6i 4p dung cong thirc tinh ¢& mau trong so sanh ty 1& giita cac
nhom theo tai liéu cia WHO (Sample size and sampling in medical research,
World Health Organization, 1991, Geneva) dé udc tinh ¢& mau nghién ctu

nhu sau:

[Zo 2P = P) +Zy 4\ [P, @— p) + P,A— P,)T
(pl - p2)2

Trong do: (p;, p2 tinh theo NC ctua Hutchison [112])

n=n,=

n.: ¢& mau nhom doi chang.

n,: ¢& mau nhom nghién ciu.

p:: Ty I¢ TDKMM cta nhom dung morphin 1a 48% (nhom ching).

p2: Ty I€ TDKMM cua nhom dung fentanyl 20%.

p = (p1tp2)/2 = 0,34

Z1.o: Hé s6 tin cay & mirc xac suat 95% (=1,96).

Z;: Luc mau (= 80%).

Theo cong thirc tinh dugc ¢& mau mdi nhom 13 44. Trong NC nay chung

t6i 14y tron s6 bénh nhan trong mdi nhom 1a 50.
2.2.3. Tién hanh nghién ciru

* Tham kham, danh gia va tw van trude mo.

- Bénh nhan dugc kham trudc gdy mé nhu thuong quy.

- Giai thich cho bénh nhan vé dau sau md va ky thuat giam dau PCA
cling nhu muc dich nghién ctru, cach tién hanh, hiéu qua, cac tac dung khong
mong muén co thé xay ra va bi¢n phap diéu tri. Bénh nhan xac nhan da dugc
giai thich va déng y tham gia nghién ctru (Phu lyc 2).

- Huéng dan bénh nhin st dung thuéc danh gia mirc d6 dau (thudce

VAS) ciing nhu cach bam nut yéu cau giam dau PCA.
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* Tai phong mé

Céc bénh nhan dugc gdy mé theo qui trinh sau;

- Lap dat va van hanh cac thiét bi theo ddi (dién tim, huyét ap, bdo hoa
06xy mao mach), cho bénh nhan thé o6xy 3-5 lit/phut va tién hanh lam duong
truyén tinh mach ngoai vi.

- Tién mé; midazolam 1-2 mg tinh mach ngay sau khi c6 dudng truyén.

- Khéi mé duong tinh mach bang céc thudc sau:

+ Thudc ngu; sir dung propofol lidu 2 mg/kg, hodc etomidate véi lidu
0,3 mg/kg (v6i truong hop chdng chi dinh propofol).

+ Thudc giam dau; fentanyl lidu 2 meg/kg.

+ Thubc gidn co; sit dung mot trong cac thude rocuronium (Esmerone)
lidu 0,1 mg/kg, atracurium (Tracrium) lidu 0,1 mg/kg, pipecuronium (Arduan)
lidu 0,1 mg/kg hodc vecuronium (Norcuron) liéu 0,1 mg/kg.

- Duy tri mé:

+ Thudc mé bdc hoi isofluran (2-3%) hoidc hodc propofol tinh mach
6-9 mg/kg/gio.

+ Giam dau; fentanyl 50 mcg sau mdi 30-40 phiit.

+ Gidn co; bolus tinh mach ngit quing tiy theo thoi gian tac dung.

- Khi két thiic cudc md bénh nhan duogc chuyén dén phong héi tinh.

* Tai phong hoi tinh

- Rat 6ng NKQ khi bénh nhan dap tGng du cac tiéu chuan vé tri giac,
than nhiét, huyét dong va hdé hip ciing nhu tac dung cta thudc gidn co.
Truong hop can thiét tién hanh giai gidn co trudc khi rat dng bang neostigmin
40 meg/kg phdi hop voi atropin 15 meg/kg (pha 20 ml tiém tinh mach cham).

- Nhitng bénh nhan du ti€u chuan lya chon véo nghién ctru dugce rat
tham ngau nhién, chia thanh 3 nhom str dung giam dau PCA:

+ Nhom M (nhom chiting): ding PCA bang morphin.

+ Nhom MK: dung PCA bang hon hop morphin va ketamin.

+ Nhom F: dung PCA bang fentanyl.
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- Phuong tién va cach pha thudc: Str dung bom tiém loai 50 ml va dung
dich natriclorua 0,9% dé pha thubc véi ndong d6 va cach pha nhu sau:

Bdng 2.1. Nong dé va cdach pha thuéc gidm dau

Nhom Thudc giam dau Cach pha Nong do
M Morphin 50 mg morphin/50ml 1 mg/mi
Hon hop morphin + | 50 mg morphin +50 m
MK op .rp : -p : 1mg: Img/iml
Ketamin* ketamin/50 ml
F Fentanyl 1 mg/40 mi 25 mcg/mll

(*) Tinh 6n dinh vé mat hoa hoc ciing nhu tac dung duoc 1y cua hon
hop nay da dugc xac nhan trong cac NC ctia Schmid va Donnelly [119],[120].

- Trude khi 1ap PCA céc bénh nhan c6 diém VAS > 4 dugc chuan do
bang dung dich thubc str dung cho PCA cho dén khi dat dugc diém VAS < 4.

Quy trinh chuan d¢ dau sau rat dng NKQ [57],[58]:

+ Nhom M va MK: Tiém tinh mach 1 ml (tuong ing 1 mg morphin &
nhém M va 1 mg morphin phdi hop véi 1 mg ketamin & nhéom MK) sau mdi 5
phut cho dén khi dat dugc diém VAS < 4.

+ Nhom F: Ti€ém tinh mach 1 ml (twong Ung vd1 25 mcg fentanyl) sau
mdi 5 phit cho dén khi dat duoc diém VAS < 4.

- Pudng dan thude vao bénh nhan tir may PCA bang duong tinh mach
riéng biét hodc qua chac ba c6 dong chay on dinh.

- Thong s6 cai dat PCA nhu sau:

Bdng 2.2. Cdc thong sé cai dit mdy PCA (Tir cdc tham khdo [16],[129])

Tén thubc Li%il r?qfl’)lus Thoi gian khoéa | Lidu t8i da/dgid
Morphin (M) 1mg 8 phut 15 mi
Fentanyl (F) 25 mcg 8 phut 15 ml
Morphin + Ketamin (MK) | 1mg/1mg 8 phut 15 ml
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- Giam dau PCA dugc sir dung trong 48 gid sau mo. Trong qué trinh
nghién ctru tt ca bénh nhan déu duoc theo ddi vé: mach, huyét ap, tan sb tho
tho, SpO,, mic d§ giam dau (khi nghi ngoi va luc van dong), cac TDKMM va
nhu ciu bo sung cac thude giam dau khac.

- Phat hién va xt 1y cac bién chimg

+ Thé cham: dugce xac dinh khi tan s thd < 10 1§n/ph1'1t, dong vién
bénh nhan thd, néu can tiém liéu nhé naloxon 0,04 mg dén khi tan sb tho
> 10 lan/phut.

+ Suy ho hép: Tan sb tho < 8 1§n/ph1'1t, SpO, < 90%, do an than sau
(Ramsay trén IV) bénh nhan duoc cip ctru theo cac bude hdi stic thuong quy:
bop bong hd trg véi dxy 100%, tiém naloxon 0,1 mg tinh mach cham, c6 thé
nhic lai néu can cho dén khi bénh nhan tinh tdo tro lai va ho hip hiéu qua hon
(tho trén 12 1an/phut). Néu khong cai thién dat NKQ va thd may néu can

+ Non: Khi nén nhiéu diéu trj bang cac thudc chdng nén nhu ondansetron
4-8 mg tiém tinh mach cham, metoclopramid 10 mg tinh mach. Truong hop
khong hiéu qua phdi hop hai thude hoic dung thém dexamethasone 4-8 mg tiém
tinh mach.

- Xt 1y giam dau khong du: kiém tra lai nguon dién, cai dit may PCA
va duong truyén tinh mach, luong thude con lai. Tién hanh chuan do lai béng
dung dich thudc giam dau dang sir dung trong may PCA (luong thudc nay
dugc tinh vao ti€u thu chung ctia bénh nhan) trudc khi khoi dong lai PCA.
Truong hop van con kha ning bAm may can giai thich lai cho bénh nhan. Néu
dau khong giam bd sung thém 30 mg ketorolac tiém tinh mach.

2.2.4. Céc tiéu chi danh gia chi yéu trong nghién ciru
2.2.4.1. Tiéu chi lién quan dén hiéu qud dau (muc tiéu 1)

- Piém VAS (theo thang diém tir 0 ¢én 10) khi nam yén va khi van dong
(bénh nhan chu dong ho hoac thay doi tu thé) & thoi diém ngay sau rat NKQ
(trudc khi chuan do) va cac thoi diém nghién ctru trong vong 48 gio ké tir khi

st dung PCA (tuong tng tir Ho dén Hag).
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- Luong thudc sir dung (tinh bang mg véi morphin va ketamin, meg véi
fentanyl) va thoi gian chuan do (phut) dé dat dugc VAS < 4.

- Luong thubc giam dau tiéu thu trong 6, 12, 24, 48 gio sau khi lap PCA
(tinh bang mg v6i morphin va ketamin, meg véi fentanyl).

- Ty 16 A/D: 1a ty Ié giira s6 1an bAm nat dan dén bom thudc (Actual) trén
téng s6 1an bam nat yéu cau (Demand). Ty 1& A/D hién thi thudng xuyén trén
may PCA va dugc ghi nhan & gio thtr 24 va 48 gio sau khi bat dau diung PCA.

- Murc d¢ thoa man cta bénh nhan voi phuong phap giam dau; dugc chia
lam ba mac nhu sau:

+ R4t hai 1ong: khong hodc dau nhe, thoai mai va dé chiu trong subt qua
trinh dung PCA, khong c6 TDKMM.

+ Hai long: con dau nhe hoac c6 TDKMM nhung thoang qua, it gdy kho
chiu va chap nhan dugc. Tiép tuc chon PCA & 1an phau thuat tiép theo néu co.

+ Khong hai long: con dau nhiéu trong qua trinh dung PCA va/hodc ¢o
TDKMM giy lo lang khé chiu nhiéu. Khéng muén dung lai PCA néu dugc
lya chon.

- Cac véan dé lién quan dén cai dit va van hanh PCA nhu; nguén dien,
béo dong caa bom tiém, dudng luu thong thude. ..
2.2.4.2. Tiéu chi lién quan dén tic dung khéng mong muén (muc tiéu 2)

- Thay d6i vé ho hap: tan s6 tho (lan/phut), bao hoa dxy mao mach
(SpO,, %) trong thoi gian st dung PCA.

- Thay d6i V& tuan hoan: tan sb tim (lan/phut), huyét 4p trung binh
(mmHg) trong thoi gian st dung PCA.

- Budn nén va non trong ngdy thir nhat va tha hai sau khi sir dung PCA
dugc dénh gia theo bon mirc do (Theo Apfel [130]):

+ P06 |1 Khong budn nén, khéng non (Khong PONV).
+P6 1l: Chi budn non nhung khong non.
+ D6 111: Budn non va ndn it (dudi 3 lan/ngay).

+ Do 1V: Budn ndn va ndn nhiéu (tir ba 1an tro 1én/ngay).
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- Trang thai an than theo thang diém Ramsay stra d6i, gom 6 do [131]:
+ Do I: Lo lang, bon chdn (restless).
+ Do II: Hop tac, c6 dinh hudng va yén lang (tranquil).
+ Do 11 Pap tng véi yéu cau bang 161 noi.
+ Do IV: Ngu, nhung dap tng vai lay nhe hoac goi to.
+ Do V: Ngu, khong dap ang véi lay nhe va goi to nhung dap
ung véi kich thich gay dau.
+ P06 VI: Khong thé danh thirc (unarousable), khong dap ung véi
kich thich gay dau.
- Ngura: dugc dinh tinh 1a c¢6 hodc khong.
- Xuat hién nhu dong rudt tro lai: duge danh gia tai hai thoi diém 24 va
48 gio sau khi sir dung PCA. Nhu dong ruot tré lai dugc xac nhan khi bénh
nhan trung tién hodc c6 cam giac s6i bung, hoac nghe bung c6 nhu dong rudt.
- Bi dai: chi danh gia ¢ cac bénh nhan khong dit dng thong bang quang
tir trong md. Bi dai duoc xac dinh khi bénh nhan c6 cau bang quang hoic
khong di tiéu duoc va phai dat 6ng théng bang quang.
- Ao giac: duoc xac dinh 1a sy cam nhén (perceptions) lién quan dén thi giac,
thinh giac hoac xtic gidc vé nhitng dbi tuong hoic kich thich khong ton tai [132].
- Céc biéu hién khac nhu hoa mit chong mit, dau dau méi xuat hién.
2.2.4.3. Cdc tiéu chi danh gia khdc
BPdc diém chung cia bénh nhéan: tudi (ndm), gidi (nam/nix), can ning (kg),
trinh do hoc van (nghé nghiép), phan loai sitc khoe theo ASA, tién sur lién
quan (hat thudc 14, say tau xe, nén va budn noén sau md, trang thai tinh than
trude mo).
Bdc diém lién quan dén phdu thudt:
- Bénh can phau thut, loai va d6 dai dudng md (tinh bang cm).
- Thoi gian phau thuat (tinh bang phut).
- Luong thudc giam dau fentanyl tiéu thy trong mo (tinh bang mcg).

- Cac thuoc me, thudc gian co, giai gian co su dung trong va sau mo.
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M@t s tiéu chuin va dinh nghia khac sir dung trong nghién ctu

- Phan loai strc khoe theo ASA gom nim murc do:

+ ASAL1: Tinh trang stcc khoe tét.

+ ASA2: C6 mot bénh nhung khong anh huong dén suc khoe va sinh
hoat hang ngay cua bénh nhan.

+ ASA3: Co mét bénh cé anh huong dén sinh hoat cua bénh nhan (loét
hanh ta trang, soi gan, soi than, dai duong).

+ ASA4: C6 bénh ning de doa dén tinh mang cua bénh nhan (ung thu,
phinh dong mach chi, suy tim xung huyét, hen phé quan nang, bénh van tim).

+ ASAS5: Tinh trang bénh qua niang, hap héi khong c6 kha ning sdng
dugc 24 gio du c6 mo hay khong mo.

- Chi s6 A/D: 1a ty 18 giira s6 1an bAm nut hiéu qua (A) trén tong s6 1an bam
nut yéu cau giam dau (D) (mic dinh va hién thj trén may PCA theo don vi %).

- Thoi gian phau thuat: dugc tinh tir khi rach da dén khi dong xong vét

mé (tinh bang phut).

- Thoi gian gdy mé: duoc tinh tir khi khoi mé dén khi chuyén khoi phong
mo (tinh bang phut).

- Thoi gian rat NKQ: tinh tir khi két thac phiu thuat dén khi rat ong
NKQ (tinh bang phut)

- Tang va giam huyét ap: Khi huyét ap ting hoic giam trén 20% gia tri
nén do truéc mo.

- Tang va giam tan s tim: Khi tan s6 tim tang hoac giam trén 20% gia tri
nén do truéc mo.

- Tiéu chuan rat ng noi khi quan tai phong hoi tinh;

+ Tri gic: tinh téo, 1am theo yéu cau cua thay thudc.

+ Huyét dong 6n dinh: khong cé ting hodc giam huyét ap, khong co
mach nhanh va cac biéu hién cta thiéu mau hoac loan nhip nang trén dién tim.

+ Ho6 hap 6n dinh: tuy thd vai tan s6 thé binh thuong (tir 12-25 lan/phut),
Sp0O, > 95% khi thd dxy qua mau chit T, nghe phdi déu rd hai bén khong co
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ran. Co ban hét tac dung gidn co (c6 kha ning nang dau 5 gidy, co chan, nam
tay, the luoi).

+ Khong ¢6 ha than nhiét dudi 36°C hoac tang nhiét trén 38°C.

+ Khong ¢6 biéu hién thiéu mau va chay mau qua cac din luu 6 bung.
2.2.5. Thoi diém thu thap s6 liéu

S6 liéu dugce thu thap & cac thoi diém khac nhau va ghi lai trong mau
bénh an nghién ctru (Phu luc 1) theo trinh ty thoi gian nhu sau;

Trude gdy mé: thu thap cac sé lidu vé dic diém chung cta bénh nhan
nghién ctru, bao gém tudi, gi01, can nang, nghé nghiép, bénh phau thuat, phan
loai strc khoé theo ASA, tién sir (hit thudc, say tau xe).

Ngay trieée khoi mé (Hrm): thu thap s liéu co ban vé mach, HATB,
tan sb tho, SpO,, murc do dau (néu co).

Trong mé: thu thap sb lidu lién quan dén gy mé (thudc st dung, thoi
gian) va phiu thuat (duong mo, d6 dai dudng md, thoi gian mo).

Sau mé: thu thap s6 liéu vé diém VAS, tiéu thu giam dau, chi s6 A/D,
thay doi vé ho hap, tuan hoan va cac TDKMM, muc d6 thoa min vé giam
dau. Thoi diém danh gia duge xac dinh cu thé nhu sau:

H.  : Thoi diém ngay sau rat 6ng noi khi quan.
Ho  : Thoi diém lip may PCA, khi bénh nhan c6 VAS<4.
H,  :Saukhilip may PCA 1 gio.

H, : Saukhilip may PCA 2 gio.

H;  : Sau khi lip may PCA 3 gid.

He  : Sau khi lip may PCA 6 gid.

He : Saukhilip may PCA 9 gio.

Hiy, : Saukhilip may PCA 12 gio.

Hig : Sau khi lip may PCA 18 gio.

H,, : Sau khi lap may PCA 24 gio.

Hss : Sau khi lip may PCA 36 gio.

Hss  : Sau khi lip may PCA 48 gio.
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2.2.6. Cac phwong tién chinh sir dung trong nghién ciru
- Thuéc danh gia mic d6 dau (VAS) theo thang diém tir 0 - 10.
- C4c thudc chinh dung trong nghién ctru gom:

Bdng 2.3. Cdc thuéc giam dau sir dung trong nghién ciru

Tén thudc Ham luwgng Nha san xuat
Fentanyl Ong 500 mcg / 10 ml Hameln Pharmaco, Duc
Morphin Ong 10 mg / 1 ml Vidipha, Viét Nam
Ketamin Ong 500 mg / 10 ml Rotexmedica, buc
Naloxon Ong 0,4 mg/1 ml Hameln Pharmaco, Dtic
Ketorolac Ong 30 mg/2ml Indonesia

= May theo doi nhiéu thong so; tan sb tim, huyét 4p khong xam lan,

tan s6 thd va bio hoa 6xy mao mach (SpO,) cta hing Philips.

IntelliVue | MP5

PHILIPS

Hinh 2.1. Mdy theo déi nhiéu théng sé Ciia hing Philips



» Bom tiém dién c6 cai dat phén mém PCA cua hang B Braun.

N N B KX r

t:C‘:|:|||I|||||||I|HHHIIIIIIIIIIIIIIHH\ =
erfuson B|BRAU

Hinh 2.2. Bom tiém dién tich hop chirc ning PCA

(Nguon: Perfusor® fin Instructions for Use, B Braun Company)
= Cac phuong tién, may moc va thudc men sir dung trong cip ctru vé
tuan hoan va ho hip nhu thuong qui.
2.2.7. Xir ly so liéu

- Céc s6 liéu thu thap duoc nhap va xir Iy theo phuong phap théng ké y
hoc bang phan mém SPSS 22.0.

- Thong s6 dinh luong duge mo ta dudi dang trung binh ( X ) va do léch
chuan (SD). Str dung test t- student khi so sanh hai gia tri trung binh, test
ANOVA khi so sanh ba gia tri trung binh.

- Thong s6 dinh tinh dugc md ta dudi dang ty 1¢ % va duogc kiém dinh
bang test khi binh phuong.

- Khac biét dugc coi 1a c¢6 ¥ nghia thdng ké khi p < 0,05.
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2.2.8. Van dé dao dirc cia luan an

Nghién ctru nham muc dich cai thién hiéu qua giam dau sau mo, 1am
giam muc d6 dau va cac anh huong ciia dau sau mo, gop phan ting cuong qua
trinh hoi phuc ctia bénh nhan. PCA 1a phuong phap giam dau chuan da dugc
chap nhan sir dung rong rai trong thuc hanh 1am sang trén thé gidi va Viét

Nam trong giai doan sau mo. Cac thudc NC ciing da duoc su dung pho bién.

Trude mo tat ca bénh nhan déu duge giai thich vé muc tiéu, loi ich va
nguy co c6 thé xay ra khi thuc hién nghién ctru, cach diéu tri cac TDKMM co
thé xay ra va tu quyét dinh c6 hodc khong tham gia vao nghién ciu. Trudng
hop khong tham gia s& duoc gay mé va giam dau theo phac d6 diéu tri thuong
quy tai bénh vién. Bénh nhan c6 quyén tir chdi hoic ngimg tham gia nghién
ctu & bat cir thoi diém nao.

Dé cuong nghién ctru d3 duoc thong qua bai Hoi dong cham dé cuong
nghién cau sinh cua Truong Pai hoc Y Ha Noi. Nghién ctu duoc sy chap
nhan cia Bénh vién Bach Mai. Sé liéu duoc thu thap, xu 1y trung thuc va

chinh xac. Két qua nghién ctru duoc cong bd rong rii.
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150 BN di tiéu chuén dwoc chon vao nghién ciu:
- Pugc thim kham truéc mo, giai thich vé nghién ciru, PCA, thusc VAS
- Gy mé NKQ, sau md chuyén hoi tinh, rat NKQ khi du tiéu chuan.
- BN duoc rit thim ngiu nhién vao 3 nhém dung PCA

Nhom M (n=50):
PCA su dung
morphin véi nong
d6 1 mg/ml.

\,,

A 4

Nhom MK (n=50): PCA st
dung hdn hop dung dich
morphin va ketamin déu c6
nong d6 1mg/ml.

Nhom F (n=50):
PCA su dung
fentanyl véi nong do
25 mcg/ml.

Panh gia mirc d9 dau theo diém VAS (10 diém)
Chuin d bang cac thudc giam dau twrong tng vi mdi nhém
dé dat diém VAS < 4 truge khi lap PCA

Lip PCA Vvéi cai dit chung la:

- Liéu bolus: 1 ml.

- Thoi gian khoa: 8 phut.

- Giéi han liéu trong 4 gio: 15 ml.

- Khéng ap dung liéu duy tri lién tuc.
Tat ca BN duogc the oxy mili 3 lit/phat va theo ddi lién tuc vé; tan sd tim,
huyét 4p, tan s6 tho, bao hoa oxy (SpO,) trong qua trinh ding PCA.

\ 4

Cac tiéu chi danh gia cua nghién ctru:
- Hiéu qua giam dau; diém VAS (khi nim yén va van dong), tiéu thu
giam dau, ty Ié A/D, muic d6 hai 1ong ctia bénh nhan vé giam dau.
- Anh hudng trén ho hip va tuan hoan.
- TDKMM: budn nén, nén, ngira, an than, ao giac, hoa mit chong, thd
cham, ngung tho...
- Thoi gian nghién ctiu: 48 gid sau mo.
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Chuong 3

KET QUA NGHIEN CUU

Nghién ctru v€ hi¢u qua giam dau va céac tac dung khong mong muodn

cua gidm dau do bénh nhan tu kiém soat duong tinh mach duogc tién hanh tai

khoa Gay mé hoi stc bénh vién Bach Mai trén 150 bénh nhan phéu thuat co

chuén bi tai vung bung. Sau khi xtr 1i s6 liéu cac két qua thu dugc nhu sau:

3.1. PAC PIEM BENH NHAN NGHIEN CUU

3.1.1. Pic diém lién quan dén bénh nhan

Bdng 3.1. Cdc dic diém lién quan dén bénh nhén nghién ciru

(Trinh bay du6i dang X + SD, min - max va n, %, p so sanh gifta ba nhom)

Nhom

Nhom M

Nhom MK

Nhom F

Chi s6 (n=50) | (n=50) | (n=50) | CMung | P
Tudi (nam) 50,4+9,7 | 52,7+ 10,9 [ 54,6 10,7 | 52,6 + 10,5
(min - max) (32-69) (21-70) (25-69) (21-70) p>005
Gi6in, (%)
Nam 33,(66) | 29,(58) | 28,(56) | 90,(60) |p>0,05
NiF 17, (34) | 21,(42) | 22,(44) | 60, (40)
Can nang (kg) 52,5+6,9 | 53,8486 | 524+73 | 52,9+7,6
(min - max) (40-68) (38-55) (38-70) (38-85) p>005
ASA (%)
I-11 28,(56) | 27,(54) | 30,(60) | 85,(56,7) |p>0,05
1l 22,(44) | 23,(46) | 20, (40) | 65, (43,3)
Nghé nghiép
Can b¢ 18,(36) | 21,(42) | 19,(38) | 58, (38,7)
Néngdan | 22,(44) | 17,(34) | 19,(38) | 58, (38,7) p>0.05
Khdc 10, (20) | 12,(24) | 12,(24) | 34,(22,7)
Tién st
Hiit thuéc 9, (18) 7, (14) 7,(14) | 23,(15,3) | p>0,05
Say tau xe 4, (8) 5, (10) 3, (6) 12, (8)
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Nhan xét bang 3.1:

- Tubi trung binh ctia bénh nhéan trong NC 13 52,6 + 10,5 (tudi thip nhat
1a 21 tudi va tudi cao nhat 70 tudi). Khong co khac biét y nghia thong ké giita
ba nhém vé gia tri tudi trung binh (p>0,05).

- Ty 1€ bénh nhan nam trong NC 1a 60%, nir 1a 40%. Khong c6 khac biét
dang ké vé ty 1é nam, nit giita ba nhom (p>0,05).

- Can nang trung binh ctia bénh nhan trong NC 1a 52,9+7,6 kg (thap nhét
1a 38 kg, cao nhat 14 85 kg). Khong c6 khac biét y nghia vé gia tri can ning
trung binh gitra ba nhom (p>0,05).

-Trong NC ty 18 bénh nhan c6 ASA I-II chiém 56,7%, ASA III la
43,3%. Khong co6 khac biét ¥ nghia gitta ba nhom vé phan loai tinh trang bénh
nhan theo ASA (p>0,05).

- Bénh nhan 1a can bo va nong dan chiém da s trong nghién ciru voi ty
1¢ twong duwong nhau (38,7%). Khong c6 khac biét ¥ nghia vé phan bb nghé
nghi¢p gitra cdc nhém NC (p>0,05).

- Ty 18 bénh nhén c6 tién st hit thude va say tau xe tuong tmg 1a 15,3%

va 8%. Khong c6 khac biét gitta ba nhom vé ty 1& cac yéu to nay (p>0,05).



3.1.2. Pic diém lién quan dén phiu thuit
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Béng 3.2. Cic ddic diém lién quan dén phdu thugt

(Trinh bay duéi dang X + SD, min-max va n, %, p so sanh gitta ba nhom)

Nhém | Nhém M | Nhém MK | Nhéom F Chung
Chi sb (n=50) (n=50) (n=50) (n=150) P
Bénh Iy - n, (%)
Da day 23, (46) 21, (42) 19, (38) 63, (42)
Dai trang 8, (16) 3, (6) 5, (10) 16, (10,7) 050,05
Gan mat 12, (24) 19, (38) 17, (34) 48, (32)
Khdc 7, (14) 7, (14) 9, (18) 23, (15,3)
Puong mo n, (%)
Trén ron 4, (8) 12, (24) 5,(10) 21, (14)
Trén v dudirén | 39,(78) | 33,66) | 39,(78) | 111,(74) | PO
Khdc 7, (14) 5, (10) 6, (12) 18, (12)
Podaivetmo | 243+3.8 | 252+3,7 | 262+34 | 252+3,7
(cm) a531) | 1632 | @532 | @s3y |PO%
Thoi gianmd | 114,4422,9 | 107,1424,9 | 105,7+29,8 | 109,1 + 26,2
(phiit) (70-185) | (55-153) (55-205) (55-205) p>0.05

Nhan xét bang 3.2:
- Bénh 1y tiéu héa va gan mat chiém da s6 trong NC (84,7%). Ty 1é phan

b cac loai phau thuat twong duong nhau gitta ba nhém bénh nhan (p>0,05).

- Puong mo trén va dudi ron chiém da s6 (74%). Khong c6 khac biét co

y nghia vé ty 18 cac loai dudng md gitta ba nhom bénh nhan (p> 0,05).

- Po dai dudng mo trung binh trong NC 1a 25,2 + 3,7 cm (ngan nhat 1a

15 cm, dai nhat 1a 32 cm). Khong c6 khac biét ¥ nghia giita ba nhom vé gia tri

d6 dai duong mo trung binh (p> 0,05).

- Thoi gian md trung binh trong NC 1a 109,1 + 26,2 phut (dai nhat 1a 205
phut, ngan nhat 13 55 phat). Khong c6 khac biét giita ba nhom vé thoi gian mo
trung binh (p>0,05).
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3.1.3. Pic diém lién quan dén giy mé

Béng 3.3. Cic ddic diém lién quan dén giy mé

(Trinh bay dudi dang X + SD, min-max va n, %)

Nhém | NhémM | Nhém MK | Nhém F Chung
. P
Chi so (n=50) (n=50) (n=50) (n=150)
352,0+48,4|342,0+57,5|348,6 £70,4 | 347,5+ 59,2
Fentanyl (mcg) p>0,05
(250-500) | (250-550) | (250-500) | (250-550)
Thudc mé (%)
Propofol 39, (78) 37, (74) 36, (72) 112, (74,7)
Propofol + iso 10, (20) 12, (24) 13,(26) | 35,(23,3) | p>0,05
Khac 1,(2) 1,(2) 1,(2) 3,3
Gian co (%)
Rocuronium 36, (72) 38, (76) 35, (70) | 109, (72,7)
Pipecuronium 13, (26) 10, (20) 13, (26) 36, (24)
p>0,05
Khdc 2, (4) 2, (4) 2,(4) 5,(33)
Gidi gian co 11, (22) 8, (16) 9, (18) 28, (18,7)
Thoi gian rat NKQ | 34,4+16,8 | 30,2+11,5 [29,1+10,9 | 31,2+ 13,5
, p>0,05
(phut) (10-100) (10-65) (10-55) (10-100)
Luong thubc chuan | 6,6 + 1,8 55+1,7 |925+275
do (mg va meg) (4-12) (3-11) (25-150)
Thoi gian chuan do
235+5,7 21,6 £6,3 | 15,4+3,7 p*<0,05
(phut)

(p khi so sanh gitta ba nhom, p* khi so sanh nhom F voi nhom MK va M)




60

Nhan xét bang 3.3:

- Tiéu thy fentanyl trung binh trong md 13 347,5 + 59,2 mcg (cao nhat
1a 550 mcg, thap nhat 1a 250 mcg). Khong c6 khac biét c6 ¥ nghia thong ké vé
tiéu thyu fentanyl trung binh trong mo giita ba nhém bénh nhan (p>0,05).

- Trong NC ¢6 72,7% bénh nhan dung rocuronium (Esmeron), trong
khi 24% sir dung pipecuronium (Arduan). Khong c6 khac biét vé ty 1& cac

thudc thude gidn co st dung gitra ba nhom (p>0,05).

- C6 18,7% bénh nhan trong NC dugc giai gian co, ty 1€ nay tuong

duong nhau gitra cac nhom (p>0,05).

- Thoi gian rat NKQ trung binh trong NC 1a 31,2 + 13,5 phut (nhanh
nhat 1a 10 phut va 1au nhét 1a 100 phuat). Khong c6 khac biét rd rang vé thoi

gian nay gitra ba nhém (p>0,05).

- Khong c6 khac biét vé luong morphin trung binh ding dé chuan do
gitra nhém M va MK (véi gid tri tuong tng la 6,6 £ 1,8 mg va 5,5 + 1,7 mg,
p > 0,05). Luogng fentanyl dung dé chuan do trung binh 13 92,5 + 27,5 mcg.

- Thoi gian chuan d6 trung binh & nhom F ngan hon ¢ ¥ nghia thdng
ké so véi nhom M va MK (p<0,05) voi gid tri tuong tng 1a 15,4 £+ 3,7 phut so
voi 23,5 £ 5,7 phat va 21,6 + 6,3 phut (p<0,05).
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3.2. CAC CHI SO LIEN QUAN PEN GIAM PAU

3.2.1. Mitrc @9 dau khi nghi ngoi (nam yén)

Bing 3.4. Diém VAS trung binh khi nam yén tai cdc thoi diém

Thoi | Nhom M Nhém MK Nhém F Chung

diém | (X+SD) | (X+SD) | (X+SD) | (X+SD) P

Hrm | 0,244048 | 0,4840,86 | 0,56+0,71 | 0,43+0,71 | p>0,05
Hrao | 5,66£1,10 | 5204081 | 4,96£1,03 | 5,27+1,02 | p>0,05
Ho | 2,36£0,80 | 2,14+0,81 | 2,34+0,75 | 2,2840,79 | p>0,05
Hy | 2,74£0,92 | 2,16£0,89 | 2,6240,90 | 2,50+0,93 | p>0,05
H, | 2,49£098 | 1,88£0,92 | 2,1840,83 | 2,1840,94 | p>0,05
Hy | 2,62£090 | 2,04£0,99 | 2,30£0,99 | 2,32+0,98 | p>0,05
He | 2,80£090 | 2,20£1,01 | 2,40£1,09 | 2,47+0,99 | p>0,05
Ho | 2,78£091 | 2,06:0,82 | 2,56+1,11 | 2,47+0,95 | p>0,05
Hyp | 2,6840,89 | 2,44+1,11 | 22440,92 | 2,45+0,99 | p>0,05
Hig | 2,78+0,89 | 228+0,81 | 2,42+1,14 | 2,49+0,97 | p>0,05
Hpy | 2,64+1,05 | 2,1240,89 | 2.32+0,82 | 2,36£0,94 | p>0,05
Has | 2,8840,96 | 2,1240,79 | 222+40,89 | 2,41£0,94 | p>0,05
Hi | 2,442091 | 2,16£0,68 | 2,20+0,93 | 227+0,85 | p>0,05
p* | p*>0,05 p*>0,05 p*>0,05 p*>0,05

(p khi so sanh gitta ba nhém & méi thoi diém danh gid. p* khi so sanh diém

VAS & cdc thoi diém véi thoi diém Hy trong moi nhém)
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| ——Nhém M —=—Nhém MK Nhém F

QO B MW R Oy~ Co

Saurut HO H1 H2 H3 H6 H9 H12 H18 H24 H36 H48
NKQ

Do thi 3.1. Piém VAS khi nam yén tai cdc thoi diém ddnh gid
Nhén xét bang 3.4 va do thj 3.1:

- Piém VAS trung binh khi nam yén sau rit NKQ & cac nhom twong tng
v6i muc d6 dau trung binh (trong khoang 5-6). Piém VAS trung binh sau rit
NKQ trong NC 1a 5,27+1,02.

- Trong qua trinh str dung PCA diém VAS trung binh khi ndm yén tai cac
thoi diém dénh gia trong cac nhom déu dudi 3 (twong ung véi mic d6 dau it).
Khéng c6 khéac biét vé gia tri ndy gitra ba nhom bénh nhan tai mdi diém dénh
gia (p>0,05).

- Trong mdi nhom diém VAS trung binh khi nim yén c6 xu hudng giam
dan nhung khong c6 ¥ nghia thong ké & cac thoi diém danh gia so véi thoi

diém H, (p*>0,05, bang 3.4).



3.2.2. Mirc d¢ dau khi van dong
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Béng 3.5. Diém VAS trung binh khi van dpng tai cdc thoi diém.

Thoi| NhémM | NnémMK | NhémF |  Chung

diem | (Xisp) | (X +SD) | (X £SD) | (X +SD) P

Hrm | 024+048 | 0,48+0,86 | 0,56+0,71 | 0,43+0,71 | p>0,05
Hea | 7,14+111 | 6,66+0092 | 652099 | 6,77+104 | p>0,05
Ho | 4,44£095 | 4,12£1,02 | 422093 | 426+0,97 | p>0,05
Hy | 444+093 | 410095 | 420+088 | 425+093 | p>0,05
H, | 432+1,04 |398+106 | 3,90+086 | 407+1,00 | p>0,05
Hy | 440+092 | 396+114 | 3,92+104 | 409+1,06 | p>0,05
He | 4284076 | 3,881,08 | 3,94+108 | 403+099 | p>0,05
Ho | 4364094 |390+0,97 | 394+091 | 4074096 | p>0,05
Hi | 436+085 | 404111 | 390+097 | 410099 | p>0,05
His | 430+081 | 3,62+114 | 368+093 | 387101 | p>0,05
My | 428+0,83 | 3,30+086 | 332+071 | 3,63=0,92 | p*<0,05
Hss | 4224089 | 3,28+083 | 330+0,76 | 3,60=0,93 | p*<0,05
Hi | 418+0,87 | 320081 | 322+073 | 353+0,92 | p*<0,05
p** p**>0,05 p**<0,05 p**<0,05

(p SO Sdnh gitta 3 nhém & cdc thoi diém trong ngay thir nhdt, p* khi so sanh
gitta nhém MK& F véi nhém M tai moi thoi diém & ngay thir 2, p** so sanh &

cdc thoi diém trong ngay thir hai voi thoi diém Hy, trong nhom).
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| pigm vAS —+—Nh6mM —=—Nhém MK ——Nhém F

O =N W R Oy N
| | | | | |

HTrm HRat HO H1 H2 H3 H6 H9 H12 H18 H24 H36 HA48
Thoi diém sau phau thuét

Do thi 3.2. Piém VAS khi vin déng tai cdc thoi diém dinh gid
(* khac biét co y nghia gitta nhom MK & F so voi nhom M vai p<0,05)
Nhan xét bang 3.5 va d6 thi 3.2:

- Piém VAS trung binh khi van dong ngay sau rat NKQ & cac nhom thay
d6i trong khoang tir 6-8 (trung binh 13 6,77 + 1,04) tuong Gmg véi mirc do dau
nhiéu. Khong co khic biét y nghia vé diém VAS trung binh khi van dong &
cac thoi diém tir Hy dén Hyg gitta ba nhom (p>0,05).

- Tai cac thoi diém 24 gio, 36 gio va 48 gid diém VAS trung binh khi
van dong ¢ nhom MK va nhom F thdp hon c6 ¥ nghia théng ké so v6i nhém

M (p<0,05).

- Trong nhém M khong co6 khac biét vé diém VAS khi van dong tai cac
thoi diém danh gia so véi He. Tuy nhién & nhém MK va nhom F diém VAS
trung binh khi van dong tai cac thoi diém danh gia trong ngay thtr 2 thap hon
c6 ¥ nghia so véi thoi diém H, 1 (p**<0,05).
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3.2.3. Tiéu thu thudc giam dau sau mé qua PCA

Bang 3.6. Tiéu thu giam dau cgng don sau mé (X = SD)

i Nhom M Nhom MK Nhom F
Thoi diem P
(n =50) (n =50) (n =50)
Sau 6 gio 10,4 +1,8 95+1,8 2275+525 | p>0,05
Sau 12 gio 195+ 2,6 18,7 +£ 3,2 4125+775 | p>0,05
Sau 24 gio 39,1+49 33,9+53 765 + 140 p<0,05
Sau 48 gio 715+75 62,6 £9,7 1377,5+220 | p<0,05

(p khi so sanh giita nhom M va nhom MK, don vi tinh la mg voi nhom M, MK

va mcg voi nhom F).

m 0-6h
Nhom F
m6-12 h
Nhém MK _ s [ as
m24-48 h
60 80
Tiéu thu giam dau qua PCA (ml)

Biéu db 3.1. Tiéu thu giam dau khodng thoi gian sau sit dung PCA

(O nhém M & MK I ml =1 mg, nhém F Iml=25 mcg é nhém F).
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90 -
c
0 80 - , , .
o B Nhom M B Nhom MK = Nhém F
w70 -
‘S 60 -
é _50 -
g _§_40 .
8 30 -
o 19,5 18,7 15 5
E- 20 -
S 10 -

Sau 6h Sau 12h Sau 24h Sau 48h
Gio sau khi str dung PCA

Biéu db 3.2. Lwong thuéc giam dau tiéu thu qua PCA cong don sau mé
(O nhém M & MK 1 ml = 1 mg, nhém F Iml= 25 mcg & nhém F)

Nhén xét (Bang 3.6, Biéu d6 3.1 & 3.2):

- Khong co6 khéc biét vé tiéu thy morphin gilta nhém M va MK trong 6
va 12 gio dau sau sir dung PCA (p> 0,05).

- Tiéu thy morphin trung binh trong 24 va 48 gid sau md ¢ nhom MK
thap hon ¢ y nghia so véi nhom M (p< 0,05).
Trong qua trinh st dung PCA ching t61 da gdp nhitng bénh nhan thong bao
dau nhung lai khong bam nut yéu cau mic du thoi gian khoa va gidi han liéu
con cho phep.

Bdng 3.7. Tiéu thu gidm dau trong ngay diu va ngay thir 2

Nhom Nhom M Nhom MK Nhom F
Ngay (n =50) (n =50) (n =50) P
Ngay thir 1 39,1 £4,9 33,9+5,3 765+140 | p<0,05
Ngay tha 2 324+5,3 28,5+6,5 610 + 165 p <0,05
p* <0,05 < 0,05 <0,05

(Don vi tinh la mg voi nhom M&MK va mcg voi nhom F, p so sanh giita

nhom M va nhom MK, p#*so sanh trong cung nhom giita 2 ngay)
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80 —

70 A

60 -

50 A

40

30 +

20 A

10 -

Lwong thudc tiéu thy (ml)

Nhom M

Nhom MK

Nhom F

H Ngay th 2
W Ngay th 1

Biéu d6 3.3. Luwong thuéc giim dau tiéu thu trong ngay thir nhét va 2 sau mé.

(O nhém M & MK 1 ml = 1 mg, nhém F Iml=25 mcg ¢ nhém F)

Nhén xét (Bang 3.7 va Biéu d6 3.3):

- Tiéu thy giam dau trung binh trong mdi nhém & ngay thir 2 it hon so
v6i ngay thir nhat (p<0,05).

- Tiéu thy morphin trung binh trong ngay thir nhat va th 2 & nhém MK
thap hon ¥ nghia so vi nhém M (p<0,05).

3.2.4. Ty 1¢ giira s 1an bAm may va s6 1in bam c6 dap ing (A/D)

Bdng 3.8. Ty 1é AID tgi thoi diém 24 va 48 gio (%)

Nhéom M | Nhém MK | Nhom F
Ty 1¢ A/D Chung p
(n =50) (n =50) (n =50)
A/D (Hy) | 71,6+7,7 | 76,0+6,8 | 768+75 |748+7,6 | p<0,05
A/ID (Hg) | 76,3+6,2 | 77,7+6,2 | 81,1+84 | 784+7,3| p>0,05
p* p<0,05 p > 0,05 p > 0,05 p >0,05

(p so sdanh giita nhéom M véi nhéom MK va nhom F, p* so sanh trong cun
g g cung

nhém ¢ thoi diém 24 va 48 gio).
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Nhan xét bang 3.8:

- Ty 1& A/D trung binh & thoi diém 24 va 48 gio 1a: 74,8 = 7,6 (%) va
78,4 £ 7,3 (%).

- Ty I¢ A/D trung binh & nhém F va nhom MK cao hon cé ¥ nghia so voi
nhéom M & thoi diém 24 gio (v6i p< 0,05). Khong co khac biét vé ty 1& nay
giita hai thoi diém trong ciing mot nhom (trir nhém M).

- Tai thoi diém 24 va 48 gid sb bénh nhan c6 A/D =1 ¢ nhém F cao hon
dang ké so véi nhom M va MK (p< 0,05).

3.2.5. Nhu cau b6 sung giam dau

Bdng 3.9. Ty |é cdn bé sung gidm dau

Bo6 sung thuéc | Nhém M | Nhém MK | Nhém F |  Chung p

Tong sé (n, %) | 8, (16%) | 2, (4%) 3, (6%) | 13, (8,6%) | p <0,05

Ketorolac 3 1 2

Opioid 5 1 1

(p khi so sanh giita nhom M voi nhom MK va F)
Nhan xét bang 3.9:
- Trong qua trinh st dung PCA c6 8,6% bénh nhéan can phai bd sung

thém giam dau bang opioid hoic/va ketorolac. Ty 18 can bo sung giam dau &

nhém M cao hon so véi nhém MK va nhom F (p<0,05).

- C6 8/13 truong hop can bd sung giam dau mac du giéi han lidu ciing

nhu kha nang bAm nit thanh cong con cho phép.
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3.2.6. Mirc d¢ théa man cua bénh nhan véi gidm dau

Bdng 3.10. Mirc dp théa mén ciia bénh nhdn voéi giam dau.

Nhém | Nhém M | Nhém MK | Nhém F | Chung

Mrl'rc hai long n, (%) n, (%) n, (%) | n (%) P
R4t hai long 25,(50) | 29,(58) | 35, (70) | 89, (59,3) | p*< 0,05
Hai long 21, (42) | 19,(38) | 14,(28) | 54, (36) |p*<0,05
Khéng hai long 4, (8) 2, (4) 1,2 | 7,(47) |p>0,05

(p* so sanh gitta nhém F véi nhém M va MK, % tinh trong moi nhém).

80 © Ty1&%

® Rat hai long mHailong 79 ™ Khonghailong
70

59,3
60 58

50

40 -

30 A

20 -

10 A

0_

Nhom M Nhom MK Nhom F Chung

Biéu d6 3.4. Ty 1¢ mirc dp théa min véi giam dau & cdc nhém (%)
Nhén xét bang 3.10 va biéu d6 3.4:

- Ty 1€ bénh nhan c6 mtc d0 thoa man tir hai long tr¢ 1€n trong nghién
ctru 1a 95,3% (4,7% bénh nhan khong hai long vé1 phuong phap PCA).

- Ty 18 bénh nhan rat hai 1ong ¢ nhom F cao hon c6 ¥ nghia thong ké so
v61 nhém M va MK (p<0,05).

- Khong c6 truong hop nao bénh nhan yéu cau ngimg PCA ¢ cac nhém
trong 48 gio sir dung giam dau PCA. Trong s6 7 BN khong hai long véi giam
dau c6 3 BN non nhiéu (2 & nhém M, 1 & nhém F), 3 BN dau nhiéu khi tinh
gidc ban dém (1 & nhém M, 2 & nhém MK), 1 BN ngtra nhiéu ¢ nhém M.
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3.3. CHI SO LIEN QUAN PEN TAC DUNG KHONG MONG MUON
3.3.1. Thay d6i lién quan dén hé hap (tin so thé va SpO,)
Bdng 3.11. Tdn sé thé trung binh tai cdc thoi diém (lan/phiit)

Thoi Nhé6m M | Nhom MK Nhom F Chung
diém | (X £SD) | (X £SD) | (X £SD) | (X +SD) P
Hrm | 18,002,441 | 17,88+1,67 | 17,82+1,89 | 17,90+£2,00 | p>0,05
Hea | 16,68£2,08 | 17,0842,20 | 16,42+1,87 | 16,73£2,06 | p>0,05
Ho 15,38+1,88 | 15,06+1,57 | 16,56+1,55 | 15,67+1,78 | p>0,05
H, 16,26£1,71 | 16,02+1,89 | 16,28+1,44 | 16,19+1,68 | p>0,05
H, 16,28+2,13 | 15,88+1,69 | 15,68+1,71 | 15,95+1,86 | p>0,05
Hs 16,50+£1,83 | 16,44+1,62 | 16,30+1,34 | 16,41+1,60 | p>0,05
Hs 16,461,71 | 16,20+1,54 | 15,80+1,86 | 16,15+1,72 | p>0,05
Ho 16,94£1,96 | 16,26+1,68 | 16,04+1,83 | 16,41+1,85 | p>0,05
Hq 16,70£1,81 | 16,68+1,94 | 16,10+1,43 | 16,49+1,75 | p>0,05
His 17,10£1,99 | 16,96+1,62 | 16,08+1,99 | 16,71+1,92 | p>0,05
H,, 16,58+1,76 | 18,26+2,32 | 16,98+1,95 | 17,27+2,14 | p>0,05
Hss 17,06£1,46 | 17,26+1,99 | 17,32+1,86 | 17,21+1,77 | p>0,05
Has 17,62+£2,35 | 17,62+1,71 | 17,90+2,05 | 17,71£2,05 | p>0,05
(p khi so sdnh giita ba nhém & méi thoi diém danh gid)
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Trm Rit HO HI H2 H3 H6 H9 HI2 HI8 H24 H36 H48
NKQ Thoi diém sau md

Do thi 3.3. Thay doéi tan so thé trung binh Khi sir dung PCA




Nhén xét bang 3.11 va db thi 3.3:
- Tan s6 tho trung binh ctia tit ca bénh nhan trong nghién ctu tai cac thoi diém
danh gi4 déu trong gidi han binh thudng (gié tri cao nhat 13 26, thap nhat 14 10).
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- Khéng c6 khac biét ¥ nghia giita ba nhém vé tan sb thd trung binh &

mdi thoi diém danh gia (p>0,05).

- Khéng gip bénh nhan ngimg thé hodc 6 tan sd the dudi 10 1an/phit.

Bdng 3.12. Bdo hoa éxy mao mach trung binh tai cdc thoi diém (%).

Thoi| NhémM | Nhém MK | Nhém F Chung

diém | (X +SD) | (X £SD) | (X £SD) | (X =SD) i

Hrom | 99,24 +0,98 | 9934094 | 99.02+0,96 | 99,2040,96 | p>0,05
Hege | 99,1040.99 | 99,12+1,06 | 98,78+0.95 | 99,0+1,01 | p>0,05
Ho | 9922+0,84 | 99,16+0,89 | 99,12+0,96 | 99,17+0.89 | p>0,05
H, | 9876:098 | 98,92+1,10 | 98,84+1,08 | 98,84+1,05 | p>0,05
H, | 98,80+1,13 | 98,80+1,09 | 98,90+1,04 | 98,83+1,08 | p>0,05
Hy, | 98,04+0,98 | 9892+0,83 | 98,76+0,96 | 98,87+092 | p>0,05
He | 99324074 | 9924+0.85 | 99,06+0,98 | 99.21+0.86 | p>0,05
He | 98,62+ 1,35 | 9886+0,90 | 98,78+1,00 | 98,75+1,13 | p>0,05
Hi | 98,98+1,00 | 99,14+0,90 | 98,94+120 | 99,02+1,04 | p>0,05
Hi | 99,00£1,07 | 98,78+1,04 | 9892+1,01 | 98,90+1,03 | p>0,05
Hpe | 99,10£0,95 | 99,02+1,00 | 99,08+0,85 | 99,0740,93 | p>0,05
He | 98,84+1,06 | 98,52+1,19 | 99,06:0,94 | 98.81+1,09 | p>0,05
Hi | 99,28+0,81 | 98,82+1,08 | 99,06:0,99 | 99,05£0.98 | p>0,05

(p so sanh giita ba nhém tai méi thoi diém danh gid)




Nhan xét bang 3.12:
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- Bio hoa 6xy mao mach (SpO,) trung binh cua tit cd bénh nhan & cac

thoi diém danh gia trong nghién ctru déu trén 98% (gia tri thap nhat 1a 94%).

- Khéng c6 khac biét y nghia giira ba nhém vé bdo hoa 6xy mao mach

trung binh & mdi thoi diém danh gia trong giai doan dung PCA (p>0,05).

- O ca ba nhom khéng c6 trudng hop nio giam bio hoa oxy dudi 90%.

3.3.2. Thay d6i lién quan dén huyét dong (tan sé tim va HATB)

Bdang 3.13. Tdn sé tim trung binh tai cdc thoi diém (ldn/phiit).

Thoi Nhom M Nhom MK Nhom F Chung

diem | (X £SD) | (X £SD) | (X £SD) | (X £SD) P
Hrm | 86,00£12,26 | 83,24+10,56 | 89,92+12,36 | 86,39+11,99 | p>0,05
Heae | 87.66+12,31 | 85,18+49,05 | 86,64+8,62 | 86,49+10,11 | p>0,05
Ho | 86,58+10,54 | 82,52+7,66 | 82,38+7.86 | 83,83+8,94 | p>0,05
H, | 82,68+10,14 | 81,76+7,70 | 81,64+728 | 82,03+8,43 | p>0,05
H, | 82,8249.40 | 81,36+8,75 | 84,46+10,0 | 82,88+9,42 | p>0,05
Hy | 81,5249,00 | 80,22+9,28 | 81,80+7,79 | 81,1848,68 | p>0,05
Hs | 85,24+8,57 | 83,58+9,37 | 83,10+848 | 83,97+8,80 | p>0,05
Hy | 84,02+8,17 | 80,12+8,07 | 82,38+8,69 | 82,17+8.41 | p>0,05
Hy, | 85,184921 | 82,58+11,44 | 81,9649,03 | 83,2449,99 | p>0,05
Hig | 83,9249,11 | 81,36+8,53 | 84,2648,19 | 83,1848,66 | p>0,05
Hy, | 85444848 | 83,84+10,78 | 81,7049,15 | 83,66+9,58 | p>0,05
Has | 83,024823 | 82,94+10,55 | 83,8449,60 | 83,2749.45 | p>0,05
His | 84344731 | 84,584927 | 81,74+7,22 | 83,5548,04 | p>0,05

(p so sanh giita ba nhém tai méi thoi diém danh gid)
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Do thi 3.4. Thay déi tan so tim trung binh khi siz dung PCA.
Nhén xét bang 3.13 va db thi 3.4:

- Tan sd tim trung binh cila cic bénh nhan trong nghién citu tai tat ca cac
thoi diém danh gia déu trong gidi han binh thudng (cao nhat 13 129 lan/phit,
thap nhat 13 60 lan/phut).

- Khong c6 khéac biét giita ba nhém vé tan s6 tim trung binh & cac thoi
diém danh gia khi dung PCA (p>0,05).
-Khoéng gip truong hop mach cham, loan nhip tim can phai can thiép

diéu tri bang thudc.
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Béng 3.14. HATB trung binh tai cdc thoi diém nghién ciru (mmHg)

Thoi Nhém M | Nhém MK Nhom F Chung
diém | (X +SD) | (X £SD) | (X £SD) | (X =£SD) P
Hrm | 87,7249,74 | 87,30£9,31 | 84,94+8,23 | 86,65+9,14 | p>0,05
Hrat 87,3248,37 | 88,84+8,63 | 86,08+7,11 | 87,41+£8,09 | p>0,05
Ho 86,1248,94 | 87,42+8,76 | 87,88+7,38 | 87,14+8,36 | p>0,05
H, 86,90+7,88 | 88,224+8,54 | 89,24+9.24 | 88,12+8,56 | p>0,05
H, 87,14+9,05 | 87,30+8,06 | 89,58+8,03 | 88,01+8,14 | p>0,05
Hs 86,76+8,86 | 88,30+7,95 | 88,80+7,33 | 87,95+8,06 | p>0,05
He 85,96+9,02 | 88,12+7,57 | 88,56+8,49 | 87,55+8,40 | p>0,05
Ho 87,54+7,68 | 89,24+7,49 | 87,44+8,62 | 88,07+£7,94 | p>0,05
Hi, 89,504+8,05 | 87,84+6,72 | 88,26+7,38 | 88,53+7,39 | p>0,05
Hig 87,72+7,63 | 88,08+7,29 | 87,98+7,54 | 87,93+7,44 | p>0,05
H,, 87,2848,16 | 88,98+8,34 | 85,46+7,00 | 87,24+7,94 | p>0,05
Hag 88,80+8,34 | 89,40+8,89 | 87,6+7,26 88,6+8,17 | p>0,05
Has 88,92+7,72 | 90,4249,19 | 86,82+6,86 | 88,72+8,07 | p>0,05
(p so sanh giita ba nhém & méi thoi diém danh gid)
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Dé thi 3.5. Thay d6i HATB trung binh trong qud trinh sir dung PCA.
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Nhén xét bang 3.14 va biéu d6 3.5:

- HATB trung binh cua tit ca bénh nhan trong nghién ctru déu trong
gidi han binh thudng ¢ céc thoi diém danh gia (gia tri thap nhat 13 55 mmHg,
cao nhét 1a 115 mmHg).

- HATB trung binh cta ba nhom déu tuong duong nhau & thoi diém
trude mod (HA nén) va cac thoi diém sau mé (p>0,05).

- Khong c6 truong hop ndo giam HATB can phai st dung thudc co
mach, tro tim.

3.3.3. Tac dung khong mong muon
3.3.3.1. Mirc d§ an thin

Bdng 3.15. Piém an thdn trung binh tai cdc thoi diém (theo Ramsay)

Thoi | Nhém M Nhom MK Nhom F Chung

diém | (X +SD) (X £SD) | (X £SD) | (X +SD) g
Hs | 250+0,6 | 2,60+0,64 | 2,48+0,65 |2,53+0,63 | p>0,05
He | 2,52+0,65 | 2,72+0,07 | 2,44+0,70 | 2,56+ 0,69 | p> 0,05
Hy, | 2,54+0,68 | 2,70+£0,68 | 2,56+0,67 | 2,60=0,68 | p>0,05
Ha | 2,42+0,64 | 2,66+0,77 | 2,40+0,61 |2,49+0,68 | p>0,05
Hie | 2,30£0,61 | 2,24+0,55 | 2,28+0,57 |2,27+0,58 | p>0,05

(p khi so sanh giita ba nhém & méi thoi diém danh gid)

Nhéan xét Bang 3.15:

- Piém an than trung binh cta cac bénh nhan trong NC tai cac thoi diém

danh gia thay d6i trong pham vi tir 2-3 (mutrc 46 mong mudn).

-Khong c6 khac biét c6 y nghia vé diém an than trung binh giita ba

nhém tai cac thoi diém danh gia (p>0,05).
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Bdng 3.16. Ty | an thdn sdu 6 cdc thoi diém (Ramsay > 4)

Thoi didm /Ramsay Nhom M Nhom MK Nhom F D
n, (%) n, (%) n, (%)
Ramsay < 4 47, (94) 46, (92) 46, (92)
Hy p>0,05
Ramsay > 4 3, (6) 4, (8) 4, (8)
Ramsay < 4 46, (92) 44, (88) 45, (90)
He p>0,05
Ramsay > 4 4, (8) 6, (12) 5, (10)
Ramsay < 4 45, (90) 44, (88) 45, (90)
Hi p> 0,05
Ramsay > 4 5, (10) 6, (12) 5, (10)
Ramsay < 4 46, (92) 43, (86) 47, (94)
Ha4 p>0,05
Ramsay > 4 4, (8) 7, (14) 3, (6)
Ramsay < 4 46, (92) 46, (92) 47, (94)
Hus p>0,05
Ramsay > 4 4, (8) 3, (8) 3, (6)

(Gid tri n, % tinh trong méi nhém, gid tri p khi so sanh gitta ba nhém).
Nhéan xét Bang 3.16:

- Vé6i ca ba nhom tai cac thoi diém danh gia c6 > 90% bénh nhéan c6
diém an than < 4 (m{rc an than mong mubn).

- Tai céc thoi diém 3, 6, 12, 24 va 48 gio sau dung PCA ty I¢ bénh nhan
c6 Ramsay > 4 tuong ung 1a 7,3%, 10%, 10,7%, 9,3% va 6,7%. Ty 1€ nay cao
hon & nhom MK, nhung khong ¢ ¥ nghia théng ké ngoai trir & thoi diém 24
gio (gitra nhom MK va F).

- Trong NC khong gip bénh nhan nao c6 diém Ramsay = 6, ¢ thoi diém
24 gid 1 bénh nhan & nhém MK c6 diém Ramsay =5.
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Bdng 3.17. Ty 1¢ PONV (buén nén va/hodc nén) trong ngay thir nhét va hai.

Nhém | Nhém M |Nhém MK| Nhém F | Chung

PONV (n=50) (n=50) (n=50) (n=150) P
Ngay thu 1

Khong PONV | 36, (72) | 41,(82) 42,(84) |[119, (77,3)| p<0,05

PONV 14, (28) 9, (18) 8, (16) | 31, (20,7)
Ngay thir 2

Khong PONV | 37,(74) | 43,(86) 45, (90) |[125, (83,3) | p*<0,05

PONV 13, (26) 7, (14) 5,(10) | 25, (16,7)

p* p>005 | p>0,05 | p<0,05 | p>0,05

(Gid tri n, % tinh trong méi nhém, p* khi so sanh giiva nhém MK va nhém F

voi nhom M, p* khi so sanh trong cung nhom giita hai ngay)

Nhan xét bang 3.17:

- Ty 1¢ PONV & ngay thir nhat (20,7%) cao hon c¢o ¥ nghia thdng ké so
véi ngay tha hai (16,7%) (p < 0,05).

- Ty 1¢ PONV ¢ nhom MK va nhom F thap hon c6 y nghia so v&i nhom

M v&i cac gia tri twong tng 1a 18%, 16% va 28% trong ngdy thr nhét

va 14%, 10% va 26% trong ngay thi 2 (p < 0,05).

- Khéng c6 khac biét dang ké vé ty 16 PONV giita ngay dau va ngay thir
2 khi dung PCA ¢ nhém M va MK (p> 0,05). O nhém F ty 16 PONV &

ngay thir hai thap hon cé ¥ nghia so véi ngay dau (p < 0,05).
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Biéu d6 3.5. Phén bo ty 1¢ buén nén va / hoiic nén theo gidi tinh

Nhan xét biéu dd 3.5:

- Trong nghién ctru ty 1€ budn noén va /hoac ndén & nit gidi cao hon cod y

nghia so v&1 nam gioi (38,3% so véi 18,9%, p <0,05).

Bdng 3.18. Cac TDKMM trong 48 gio st dung PCA (n, %).

TDKMM Nhom M |[Nhém MK | Nhém F Chung p
Budn noén vahodcnén | 17, (34) | 11,(22) | 12,(24) | 40, (26,7) | p<0,05
Ngira 12, (24) | 8,(16) 7,(14) | 25, (16,7) | p<0,05
Hoa mit, chong mit 3, (6) 2, (4) 2, (4) 7,(4,7) | p>0,05
Pau dau 3, (6) 3, (6) 2, (4) 8, (5,3) |p>0,05
Ao giac 2, (4) 3, (6) 1, (2) 6,(4) |p>0,05
C6 nhu dong rudt 12, (24) | 14,(28) | 15,(30) | 41,(27,3) | p>0,05
Bi dai 7129 (24,1) | 5/28 (17,8) | 5/32 (15,6) |17/89 (19,1)| p<0,05

(p khi so sanh nhém gitta nhom MK & F véi nhom M, % trong moi nhém)
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Nhan xét Bang 3.18:

- Ty 1& budn ndn va/hodc nén tinh trong 48 gio 1a 26,7%. Ty 1& nay &
nhém M cao hon ¢é ¥y nghia so vo1 nhém MK va nhém F (p<0,05).

- Ty 1€ ngura trong 48 gio st dung PCA 1a 16,7%. Ty 1€ ngira & nhom
MK va nhém F thip hon so vi nhom M (p<0,05).

- Trong sd cac bénh nhan khong dit ng thong bang quang trong md, ty
1€ bi dai trong 48 gid dung PCA 1a 19,1%. Ty 1€ nay & nhom M cao hon c6 ¥
nghia théng ké so voi nhdom MK va nhom F (p<0,05).

- Ty 1& BN c¢6 nhu dong rudt trong vong 48 gidr sau md 1 27,3%. Khong
c6 khac biét gita cdc nhom vé biéu hién nay.

- Trong c4 ba nhom c6 4,7% bénh nhan hoa mét chong mat, 5,3% dau
dau va 4% ao giac. Khong c6 khac biét gitra ba nhom vé cac TDKMM nay.

- Trong 6 trudong hop 4o giac c6 3 truong hop bi do thi (1 BN 6 nhom M
va 2 & nhom MK), 2 truong hgp 4o thinh (1 BN ¢ nhom MK, 1 BN ¢ nhém
M) va 1 truong hop 4o thanh & nhém F.

Bdang 3.19. Cdc Vvin dé lién quan dén cai dit va van hanh PCA

Nguy co khi dung PCA S6 truwong hop (n)
Mait nguén dién 7
Cai dat chuong trinh mac dinh 5
Khoa duong dan thude 13
Trao nguoc thude 1én day truyén 4
Bao dong may kéo dai 12
Bam nit yéu cau ho 8
Tong s6 49
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Nhan xét Bang 3.19:

- Co t6i 49 1an bénh nhan gip phai cac van dé khi st dung PCA. Pa s6
van dé duoc phat hién va khac phuc kip thoi.

- Co6 4/5 truong hop cai dat chuong trinh mdc dinh xay ra vao ban dém,

khi chay lai may sau khi mat ngudn dién.

- Khoéng md duong dan thudc khi bat dau hodc thay thuéc din dén bao
dong may 1a hién tuong thuong gip (13 lan).

Trong nghién ctru nay chung t61 khong gap truong hop phai ngung sur

dung PCA do yéu cau BN lién quan dén TDKMM hay do cac bién ching

phau thuat hodc qua trinh diéu tri sau mo. Khong co tir vong lién quan dén

giam dau PCA hoic phau thuat.
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Chuong 4
BAN LUAN

4.1. PAC PIEM CHUNG CUA BENH NHAN

4.1.1. Pic diém lién quan dén bénh nhan

Do tudi trung binh trong nghién ctru cua chiing t6i 1a 52,6 + 10,5, tuong
g v6i d6 tudi hay mac cac bénh 1y tiéu héa gan mat cia nguoi Viét Nam.
Két qua nay ciing phi hop véi cac nghién ctru trén bénh nhan phau thuat tai 6
bung cla cac tic gia Nguyén Van Minh (50,04 + 10,3 va 51,5 + 13,8 tudi ¢
mdi nhém) [133], Tran Thi TrAm Oanh (47 + 16 va 42 + 18 tudi & mdi nhom)
[123], Nguyén Vian Chimg (45,3 + 8,9 va 43,8 + 8,7 tudi & mdi nhom) [134],
Nguyén Diang Luan [126], Nguyén Hong Thiy (43 + 11,4 va 46 + 13,7 tudi ¢
mdi nhom) [122] va Nguyén Ba Tuan [135]. Chung t6i khong thiy khac biét
c6 ¥ nghia vé do tudi trung binh giita ba nhém bénh nhan (Bang 3.1).

Céc nghién ctru trude ddy cho thay tudi 13 mot trong nhing yéu t6 c6
thé anh huong dén qua trinh cam nhan dau ciing nhu nhu cau thuéc giam dau
sau mo [136]. Nhin chung nhu ciu thubc giam dau giam dan khi tudi ting 1én.
Gagliese va cong su [15] xac nhan & cic bénh nhan tré tudi tiéu thu morphin
trung binh qua PCA ¢ ngay dau sau mo 1a 66,6 mg, trong khi d6 & cac bénh
nhan nhiéu tudi hon, con sd nay chi 1a 39,1 mg. Tac gia nay trong cac nghién
ctru khac [13],[18] xac nhan mirc do tudi ciling tao ra sy khac biét vé muc do
dau sau mo cu thé bénh nhan nhiéu tudi hon co6 diém dau thép hon déng ké so
v6i nhitng bénh nhan tré hon khi danh gia bang bo cau hoi McGill (McGill
pain questionnaire), tuy nhién khong thay khac biét vé diém VAS. Cac tac gia
cho réng VAS khong du do nhay dé phat hién su khac biét vé dau sau md do

yéu tudi mang lai.
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Trong nghién ctru cia chung t6i ty 1€ nam / nit = 3/2, khong c6 khéc
biét dang ké vé ty 1é phan bd gi6i tinh giita ba nhom bénh nhan (Bang 3.1).
Piéu nay ciling phit hop véi moé hinh phan b lién quan dén gidi tinh trong cac
phau thuat tiéu hoa va gan mat dugc xac dinh bai cac tac gia Tran Diang Luan
[126], Nguyén Hong Thuty [122]. Anh hudng cua gidi tinh d6i voi dau va nhu
cau thudc giam dau vin con 1a vin dé ban cai [136]. Nghién ctu cia Chia va
cs trén cac bénh nhan Trung Qudc (n=2298) xac nhan khac biét vé gidi
nhu mot yéu t6 du doan chinh vé tiéu thy morphin qua PCA tinh mach véi két
qua 13 nam giéi tiéu thu lugng morphin nhiéu hon tir 23% - 43% so véi nit
gidi [137]. Tong két hé théng ctia Marieke va cs ciing cho thy hiéu qua cua
morphin tot hon & nit gidi v6i nhu cau giam dau it hon khi sir dung giam dau
PCA tinh mach [138]. Trong khi Aubrin va cs (n=4317) cong bod két qua
nguoc lai véi mac do dau va tiéu thy morphin & nix nhiéu hon nam 11%, khac
biét nay khong duoc ghi nhan & nhom bénh nhan gia [139]. Nhiéu 1y do da
duoc néu ra dé giai thich cho hién tugng nay, bao gém céc khac biét vé quén
thé, vé yéu té ndi tiét, di truyén, cling nhu cach danh gia va diéu tri dau, kha
nang dung nap d6i voi cac TDKMM [140].

Can ndng trung binh chung cua cac bénh nhan trong nghién clru cua
chung t6i 1a 52,9 + 7.6 kg. Piéu nay ciing phi hop véi két qua nghién ciru cia
mot sd tac gia trong nudc trén cdc nhom bénh nhan c6 phau thuat tai b bung,
nhu D6 Trung Diing (56,2 + 8,1 va 55,3 + 7,3 kg & mdi nhém) [141], Nguyén
Hong Thuy (49,3 + 6,7 va 48,7 + 7,4 kg & mdi nhoém) [142], Nguyén Trung
Kién (51,8 £ 5,7 kg) [38] va Nguyén B4 Tuan. Tuy nhién, cin ning ctia bénh
nhan trong nghién ctru ndy cao hon so véi két qua ciia Nguyén Vin Chimng va
cong su (45,3 + 11,8 va 45,2 + 9) [134]. Khong c6 khac biét ¥ nghia vé can
nang trung binh gitra cac nhém bénh nhan trong nghién ctru (Bang 3.1). Bénh

Iy lién quan vé tiéu hoa, gan mat, ung thu 1am giam qué trinh hap thu va
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chuyén héa chét dinh dudng c6 thé gbp phan din dén tinh trang cin bing
nitrogen am tinh. Trong cac yéu t& bénh nhan thi can nang va di¢n tich bé mat
co thé co anh huong it nhat dén nhu cau lidu opioid va dap mg bénh nhan
[11],[12]. Két qua ctia Tamsen [12] cho thiy tong liu PCA tinh mach khong
phu thudc can ning hodc téc do dao thai opioid & cac bénh nhan khi dugc
phan nhom theo tudi (age-matched) sau cac phau thuét giéng nhau. Trong khi
Glasson xac nhan can ning va dién tich bé mit co thé 1a nhiing yéu t6 du
doan vé nhu cau opioids sau mo [143]. Macintyre va Jarvis ciling chi ra can
nang 1a mot yéu té6 du doan nhu cau morphin PCA sau mo6 [144]. Tuy nhién,
ca hai nghién ctru déu két luan anh huéng cua yéu t6 nay it hon so véi yéu t6
tudi. Mic du cac két qua tir cac NC chua 1o rang, nhung khi dung opioid ¢
bénh nhan béo nén tinh liéu st dung opioid tan trong nudc (morphin) theo
khéi trong lugng nac, trong khi voi opioid tan trong m& nén tinh theo can
nang thuc té.

Nghé nghiép c6 lién quan dén trinh do vin héa va nhan thic cia
bénh nhan 1a mot trong nhitng yéu to c6 thé anh huong dén qua trinh cam
thu dau, chiu dung dau citing nhu kha nang hiéu biét va tham gia cua bénh
nhén trong qua trinh st dung PCA. Trong NC nay ching t6i khong thiy
khac biét dang ké vé phan bd nghé nghiép giita ba nhom (Bang 3.1). Bénh
nhan 12 néng dan va can bd chiém da sé trong NC véi ty 18 tuong duong
nhau. Két qua nay ciing tuong tu voi ty 16 cong bd ciia Tran Ping Luan
[72], Nguyén B4 Tuan [78].

Két qua nghién ciru cho thay c¢6 15,3% bénh nhan hut thude 14 va 8%
bénh nhan co tién sir say tau xe (Bang 3.1). Két qua nay ciing phu hop véi
cong bd ciia Pao Thi Kim Dung, Nguyén Thanh Ta [145]. Bénh nhan khong
hut thudc va say tau xe 1a yéu t6 nguy co lam ting ty 1& nén va budn nén sau
mo. Chung toi khong thdy c6 khac biét ¥ nghia théng ké vé ty 1é cac yéu td

nay gitra ba nhém bénh nhan trong nghién cuu.
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Nhitng phan tich trén cho thiy sy déng nhét twong ddi giita ba nhém
NC vé cac yéu td chinh lién quan dén bénh nhan. Piéu nay tao diéu kién cho
viéc so sanh chinh x4c va khach quan hon.

4.1.2. Pic diém lién quan dén phiu thuat

Trong nghién ctru ndy ching t6i lua chon cdc bénh nhan c6 phau
thuat 16n tai 6 bung, chu yéu 1a cac phau thuat tai da day, dai truc trang va
gan mat. Pay 1a nhimg phiu thuat c6 mic d6 dau sau mo nhiéu, thoi gian
dau sau mo kéo dai dong thoi ciing gdy nhiéu anh hudng dén hé théng co
quan trong co thé. Cac phau thuat tai thanh bung (nhu thoat vi ben), pham
vi phau thuat nho (dudong rach da ngan) duge loai trir khoi nghién ctru nham
dat duoc tinh déng nhat vé loai ph?lu thuat va mac do dau gitta cac bénh
nhan. Bang 3.2 cho thiy phiu thuat tiéu hoa chiém 52,7%, gan mat 32%.
Khéng c6 khac biét co ¥ nghia thong ké vé ty 1é cac bénh 1y can phau thuat
gitra cac nhom bénh nhan trong NC.

Pham vi va mitc d6 xam lan cia phau thuat 1a mot yéu t6 quan trong
anh huong dén dau va diéu tri dau sau mo, trong do vai tro cua vi tri va do dai
duong rach da d3 duoc xac dinh ¢ nhiéu nghién ctru. Cac duong rach da qua
khoang lién suon, dudi bo suon, canh suon, duong gitra bung c6 mirc do dau
nhiéu hon. Phau thuit c6 vét md cang dai, ton thuong mé cang nhiéu thi mirc
d6 dau sau mo cang tang va thoi gian dau ciing dai hon. Két qua trinh bay &
Bang 3.2 cho thay dudng rach ra trén va dudi rén chiém 74%, trén ron 1a 14%
va duong rach khac 1a 12%. P¢ dai duong rach da trung binh 1a 25,2 = 3,7 cm
(ngan nhat 1a 15, dai nhét 1a 32 cm). Pay 1a nhilng dudng mod c6 mic do gy
dau cao va kéo dai sau phiu thuat can thiét kiém soat dau tot. Ching toi
khong thiy khac biét y nghia vé ty 18 cac loai dudng rach da cling nhu d6 dai
trung binh duong rach da giita ba nhém bénh nhan trong nghién ctru. Két qua
nay ciing twong duong véi cong bd cia Tran Pang Luan khi nghién ctu trén

cac bénh nhan phau thuat tai 6 bung [126].
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Thoi gian phau thuat trung binh trong nghién ctru 1a 109,1 + 26,2 phut
(ngan nhat 12 55 phat va dai nhat 1a 205 phat). Khong c6 khac biét vé thoi
gian nay gitta ba nhom bénh nhan (Bang 3.2). Thoi gian phau thuét ciia chiing
t61 twong tu két qua nghién ctru tai cung bénh vién ctia Tran Pang Luan trén
120 bénh nhan phiu thuit tai 6 bung vé6i thoi gian phiu thuat trung binh & ba
nhom twong duwong nhau va thay doi tir 89,3 dén 97,7 phit [126]. Tuy nhién,
két qua tir cac tac gia Nguyén Hong Thuy [122], Nguyén Trung Kién [146] va
Reeves [147] trén bénh nhan phau thuat bung cho thay thoi gian mo trung binh
dai hon véi cac gia tri twuong Ung 1a 141 + 42,3, 163 £ 17 va 144 £ 69 phut.
Phiu thuat kéo dai (thudng trén 2 gid) 1a mot trong nhiing yéu té lién quan
dén muc d6 dau nhiéu sau mo, diéu nay da duogc khéng dinh trong mdt )
nghién ctru trude ddy. Ngoai yéu t6 loai phiu thuat, tinh chat phau thuat (Ianh
hay 4c tinh), thoi gian nay con phu thudc vao chién lugc va k¥ ning mo xé
ctia phau thuat vién. Tén thuong mo giy ra do thao tac mé x¢, cac dap ung
viém, rdi loan than kinh thé dich nhiéu hon lién quan dén thoi gian md kéo
dai 1 nhiing yéu t6 giai thich cho hién twong dau nhiéu hon [148].

4.1.3. Pic diém lién quan dén giy mé.
4.1.3.1. Tiéu thu giam dau fentanyl trong mé.

Tiéu thu giam dau trong qua trinh phiu thuat c6 thé anh huong dén
mirc d6 dau, tiéu thu thudc giam dau va cac TDKMM & giai doan ngay sau
md. Shapiro xac nhan c6 lién quan truc tiép giira st dung fentanyl trong mé
va trc ché ho hip sau mo khi dung PCA tinh mach (p=0,03) [149]. Trong
nghién ctru clia chung t6i fentanyl 13 thuc giam dau duy nhat duoc sir dung
trong qud trinh phau thuit véi muc tiéu thu trung binh 1a 347,5 + 59,2 mcg.
Khéng c6 khac biét vé tiéu thy fentanyl trung binh giita ba nhom bénh nhan
nghién ctru (p>0,05) (Bang 3.3). Luong tiéu thu nay ciing phu hop véi két qua
ciia Nguyén Hong Thay (350 + 80 mcg) [122], Tran Pang Luan (tir 290 +
90,7 dén 322,5 + 125,5 mcg) [126] va Nguyén Toan Thang (336,7 + 66,9 va
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360 + 59,3 mcg) [128] khi nghién ctru trén cdc nhom bénh nhan phau thuat tai
6 bung. Két qua cua chiing t6i cao hon so voi cia Pham Quang Minh véi tiéu
thu fentanyl trung binh trong mé 1a 0,27 + 0,05 mg, tuy nhién cac bénh nhan
trong nghién ctru cia tac gia nay déu duogc dit catheter ngoai mang cing va
duy tri thude giam dau tir trude khi khoi mé [150].
4.1.3.2. Str dung cdc thuéc khdc trong mé

Céc thudc str dung trong qua trinh gy mé c6 thé anh hudng dén chat
luong cudc mé, thoi gian thd mdy va dau khi rat NKQ cling nhu cac
TDKMM ngay sau mo. Cac bénh nhén trong nghién ciru déu dugc khéi mé
bang propofol (trudng hop can thiét thay thé bang etomidat) sau d6 duoc duy
tri mé bang propofol hoic isofluran. Vi 1a thudc co tac dung giam dau nén
chung t61 khong str dung ketamin cho khdi mé hay duy tri mé trong nghién
ctru ndy. Két qua trinh bay & Bang 3.3 cho thiy co t&i 74,7% bénh nhan st
dung propofol dé khoi mé va duy tri mé trong mo, 23,3% bénh nhan duoc
khoi mé bang propofol va duy tri mé bang isofluran, chi c6 3% bénh nhan
khai mé bang etomidat do lién quan dén bénh tim mach tiém tang. Thudc gian
co chu yéu str dung trong nghién ctru 1a rocuronium (72,7%) va pipecuronium
(24%), chi c¢6 3,3% str dung loai gidn co khac. Két qua nghién ctru ciing xéac
nhén 18,7% bénh nhan dugc dung thude giai gidn co. Py 13 nhitng yéu té cd
thé anh hudng dén thoi gian rat 6ng NKQ, nhu cau giai gidn co cling nhu cac
bién chimg ho hip sau mé. Tuy nhién, khong c6 khac biét y nghia vé ty 18 su
dung cac thudc mé, thude gidn co cling nhu giai gidn co giita ba nhém M, MK
va F (p>0,05) (Bang 3.3). Piéu nay goép phan ting tinh dong nhat giita cac
nhom bénh nhan trong nghién ctru.
4.1.3.3. Thoi gian rit 6ng NKQ

La khoang thoi gian tinh tir khi két thuc cudc mé (dong da xong) cho
dén khi rat dng NKQ. Thoi gian ndy chiu anh hudng cta nhiéu yéu té nhu: sir

dung cac thudc trong mo, tinh trang trudc mé cua bénh nhan, bénh can phau
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thuat, dién bién trong va sau khi gdy mé phau thuét... Trong nghién ctru cta
chung t6i thoi gian rat dng trung binh 1a 31,2 £ 13,5 (10 -100) phit, khéng c6
khac biét gifta ba nhom vé gia tri ndy (Bang 3.3). Két qua cia chung toi twong
duong véi xac nhan ctia Nguyén Hong Thity (20 + 5 phat & nhém morphin va
25 + 6,6 phit & nhom ketamin) [142], nhung ngin hon so véi két qua cua
Tran Pang Luan (trung binh tir 65,5-70,3 phut) [126]. Bé dam bao tinh dong
nhat giita cdc bénh nhan chiing toi chi lua chon cac truong hop c6 thoi gian
thd may sau mo dudi 2 gio.

Nhin chung, céc yéu té lién quan dén bénh nhéan, gdy mé va phau thuat
tuong d6i ddng nhét gitra ba nhom. Pay 1a nhimg yéu t6 it nhiéu c6 thé anh
hudng dén muc d6 va thoi gian dau sau mo ciing nhu kha nang dung nap véi
cac TDKMM cua bénh nhan khi sir dung cac opioid. Diéu nay tao diéu kién
cho viéc so sanh, danh gia vé hiéu qua giam dau va TDKMM giita cac nhom
chinh xac va khach quan hon.

4.2. HIEU QUA GIAM PAU SAU MO

Muc dich nghién ctru ctia chung t6i 1a nhdm so sanh hiéu qua giam dau
cling nhu TDKMM cua fentanyl, morphin phdi hop véi ketamin véi sir dung
morphin don thuan qua duong PCA tinh mach. Cung véi cac TDKMM, hiéu
qua giam dau 1a mot trong nhiing tiéu chi quan trong nhat trong viéc danh gia
tac dung ciia mot phuong phap, thude hodc sy phdi hop thude giam dau. Nhu
d3 phan tich ¢ phan tong quan dau 1a sy cam nhan c6 tinh chat chu quan, phu
thudc rat nhiéu yéu td, vi vay trén 1am sang danh gia chinh xac dau thudng
khong dé dang. Ciing nhu da sb cac nghién ctru ching toi danh gia hiéu qua
giam dau dua trén hai tiéu chi; diém dau theo thang diém VAS (tir 0-10) khi
bénh nhin nam yén va khi van dong, va mic do hai long ctia bénh nhan vé
diéu tri gidm dau. Bén canh d6. mot s6 tiéu chi khac nhu tiéu thu giam dau
(khi so sanh gitta nhém M va MK), nhu cau bd xung giam dau va ty 16 A/D
hién thi trén may PCA ciing duoc dé cap trong danh gia hiéu qua giam dau &

cac nhom bénh nhan.
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4.2.1. Mirc dd dau ngay sau rut ong

Piém dau trung binh ciia cac bénh nhan ngay sau khi rat 6ng NKQ
trong nghién ciru cia chung t6i 14 5,27 + 1,02 khi ndm yén (Bang 3.4) va
6,77 + 1,04 khi van dong (Bang 3.5). Nhu vdy da sd bénh nhan c6 diém
dau & mirc do trung binh khi nim yén va dau nhiéu hon khi van dong,
mot phan lién quan dén luong fentanyl dung trong md khéng quéa cao
(trung binh 13 347,53 + 59,2 mcg) trong khi thoi gian tir khi két thuc
phau thuat dén khi rat éng twong ddi kéo dai (trung binh 31,2 + 13,5
phat). Két qua cua chung toi cling twong duong voi cong bd cia
Nguyén Hong Thiy ¢ bénh nhan phiu thuit bung trén véi diém VAS
trung binh khi nghi va khi hit sau ¢ thoi diém sau rat NKQ va trude khi
chuan d6 tuong tmg 13 5,5 + 0,7 va 6,7 + 0,9 [142].

Chung t6i khong thiy khac biét vé diém dau trung binh giita ba
nhom nghién ctru & thoi diém ngay sau khi rat dng NKQ. Nhu vay muc do
dau & cac nhom 1a tuong d6i dong nhat trudce khi tién hanh chuan d6 va sir
dung PCA.

4.2.2. Lwong thudc can dé chuan do & mdi nhém.

Vi ban chit cia PCA 1a mot dang diéu tri duy tri, do d6 bénh
nhan can dat duoc trang thai giam dau du (twong tng voi diém VAS <
4) trude khi bat dau sir dung PCA. Tuy nhién, véi cach sir dung liéu tin
cong ban dau (loading dose, initial dose) cai dit sin trén may thuong sé
rat khé dat dugc hiéu qua giam dau mong muén, nguoc lai mot s6 bénh
nhan lai bi qua liéu thudc. Chinh vi vay chuin d6 cac thudc giam dau
opioid tinh mach bang cach dung cac liéu nho ngit quing sau mdi 5-10
phut cho dén khi dat dugc diém VAS < 4 13 phuong phap phu hop duoc
ap dung phd bién trén 1am sang. Nhiéu yéu té c6 thé anh hudéng dén
lugng thudc chuan do; loai phau thuat, sir dung giam dau trong mo, thoi
gian tir khi két thic phau thuat cho dén khi rat NKQ. Két qua trinh bay
& Bang 3.2 va 3.3 khong cho thdy khac biét c6 ¥ nghia vé cac yéu to
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nay gitta ba nhém bénh nhan nghién ctru. Bén canh d6 khac biét trong dap
g gitta cac bénh nhan véi diéu tri dau va cua timg bénh nhan véi cac thude
giam dau ciing 1a mot yéu té di duge xac dinh.

Trong nghién ctru nay luong thudc can cho chuan do & cac nhém M, MK
va F tuong ung 1a 6,6 £ 1,8 mg, 5,5 + 1,7 mg va 92,5 + 27,5 mcg (Bang 3.3).
Morphin ding dé chuin d6 trong nghién ctu ctia chung t6i twong duong
v6i két qua cua Nguyén Hoéng Thuy (trung binh 4 + 1,2 mg & nhom
ketamin va 6 + 1,7 mg nhém morphin) [142] nhung thap hon so v&i két qua
ciia Tran Pang Luan. Cac tac gia nay xac nhan lugng morphin can dé chuan
d6 & nhom MK thap hon so v6i nhom sir dung morphin don thuan [126]. Tuy
nhién, chung t6i khong thdy khac biét nay giita nhom M va MK. Ketamin liéu
thap c6 tac dung ting cuong hiéu qua giam dau cia opioid nhung du giam dau
co ban phai dat duoc trude khi st dung ketamin, chinh vi vay viéc chuan do
hay str dung trudc cac k¥ thuat giam dau khac co ¥ nghia quan trong ddi voi
hi€u qua giam dau cta ketamin [116].

Thoi gian chuan d6 trung binh & ba nhém M, MK va F tuong tng 1a
23,5 +5,7,21,6 £6,3 va 15,4 £ 3,7 phtt. Thoi gian nay & nhom F ngén hon
c¢6 ¥ nghia so voi nhom M va MK (Bang 3.3), diéu nay duoc giai thich 1a
do thoi gian xuat hién tic dung (onset) cuia fentanyl ngan hon so voi
morphin (tuong tng la tur 3-5 phut va 8-10 phut) [59].

4.2.3. Piém VAS tai cc thoi diém nghién ctru.

Két qua trinh bay tai Bang 3.4 cho thay diém dau (VAS) trung binh khi
nam yén cia ba nhom bénh nhan & cac thoi diém nghién ctu déu < 4. Piém
VAS trung binh khi van dong thay doi trong khoang tir 4 - 4,5. Nhu vay da s6
bénh nhan dat dugc mirc d6 giam dau tdt, nhat 13 khi nam yén. Diéu nay cling
pht hop vé6i két qua tong két bao gdm nhiéu nghién ctru vé giam dau PCA tinh
mach st dung céc opioid v&i hiéu qua giam dau t6t va mac do thoa man bénh

nhan cao hon so vdi cac cach sir dung truyén thong khac [21],[85],[86],[87].
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Chung t6i khong thiy su khac biét c6 y nghia vé diém VAS trung binh
khi bénh nhan nam yén gitta ba nhom M, MK va F (p>0,05, bang 3.4 va biéu
d6 3.1). Tuy nhién, diém VAS trung binh khi van dong tai cac thoi diém danh
gia trong ngay tht hai (24, 36 va 48 gid) & nhém MK va nhom F thap hon c6
¥ nghia so vdi nhom M (p<0,05, bang 3.5, biéu d6 3.2).

Khac biét vé hiéu qua giam dau giita nhém M va nhom F ciing phu hop
v6i cong bd ctiia Hutchison va cs (n=254) trong mot nghién ciu da trung tam
so sanh gilra fentanyl, morphin va hydromorphon qua PCA duong tinh mach
trong giam dau sau phau thuat chinh hinh (thoi gian 48 gid) véi diém VAS
trung binh (thang diém tir 0-10) ¢ nhém fentanyl thap hon co ¥ nghia & ca
ngay thr nhat va thir hai so v6i hai nhom con lai (v6i p=0,003 va p=0,002

twong tng) (Biéu db 4.1).
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Biéu dé 4.1. Piém dau trung binh trong hai ngay diing PCA (Tham khdo [112])

Gan day trong mot NC so sanh giita fentanyl (bolus 25 mcg) va
morphin (bolus 1 mg) trong gidm dau PCA sau cic phau thuat tai bung trén
(n=60, thoi gian NC 24 gd) Stavropoulou va cs ciing xac nhan két qua tuong
tu voi diém dau trung binh & nhém fentanyl va nhém morphin twong ung 14 2

(1-6) va 4 (2-6), p < 0,001 (theo diém luong gia bang s tir 0-10) [113]. Khi
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so sanh giira morphin va fentanyl trong PCA tinh mach két qua nghién ctru
trudc ddy chung toi cling xac nhan diém VAS thip hon ¢ nhom fentanyl
[121]. Tuy nhién, Howell va Watt khi dung qua PCA sau mo 14y thai [151] va
mo phu khoa [152] (liéu bolus ctia fentanyl 20-25 meg va morphin 1 mg, thoi
gian khoa 10 phuat) di khong cho thdy vu diém vé giam dau cua fentanyl.
Gurbet ciing cong bd hiéu qua giam dau twong duong gitta cac nhom sir dung
PCA morphin, fentanyl va remifentanil trong 24 gid sau md tim véi diém

VAS tuong ung 1a 1,6, 1,5 va 1,4 trén thang diém tir 0-10 (p>0,05) [153].

Vai tro cta ketamin trong giam dau sau mo da dugc Bell va cs (2006)
xac nhan trong mot tong két Cochrane bao gdm 37 nghién ciru ngiu nhién co
d6i ching (n=2240). Két qua c6 27 nghién ciru cho thay sir dung ketamin licu
thap ¢ giai doan chu phau 1am giam nhu cau str dung thudc giam dau va/ hodc
mic d6 dau (diém dau) trong 24 gid sau md [111]. Trude d6 Elia va Tramer
(2004, n=2839) ciing da tién hanh mot tong két twong tu bao gdm 53 NC tir
nhiéu qudc gia v6i két qua con chua that sy rd rang vé vai tro ciia ketamin
trong giam dau sau mo [117]. Téng két hé théng gan day cua Laskowski va
cong su (2011, n=4701) bao gdm cac nghién ctru ngau nhién, mu doi va co
nhoém chimg dugc cong bd trong khoang thdi gian tir 1966 dén 2010 véi két
qua 1a co td1 78% cac nhom st dung ketamin cd mirc do dau it hon dac biét 1a
& cac nhém bénh nhan phiu thuat nguc, bung trén va chan thuong chinh hinh
16n [154]. Béi v6i giam dau PCA duong tinh mach hiéu qua cua két hop
ketamin va morphin cting da dugc Carstensen va cs (11 nghién ctru trén 887
bénh nhan) xac nhan & cac phﬁu thuat vung nguc, tuy nhién vai phﬁu thuat
bung va chinh hinh két qua van chua that sy rd rang [20]. Nghién ctu cua
Nguyén Vin Minh (str dung ketamin tinh mach liéu 0,5 mg/kg sau khi khoi
mé trude lac rach da, tiép theo truyén tinh mach 2mcg/kg/phut trong 24 gio)
va Nguyén Hong Thay (sir dung liéu 0,5 mg/kg lac khai mé) ddi voi phiu
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thuat bung trén cho thay thiy nhém dung ketamin tiéu thu morphin trong 12
va 24 gio sau mo it hon, diém dau lic nghi ngoi, khi hit sau thap hon trong
khi ty 1¢ cac TDKMM thép va tuong duong nhau giira hai nhom [133],[142].

Nghién cttu cua chung t6i cho thdy VAS khi van dong tai cac thoi
diém 24, 36 va 48 gio & nhom M va MK thap hon ¥ nghia so véi nhom M.
Két qua nay phu hop cong bd cua Burstal [155] va Unlugenc [156] trén BN
c6 phau thuat bung. NC ciia Michelet va Nesher & BN phau thuat tim phoi
cling cho thay diém dau thap hon & gio thir 48, 60 va trong 72 gio khi dung
PCA két hop morphin va ketamin [157],[158]. Khac biét nay ciing dugc
khang dinh trong cic NC trén BN chinh hinh cua Javery [159],
Akhavanakbari [160] va Pao Khac Hung [127]. Trong khi cac NC khac
trén BN phau thuat tai 6 bung cua Reeve [147] va Murdoch [161] khong
cho thay sy khac biét nay (Bang 4.1).
4.2.4. Tiéu thu thudc qua PCA & mdi nhoém

Két qua trinh bay ¢ Bang 3.7 va Biéu d6 3.3 cho thdy lugng tiéu thu
giam dau (khong tinh luong thudc chuan d6) trong hai ngay diung PCA ¢ mdi
nhom. Chiing t6i x4c nhén tiéu thu morphin trung binh & nhém MK thap hon
¥ nghia so voi nhdm M véi céc gia trj twong tmg & ngay dau 12 33,9 + 5,3 mg
so véi 39,1 +£ 4,9 mg va ngay tha hai 1a 28,5 £ 6,5 mg so voi 32,4 + 5,3 mg
(p<0,05). Két qua ciing cho thdy trong mdi nhom tiéu thu giam dau trung binh
& ngay dau nhiéu hon déng ké so v6i ngdy thtr hai (twong tmg 1a 39,1 + 4.9
mg so voi 32,4 +£ 5,3 mg & nhom M, 33,9 £ 5,3 mg so voi 28,5 + 6,5 mg mdi
thudc & nhém MK va 7650 £1400 mcg so v6i 6100 + 1650 mcg ¢ nhom F).
Diéu nay ciing phu hop véi thyc té 1a mic d6 dau sau mo6 giam dan theo thoi
gian, hon nita & nhitng ngay sau bénh nhan c6 thé quen hon véi cach sir dung
PCA nén hiéu qua giam dau 6n dinh hon. Téng lugng thudc giam dau tiéu thu

trung binh trong ca hai ngay dung PCA & nhom M, MK va F tuong tng la
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71,5 + 7,5 mg morphin, 62,6 + 9,7 mg modi thudc morphin + ketamin va
1377,5 + 220 mcg fentanyl, trong d6 tiéu thy morphin & nhém MK thap hon ¥
nghia so véi nhém M (p < 0,05) (Bang 3.6). Luong giam dau ti€u thu trung
binh theo gio & nhém M 14 1,49 mg/gio, nhém MK 1a 1,3 mg morphin/gio
va 1,3 mg ketamin/gid va nhom F 1a 28,7 mcg/gio. Két qua trinh bay ¢
Bang 4.2 va 4.3 cho thay murc tiéu thu cac thudc giam dau trong cac nghién
ctru khac nhau.

Tuong tu nhu cac opioid khac nhu cau fentanyl thay doi trong pham vi
rong véi lidu bolus tir 10 - 50 mcg va thoi gian khoa 1én téi 10 phut. Liéu
fentanyl t6i da theo gid thay do6i tir 120-600 mcg, trong khi nhu cau trung
binh mdi gio 1a tir 48-83 mcg. Du thoi gian tac dung ngan nhung bénh nhan
thuong chi dung 1-3 liéu bolus/gid va hiém khi st dung trén 2 lidu
bolus/gid [107]. Tiéu thu fentanyl trung binh mdi gid qua PCA trong
nghién ctru cta ching t6i (28,7 mcg) thdp hon so véi cong bd ciia cac tic
gia khac (Bang 4.3). TAm voc nho hon, khac biét vé van hoa ciing nhu dic
diém di truyén hoc 1a nhitng yéu t6 co thé gop phan 1y giai cho nhu cau
fentanyl thap hon ¢ bénh nhan ciia ching toi.

Tong két cuia Subramaniam (2004) [98] va sau d6 1a Elia (2005) va Bell
(2006) cua déu cho thay dung ketamin & giai doan chu phau c6 tac dung lam
giam nhu cau morphin cong don trong 24 gio sau moé véi WMD (Weighted
Mean Difference) twong tng 1a -15,7 mg [117] va 15,98 mg [111]. Carstensen
& Moller (2010) tong két 11 NC phdi hop ketamin véi morphin qua PCA véi
5 NC st dung lidu bolus ketamin 1a Img/ml, mgt NC sur dung lidu 2 mg/ml, 3
NC st dyng liéu 5 mg/ml va 1 NC dung liéu 0,75mg/ml. Két qua 6 NC cho
thay tiéu thu morphin giam ¥ nghia & nhom st dung ketamin véi mic do giam
kha 4n tuong tir 45-60%. Tuy nhién 5 NC khong cho thiy tac dung nay [20].

Céac NC vé phdi hop hai thudc trén cua Javery, Adriaenssens, Guignard trén
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cac bénh nhan phiu thut bung déu cho thiy giam ¥ nghia nhu ciu morphin
qua PCA (Bang 4.2). Trong khi d6 Reeve, Murdoch ciing v6i phau thuat bung
khong thdy giam tiéu thu morphin khi phdi hop véi ketamin [147],[161].
Nhiéu quan diém duoc néu ra lién quan dén thoi diém dung thude (trude,
trong va sau mod), duong va lidu diung va cach st dung, trang thai kénh
MNDA déng hay mé... dé giai thich cho nhiing khac biét vé hiéu qua cua
ketamin gita cac NC. Chung tdi lya chon liéu bolus ketamin 1mg/ml dua trén
két qua NC tim liéu phdi hop tbi wu cua Sveticic [118]. Tuy nhién, Mion &
Tourtier cho rang van dé cha yéu lién quan dén lidu ketamin (lidu nay ty 1¢
thuan véi tiéu thu morphin PCA) va vdéi lidu thip hon 1 mg/gid khong mang
lai hiéu qua. Tac gia ndy goi y liéu hiéu qua cta ketamin 1a 5-10 mg/gio

tuong tmg véi liéu bolus ketamin 1a 3mg [162].
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Bdng 4.1. Hiéu qud gidm dau va TDKMM Kkhi phéi hop morphin va ketamin trong PCA tinh mach

Nghién ciru n Logi phiu thuat | /I\-EI}I;I(gmg) Piém dau Glam tiou thy TDKMM
. 50 2, 2 \ . . p<0,05 ¢ 36 va | Giam bao hoa ¢ dém thir
Michelet [157] (25/25) Cat thuy phoi 1/1+1 p<0,05 ¢ 48 va 60 gid 60 gic I va 2, p<0,008
70 Lo \ Ho p<0,03, giam ngudng . . A A
Burstal [156] (33/37) | LAt cung duong 1142 | dau p<0,05, thori gian ding | Khong y nghta | D 1SPhOria, budn non,
bung . ngaa p<0,006
' PCA ngan hon p<0,001 ’
57 p<0,05 trong vong 72 gio, TP W S
Nesher [158] (29/28) | Tim-phéi 15145 | p<0.01 thoi gian ding PCA | P0:05 trong 24 | Glam bao hoa, tan s6 tho
. gio dau p<0,005
ngan hon ’
Unlugene [155] (25/%0) Bung I6n 0,4/0,4+1 | p<0,001 & 15, 30 va 60 phit SZ%%” G 12Va | k1 6ng ¢ nghia
42 et R Buon non, ngua, bi tiéu
Javery [159] (20/22) | CAtbo dia dém 1/1+41 | p<0,001 p<0,001 2<0.05
/1 A x4 A an N Test nhan thac giam ¢
Reeve [147] (35/36) Bung trén va dudi 1/1+1 Khoéng y nghia Khoéng y nghia gios 48 p<0,05
Murdoch [161] (1;‘/%1) bCL?;;“ cung dudng | 4/1,075 | Khong ¥ nghia Khong § nghta | Ngira p<0,05
Akhavanakbari 60 s 0,2/0,2+1 | Thap hon & nhom ketamin, o
[160] Chinh hinh hoac 2 0<0,05 p <0,05 Khong y nghia
Pao Khac Hung 60 Gay 2 xuong cang , X Ao ~
[127] (30/30) | chan 1/1+1,5 Nhoém MK tot hon, p<0,05 p <0,05 Khong y nghia
Ng.T.Thing 60 . < 1 , s
[128] (30/30) Bung I6n 1/1+1 Thap hon ¢ nhom ketamin p <0,05 Khong y nghia
Chung t6i 100 Bung lon 1/1+1 Puong duong nhau p<0,05 Ngtra, PONV, bi dai
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Két qua nghién ctru cho thiy trong ngay dau khong cé khac biét vé tiéu
thu giam dau trong 0-6 gio dau ciing nhu 6-12 gid tiép theo gitta nhom M va
MK. Tuy nhién trong giai doan tir gid' 12-24 nhu cau giam dau trung binh &
nhém MK thap hon c6 ¥ nghia so v6i nhom M (Biéu dd 3.1). Phan tich trong
mdi nhém tiéu thy giam dau trong 12 gio dau cao hon so véi tiéu thy trong 12
gid tiép theo & nhém MK va nhom F, trong khi khong ton tai khac biét nay &
nhom M (P4 thi 3.1). Diéu nay phu hop voi dién bién dau nhiéu hon & giai
doan ngay sau phau thuat va giam dan ¢ nhitng ngay sau do.

Bdng 4.2. Tiéu thu morphin trong ngay thir nhdt si¢ dung PCA (mg)

Thoi gian Nhom M Nhom MK
Tac gia p
(gio) X (SD) X (SD)
Javery [159] 24 gio 51,1 (20,8) 25,8 (16,4) | <0,05
Guignard [163] 24 64,9 (27) 42,7 (16,3) | <0,05
Guillou [164] 24 48 (22) 37 (24) <0,05
Adriaenssens [165] 24 30,7 (15,9) 19,4 (10,7) | <0,05
Menigaux [166] 24 49,7 (24,1) 24,2 (17,8) | <0,05
Stubhaug [167] 24 68 (30) 64,5 (22,6) | >0,05
Ng.T. Thang [128] 24 40,4 (7,2) 36,6 (6,2) | <0,05
24 39,1 (4,9) 33,9 (5,3)
Chung t61 <0,05
48 71,5 (7,5) 62,6 (9,7)

Két qua & bang 4.2 cho thdy su khac biét vé tiéu thu morphin va
ketamin trong 24 gio gitta cac NC. Diéu nay c6 thé duoc gii thich 1a do sy
khong déng nhat vé cdc nhém bénh nhan ciing nhu liéu thude (khac biét vé
can nang, vé ty 1é phdi hop thudc, lidu thude, thoi diém bat dau, loai phau
thuat, gio1 tinh...). Hon ntra, sy khac bi¢t vé tiéu thu giam dau khong luon
ludn twong tmg véi hidu qua giam dau dat dugc dic biét 1a khi phéi hop céac

thudc [140],[168].
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Bdng 4.3. Cai dat va hi¢u qud giam dau cua fentanyl trong PCA

- Cai dit may PCA Lidu .
Tac gia biém VAS
Bolus (mcg) | Thoi gian khoa | (mcg/gio)

Ginsberg [79] 13,8-14,4 5-8 - 3-5
Howell [151] 25 10 78 1-4
Glass [169] 20 6 48 2-4
Lehmann [170] 34 5 68 2-3
Laitinen [171] 50 5 68 1-3
Chung t6i 25 8 28,7 <4

4.2.5. Ty 18 A/D va nhu cau bd sung thudc

Pay 1a ty 18 giira s6 1an bénh nhan bim nat yéu cau thanh cong, nghia
1a s6 lan thuc su c6 bom thudc vao bénh nhan (Actual) trén tong sé lan bam
nut (Demand) tinh & thoi diém danh gia. Khi bénh nhan d duoc giai thich
day du vé PCA, ty 18 nay phan anh mirc 6 dau (dong thoi 13 hiéu qua giam
dau) cling nhu tinh hop 1y cta cac thong s cai dat [172]. Gia tri 1y tudng c6
thé dat duoc 1a 1 (100%) tuy nhién khi A/D >75% duoc coi 1a c6 thé chip
nhan. Gia tri A/D trung binh tai hai thoi diém 24 va 48 gid sau mo trong
nghién ctru ctia ching t6i tuong tmg 13 74,8+7,6 (%) va 78,4+7,3 (%), diéu
nay phan anh hiéu qua giam dau va cai dat thong sé 1a tuong ddi hop 1y. Két
qua nay ciing phi hop voi cong bd cia Nguyén Pirc Lam trén cac bénh nhan
sau mo tim [173] va B3 Trung Diing & bénh nhan phiu thuat 6 bung [141].
Phan tich sy khac biét gitra ba nhém ching t61 xac nhan ty 1€ A/D & nhom F
va nhom MK cao hon dang ké so v6i nhom M (76,8 £ 7,5 va 76,0 £ 6,8 so voi
71,6 + 7,7) & thoi diém 24 gio. Diéu nay ciing phu hop thuc té hiéu qua giam
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dau khi van dong tot hon & nhom F va MK ¢ thoi diém 24 gio. Nghién ctru
ctua Ginsberg va cs khi so sanh gitta fentanyl va morphin dung trong PCA tinh
mach ciing cho thay két qua tuwong tu [79]. Castro va cdng su ciing xac nhan
su khac biét vé ty 1é nay giita nhom morphin va nhom sir dung fentanyl véi
lidu bolus 14 50 mcg (voi ty 18 twong tmg 14 0,71 + 0,27 va 0,81 + 0,17) [114].
Trong khi khong c6 khac biét vé ty 1é nay giita nhém M va MK. C6 thé giai
thich sy khac biét nay la do tac dung gidm dau nhanh (thoi gian khoi phat tac
dung va thoi gian tac dung ngan) va manh cta fentanyl so véi morphin dan
dén dap tmg giam dau sém hon mong mudn ctia bénh nhan khi can bo xung
giam dau do d6 khong 1am xudt hién hanh vi bam nut.

Két qua & bang 3.9 xac nhan c6 8,6% bénh nhan can phai bo sung thém
thudc giam dau (thudc dang str dung qua PCA hoic ketorolac). Nhém M c6 ty
1¢ cao hon so v6i nhém MK va F. Ching t6i nhan thay thoi diém can bo sung
thém giam dau thuong 1a vé ban dém sau khi thirc gidc do khong sur dung
thudc khi ngi. Mot sb bénh nhéan c6 diém VAS cao can bd sung thém giam
dau trong khi van c6 kha ning bam nat yéu cau dé dung thude (tic thoi gian
khoa ciing nhu gidi han liéu con cho phép). Piéu ndy ciing dugc xac nhan
trong nghién ctru cua Owen va cs [77]. Nhu vay mac du da dugc giai thich ca
¢ giai doan trudc va sau mo nhung mot s6 bénh nhan chua thyuc sy cht v hodc
quan ngai qua mic vé cac TDKMM dic biét 1a kha ning gay nghién. Do d6
can tiép tuc giai thich va nhic nho lai trong qua trinh sir dung PCA.

4.2.6. Mirc d9 hai long ciia bénh nhin vé giam dau PCA

Murc @0 hai long cta bénh nhan véi cac dich vu cham soc y té 1a mot
trong nhing tiéu chi phan 4nh chat luong va trinh d6 chuyén mén ctia mot
bénh vién. Co rat nhiéu yéu td anh huong dén sy hai long, théa man cua bénh
nhan, trong d6 hiéu qua kiém soat dau 1a mot trong nhimng yéu to cé anh

huodng truc ti€p doi1 véi ca bénh nhan va nguoi than cua hg. Ban than sy hai
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1ong véi giam dau bén canh hai yéu t6 quan trong 1a chit lugng giam dau va
TDKMM con phu thudc vao thai do ciia nhan vién tham gia giam dau, dién
bién va hiéu qua cua phau thuat va cac chim soc hau phiu khac. Cac tong két
bao gdm nhiéu nghién ctru déu xac nhan khi so sanh véi cac cach sir dung
opioid truyén théng PCA duong tinh mach c6 mirc d6 thoa mén bénh nhéan vé
giam dau cao hon [18],86],[87].

Trong nghién ctru ctiia ching t61 thoa man véi gidm dau dugc danh gia
theo ba mirc do (rat hai long, hai 10ng va khong hai 10ng), ty 18 tir hai long tré
1én chiém 95% bénh nhan. Khong cé truong hop ndo yéu cau ngimg PCA
trong qua trinh diéu tri. Piéu nay cho thdy PCA tinh mach 1a phuong phap
giam dau c6 hiéu qua t6t va duoc chip nhan boi da s bénh nhan ngay ca khi
tdn tai cac TDKMM. Ty 1€ bénh nhan c6 mirc d thoa man tir hai long tr¢ 1én
¢ ba nhom M, MK va F tuong tng 1a 92%, 96% va 98%. Co su khac biét y
nghia giitta nhom F va hai nhom con lai vé ty 1¢ rat hai 1ong (p<0,05) (Bang
3.10 va Biéu d6 3.4). Hiéu qua giam dau dén nhanh hon (véi nhém F), giam
dau khi van dong c6 xu huong tdt hon, ty 1€ budn ndén va/hodc ndn va nglra
thap hon, trong khi duy tri duoc trang thai an than ¢ muc trung binh véi da s6
bénh nhan 1a nhitng yéu to ¢ thé giai thich cho su khac biét nay. Ly do khong
hai 1ong voi giam dau lién quan dén hién twong noén va budn nén (3 bénh

nhan) va dau nhiéu khi nga day (3 bénh nhan) va ngtra nhiéu (1 bénh nhan).

Mirc d6 hai 10ng trong NC cta chung toi ciing tuong dwong véi két qua
d3 cong bd cua Tsui va Tong (n=1233) khi diéu tra vé PCA tinh mach s
dung morphin & cac bénh nhan Trung Qudc (gdm 4 muc do; tot, kha, khong
hai long va khong binh luan) v6i 92,8% bénh nhan c6 mirc hai long tur kha tré
1€n, 7,2% khong hai long hoac khong binh luan [174]. Trong khi d6 NC thuc
hién sau 10 nam tai cung bénh vién ciia Cheung CW (n=5137) cling x4ac nhéan
da so bénh nhan danh gia PCA la phuong phap giam dau t6t vi chi 0,3%
khong théa man véi phuong phap nay [175].
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Trong mot nghién ctru trén cac bénh nhan phau thuat tai b bung
Nguyén Toan Thing va cs xac nhan mirc d6 hai long ctia bénh nhan voi giam
dau PCA cao hon ¢ nhém dung fentanyl so voi morphin (96,2% so voi
90,1%, p<0,05). Diéu nay cling dugc xdc nhan bdi Castro va cs trén cac san
phu khi dung fentanyl (liéu bolus 50 mcg) véi muc do hai 1ong cao hon kém
theo giam ty 1¢ ngira va non so vai khi dung morphin [114].

4.3. TAC DUNG KHONG MONG MUON CUA PCA

Co thé chia TDKMM lién quan dén PCA tinh mach thanh hai loai
chinh 1a nhitng TDKMM gay ra boi opioid va cac sai s6t, nham 14n lién quan
dén qua trinh cai dit va van hanh bom tiém PCA [21]. Mtrc d6 nghiém trong
cia TDKMM gay ra bdi oipoid c6 thé thay doi tir suy ho hap, hén mé, tham
chi 1a tir vong (rat hiém gip) cho dén nhimg biéu hién thudng gip hon va it
nguy hiém hon nhung giy lo lang kho chiu cho bénh nhan nhu; hoa mat
chéng mat, ngtra, non, budn nodn va bi dai. Nhin chung, mirc d6 nghi€ém trong
va ty 18 cac TDKMM co6 lién quan ty 18 thudn voi lidu opioid st dung [1],[59].
Trong kiém soat dau cap tinh hau hét cac TDKMM cua opioid thuong thoang
qua va c6 xu huéng giam dan trong qua trinh diéu tri. TDKMM thudng gip
lién quan dén opioid va cic chat chuyén hoa cua thudc 13 budn nén, non,
ngtra, bi dai, an than & muc do sdu va rdi loan nhu dong da day ruot. O céc
bénh nhan nhay cam muc do nghiém trong cua nhimg TDKMM nay cé thé
gay kho chiu dén muc bénh nhan sé& tu han ché hoic ngung st dung PCA va
do d6 kiém soat dau s& khong hiéu qua. Wheeler va cs trong mot tong két hé
théng vé cac TDKMM lién quan dén sir dung opioid dé giam dau sau mé véi
nhiéu dudng dung va cach ding thudc khac nhau cho thdy mirc d6 phd bién
ctia cac TDKMM véi ty 16 cu thé phan bd theo duong dung va loai opioid sir

dung duoc trinh bay & Bang 4.4 va 4.5 [176].
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Bdng 4.4. TDKMM lién quan dén opioid phén bo theo dwong diing thuoc [176]

Tinh mach/ . .
TDKMM PCA , NMC Tay song Qua da Uong Chung
Tiém bap
Vé hé hap 8/442 (1,8) 4/164 (2,4) 12/635 (1,9) 3/182 (1,6) 17/154 (11) 0/19 (0) 44/1596 (2,8)
Ngtra 82/557 (14,7) 7140 (17,5) 149/636 (23,4) | 28/162 (17,3) | 27/194 (13,9) - 291/1589 (18,3)
Veé tiéu hoa | 282/761 (37,1) | 71/252 (28,2) | 158/688 (23) | 29/170 (17,1) | 88/144 (61,1) | 5/19 (26,3) | 630/2034 (31)
Bi dai 36/220 (16,4) 4/97 (4,1) 36/138 (26,1) 32/90 (35,6) 4/95 (4,2) - 112/640 (17,5)
Trén TKTW | 132/389 (33,9) | 104/137 (75,9) | 79/447 (17,7) 11/60 (18,3) 6/64 (9,4) - 332/1097 (30,3)
Dit lidu tir cac nghién ctru ngiu nhién c6 doi chung, sb liéu trinh bay dudi dang TDKMM/Bénh nhén (%).
Bdng 4.5. TDKMM lién quan dén opioid phén bé theo logi thuéc sir dung
(TKTW; than kinh trung wong) [176]
TDKMM Morphin Fentanyl Meperidin | Hydromorphon | Sufentanil | Buprenophine Chung
Vé ho hap 17/481 (3,5) 19/609 (3,1) 0/160 90) 5/134 (3,4) 3/212 (1,4) - 44/1596 (2,8)
Ngtra 100/541 (15,8) | 87/514 (16,9) | 25/169 (14,8) | 63/158 (39,9) | 14/184 (7,6) 2/23 (8,7)  291/1589 (18,3)
Veé tiéu hoa | 240/636 (37,7) | 228/722 (31,6) | 57/256 (22,3) | 59/158 (37,3) |34/239 (14,2)| 12/23(52,2) | 630/2034 (31)
Bi dai 60/186 (32,3) | 19/172 (11) 4/97 (4,1) 13/107 (12,1) | 13/55(23,6) | 3/23 (13) | 112/640 (17,5)
Trén TKTW | 90/300 (30) 29/347 (8,4) | 112/165 (67,9) | 59/138 (42,7) |42/147 (28,6) - 332/1097 (30,3)
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4.3.1. Thay d6i vé hd hip

U'c ché ho hép 14 bién chimg nguy hiém nhét khi st dung céc opioid, c6
dan dén thiéu 6xy ndo, ton thuong ndo khong hdi phuc, tham chi 1a tir vong
néu khong dugc theo ddi phat hién va xu tri kip thoi. Tong két cua Lee va
cong sy khi phan tich cac bién ching lién quan dén st dung opioid & giai
doan sau mé cho thay trong sb 92 trudong hop suy ho hap lién quan dén opioid
thi 77% dan dén ton thuong ndo nghiém trong hoic tir vong. Pa s (88%) xay
ra trong vong 24 gio sau mo va 97% bién chimg duoc cho 1a ¢ thé ngan ngira
néu theo doi va phan tmg tot hon [177]. Do d6 theo ddi thudng xuyén cac chi
s6 ho hap 1a mot yéu cau bat budc khi st dung opioid voi bat ké 1a thude hodc
duong dung thube nao.

Tong két ciia Cashman & Dolin tir 165 bai bao vé diéu tri dau sau md
trén gﬁn 20000 bénh nhan véi cac loai phau thuat khac nhau str dung duy nhat
mot k¥ thuat giam dau trong thoi gian it nhat 12 24 gio sau mo cho thay ty 18
trc ché ho hap thay d6i tir 0,1 dén 37%, riéng véi giam dau PCA dung opioid
ty 1 nay thay doi tir 1,2 dén 11,5% [100]. Trong khi d6 Macintyre cong bo ty
1& tir 0,01%-3,9% [85]. Ty 1& thay doi phu thudc vao cac yéu té nhu duong
ding opioid, loai opioid, dinh nghia va phuong phap theo ddi va ban chat cua
nghién ctru (hdi ctru hodc tién ctu). Ty 1é thip nhit khi st dung naloxon 1a
tiéu chuan dinh nghia (rc ché ho hap va ting dan khi dinh nghia dua trén cac
tiéu chuén tan sb thd, vu than va giam bio hoa 6xy. Trong d6 tan sé tho dudi
10 1an/phuat va bao hoa 6xy < 90% la nhimg tiéu chi thuong duoc st dung
nhat dé dinh nghia suy ho hap. Nhin chung, PCA tinh mach it 4nh hudong dén
thong khi hon so véi cac dudng dung opioid thong thuong khac, diéu nay chu
yéu 1a do PCA duy tri dugc néng do opioid trong mau on dinh va tranh dugc
cac dinh cao nong do khi dung céc liéu bolus tiém ngat quing. Ty 1& suy ho
hép lién quan dén PCA khi 4p dung dinh nghia 1a tan s6 duéi 10 lan/phut 1a
1,2%, ty 1€ khi 4p dung dinh nghia giam bao hoa 6xy dong mach cao hon

nhung van thap hon so voi khi giam dau ding opioid tiém bap [2].
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Trong nghién ctru cta ching toi tat ca bénh nhan dung PCA déu dugc
theo ddi lién tuc bang monitor vé hai chi sé trén, déng thdi bénh nhan duoc
thd 6xy qua xong mili hoic 6xy mask véi luu luong tir 3-5 phat / lit. Két qua
trinh bay & Bang 3.11 va Dd thi 3.3 cho thay thay doi vé tan sb thd va bao hoa
6xy mao mach (SpO,) trung binh tai cac thdi diém khac nhau khi str dung
PCA déu trong gii han binh thuong. Ching t6i khong thdy khac biét co ¥
nghia thong ké gilta ba nhoém vé tan s thé cling nhu SpO, trung binh tai moi
thoi diém danh gia. Ching tdi ciing khong gip truong hop nao bénh nhan ¢
SpO, <90% hodc nglmg thé hay c6 tan sb thd dudi 10 lan/phut. Piéu nay
phan anh mot phan sy phu hop vé lidu dung va cai dit cac thong sb PCA. Két
qua ttr hai nghién ctru chung t6i da thuc hién trude day trén bénh nhan phiu
thuat tai 6 bung khi so sanh gitta morphin va fentanyl [121], ciing nhu giira
morphin don thuan va morphin phéi hop véi ketamin [128] trong giam dau
PCA dudng tinh mach véi liu ding va cai dit may twong tu cling xac nhan
tinh an toan vé mat ho hap khi danh gia dya trén tan s6 thd va SpO,. Pao
Khic Hung va cong su ciing khong thay c6 khac biét vé tan s thd ciing nhu
SpO, gitta nhom st dung PCA bang morphin don thuan va nhém phdi hop
morphin/ketamin (ty 1& 1mg/1,5 mg) trong phau thuat chinh hinh véi cac gia
tri trung binh déu thay ddi trong gi6i han binh thudng & cac thoi diém danh
gia [127]. Tuong tu Reeve va cs (véi ty 1€ morphin/ketamin 1a 1mg/img) trén
bénh nhan phau thuat bung cling khong thay sy khac biét vé cac chi s6 ho hap
gitra hai nhom & cac thdi diém danh gia trong 48 gior sir dung PCA sau md
[147]. Tuy nhién, nghién ctru cia Michelet va Nesher vé phdi hgp morphin va
ketamin trong giam dau PCA trén cac bénh nhan phau thuit nguc cho thay
nhom két hop thude c6 ty 18 giam SpO, thap hon [157], tan s thd cling nhu
SpO, cao hon [158],[178] so véi nhém ding morphin don thuan.



104

On dinh vé mat ho hap cta giam dau PCA dudng tinh mach st dung
morphin cling da dugc xac nhan bdi nhitng nghién ctru khac cua cac tac gia
trong nude [121],[127],[128], tham chi 1a & nhém bénh nhan tir 60 tudi trd 1én
[38],[146]. Trong khi Sveticic sir dung PCA phdi hgp morphin va ketamin
trén 1026 BN sau cac phau thuat khac nhau xac nhén ty 1& suy hé hap 1a 1,2%
v6i dinh nghia tan sb thd duéi 9 lan/phiat [179].

4.3.2. Thay d6i vé tuan hoan

Thay d6i dang ké vé mit huyét dong khi sir dung opioid thuong lién
quan dén tinh trang thiéu khéi luong tuan hoan, thiéu mau, rdi loan vé dién giai,
giai phong histamin (cht yéu v6i morphin) va thay doi cta bénh 1y kém theo khi
dap tmg voi gy mé va phau thuét. Trong kiém soat dau cap giam HA sau dung
opioid hiém gip, thuong thdy & cac bénh nhan sin c6 tinh trang ting truong luc
giao cam (nhu dau, chirc ning tim giam) hodc giam khdi luong tuan hoan [180].
Két qua tong két cia Cashman va Dolin xac nhan ty 1é giam huyét ap khi st
dung PCA tinh mach thap hon so véi khi ding opioid tiém bip va giam dau
NMC véi ty 1¢ twong tng 1a; 0,4 (0,1-1,9)%, 3,8 (1,9-7,5)% va 5,6 (3,0-10,2)%
(vai Cl 95%) [100].

Két qua nghién ciru trinh bay tai Bang 3.13 va 3.14 ciing nhu D0 thi 3.4
va 3.5 cho thiy thay doi vé tan sb tim va HATB trung binh tai cic thoi diém
danh gia trong 48 gio st dung PCA & ba nhém déu trong gidi han binh
thuong va khong co khac biét y nghia khi so sanh giira ba nhom vé céc gia tri
trung binh nay ¢ ting thoi diém danh gia. Chung t6i khong gip truong hop
nao bénh nhén co tan sé tim dudi 50 1an /phat hodc can st dung thudc lam
tang tan s6 tim hay 1am ting huyét 4p. Diéu nay ciing phu hop voi khang dinh
cuia cac tac gia Nguyén Vin Chung [134], Nguyén Trung Kién [38], Nguyén
B4 Tuan [135], Nguyén Hong Thity [122], Nguyén Thi Dung [181] khi nghién

ctru vé PCA ¢6 sir dung morphin. Cac nghién ctru cia Pao Khic Hung [127],
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Nguyén Toan Thing [128], cling nhu Javery [159], Murdoch [161] ciing x4c
nhan tinh 6n dinh va an toan vé tim mach, dong thoi khong c6 khac biét ¥
nghia vé tan s6 tim ciing nhu huyét ap gitra nhom dung morphin don thuan va
nhom phdi hop morphin va ketamin qua PCA tinh mach. Tuy nhién, két qua
ctia Kollender cho thdy nhom phdi hop ketamin c6 tan s tim thap hon c6 y
nghia so véi nhém dung morphin (p<0,0065), tuy nhién liéu bolus ketamin
(5 mg) cao hon so véi cac nghién ctru trén [182]. Sy 6n dinh vé tan sb tim va
huyét ap khi dung PCA str dung fentanyl ciing duoc xac dinh trong cac nghién
ctru trude day cua chiing t6i & cac bénh nhan phau thuat bung [121], Prakash
¢ bénh nhan bong [115] khi so sanh gitra fentanyl va morphin.

Nhin chung cac opioid (dac bi¢t 1a loai tan trong m& vdi thoi gian tac
dung ngin) c6 tac dung giébng phé giao cam (vagomimetic) do dé co xu
huéng 1am chdm tan s6 tim nhét 1a khi tiém nhanh (ngoai trir meperidin c6 thé
do tac dung khang muscarinic noi sinh cta thudc). Tang tan s6 tim sau mo
thuong lién quan dén dau, thiéu khdi luong tuan hoan, thiéu mau va rdi loan
thing bang dién giai, kiém toan. Str dung liéu 16n morphin gdy giam truong
luc hé giao cam, gay gidn mach va & mau tinh mach din dén 1am giam tuan
hoan tro vé, luu lugng tim va huyét a4p. Bénh nhan thuong khong cé triéu
chting khi ndm ngira nhung c6 thé xuat hién ha huyét ap tu thé, hoa mat
chong mat tham chi 13 ngat khi ngdi hoic dung day [180]. Trong NC cua
chung t6i bén canh hiéu qua giam dau, viéc st dung cac liéu nho opioid qua
PCA trong khi duy tri tu thé nim ngira & da s6 bénh nhan va truyén dich sau
mo (phd bién tir 1500-2000ml/ngay) ciing nhu mait mau phau thuat it 1a
nhitng yéu té gbp phan duy tri 6n dinh huyét dong ctia bénh nhan. Fentanyl
(cling nhu sufentanil) khong gdy giai phong truc tiép histamin nén vé mat Iy
thuyét s& it gay giam huyét 4p hon so v&i morphin, tuong tu tiéu thuy
morphin it hon & nhém MK ciing c6 thé gbp phan lam giam hién tuong tut

HA cling nhu mach nhanh.
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4.3.3. Mirc dd an thin sau mo

An than 1a mét trong nhimg tic dung trén hé than kinh trung wong
thuong gap khi st dung céc opioid (bén canh cac anh hudng khac nhu suy giam
¥ thic va doc than kinh). An than vira phai (twong tmg véi Ramsay 2-3) co tac
dung 1am yén tinh va giam lo ling do d6 ¢ loi dbi v6i bénh nhan. Trong
khi @6 an than & mic d6 sau hon (Ramsay > 4) tré thanh mot TDKMM va
1a ddu hiéu chi diém sém vé tinh trang ¢ ché ho hap sip xay ra. Do d6
theo ddi thuong xuyén mirc d6 an than (st dung cac thang diém an than) 13
yéu cau bat budc ddi vdi tat ca bénh nhan s dung opioid trong kiém soat
dau cap tinh. Bén canh tic dung giam dau, ketamin ciing 13 thudc an than
va gdy ngu, tuy nhién viéc sir dung liéu thdp cho muc dich giam dau da
duoc xac nhan 1a rat it anh huong dén muc do an than cua nguoi bénh. Cac
tong két cia Walder [87] va Hudcova [18] déu khong cho thay khac biét vé
mirc d6 an than lién quan dén opioid giita PCA va cac cach sir dung thudc
thong thuong khac.

Trong nghién ctru cua chung toi tat ca bénh nhan duoc luu lai phong
hoi tinh va theo ddi thudng xuyén trong 48 gio st dung PCA. Két qua trinh
bay tai bang 3.15 cho thdy diém an than trung binh trong nghién ctru va & mdi
nhom tai cac thoi diém danh gia 13 3, 6, 12, 24 va 48 gid sau ding PCA déu thay
d6i trong pham vi an toan (Ramsay 2-3). Khong c6 khéc biét ¢6 ¥ nghia théng ké
vé diém an than trung binh giita ba nhém bénh nhan. Trong mdi nhom diém an
than c6 xu hudng giam dan tai cac thoi diém danh gia trong qua trinh st dung
PCA. Piéu nay ciing phu hop v6i két qua cta 12 nghién ctru ¢6 dénh gia mirc
d6 an than & ngay thir nhat va hai sau mo trong tong két cia Hudcova [18].

Ty 1¢ bénh nhan c6 diém Ramsay > 4 tai cac thoi diém nghién ctru thay
d6i tir 6,7% - 10,7%, khong c6 truong hop nao an than & mirc Ramsay 5,6.

Khéng c6 khéac biét giira ba nhém vé ty 1& Ramsay > 4 tai cac thoi diém danh
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gia ngoai trir & thoi diém 24 gid ty 1& ndy cao hon ¢ nhém MK so v6i nhom F
(Bang 3.16). Cac két qua nay ciing phit hop voi nghién ctru ctia Nguyén Vian
Minh & bénh nhan mé tim [125], Nguyén Vin Chimng [134] va hai nghién ctru
trudc day cua ching t61 khi so sanh gitta morphin véi1 fentanyl cling nhu
morphin phdi hop vé6i ketamin trong PCA sau cic phau thuat tai 6 bung véi
da s6 bénh nhan c6 mic an than Ramsay < 4 [121],[128]. Nghién ctru cua
Hutchison xac nhén ty 1& an than cao hon sau 48 gio sa dung PCA ¢ nhom
dung morphin so véi fentanyl (8% va 1%) [112]. Phat hién nay ciing tuong tu
két qua ctia Costa va cs voi ty 1é an than (theo thang diém Fisher) twong tmg
13 40% va 14,3% (p<0,05) [114]. Tuy nhién, két qua cua Herock va cs lai cho
thay cac bénh nhan ¢ nhém ketamin it budn ngt hon [183].
4.3.4. Buon non va nén sau mo

Pay 1a TDKMM thudng gip nhat khi sir dung PCA tinh mach bang cac
opioid. Mic du khong giy nguy hiém ngay dén tinh mang nhung 13 mot trong
nhimg TDKMM thuong gay phién toai, kho chiu nhat ddi véi bénh nhan sau
phau thuat nhat 1a khi stir dung cac thudc giam dau opioid. Non nhiéu co thé
gay r6i loan vé nuée, dién gidi, tham chi 1a xi buc cadc miéng ndi, vét mo nhat
la v6i cac ph?tu thuat tai 6 bung. Hau qua dan dén giam muc do hai long cua
bénh nhan véi giam dau, 1am kéo dai thoi gian luu lai phong hoi tinh, ting chi
phi lién quan dén diéu tri phat sinh. Co ché gay budn non va nén duoc cho 1a
do hoat hoa trung tdm non & than ndo bdi cac kich thich dén tir ving khai
dong thu thé hoa hoc (CTZ: chemoreceptor trigger zone), hé tiéu hoa trén va
vung hau hong, hé théng tién dinh va cac ving vo ndo cao hon. Thubc nhom
opioid gay budn noén va ndn thong qua kich thich céc thu thé opioid & CTZ va
hé tiéu hoa. Cac anh hudng nay duoc ting cudng bai kich thich tién dinh, cac
opioid ciing c6 thé 1am tang su nhay cam tién dinh dén mtrc chi mot chuyén
dong nhe nhu quay dau hoic di chuyén trén giudng bénh cling du kich thich

gy budn noén va nén & mot sé bénh nhan [184].
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Trong giai doan sau md ty 1& budn nén va ndn chung véi tit ca cac loai
phau thuét va quin thé khac nhau thay doi trong khoang 25 - 30%, tuy nhién
ty 16 non nhiéu va dai dang kho diéu trj chi chiém 0,18% tong sd bénh nhan
[2],[12],[180],[185]. Nhu da xac nhén trong cac nghién ctru trudc day co
nhiéu yéu t6 nguy co lién quan dén PONV, trong d6 cac yéu t6 chinh 1a; sir
dung opioid sau md, tién sir say tau xe hodc PONV, gidi nit va khong hit
thubc 1a [185],[186],[187]. Nghién ctru ctia H6 Van Hudn cho thdy dung
opioid sau md lam ting nguy co PONV lén 3,62 1an (1,28-10,20; 95% ClI;
p<0,05) [188]. Theo Nguyén Thanh T va cs (n=486) ngay ca khi duoc 4p
dung chién lugc du phong ty 1& non budn non trong 3 ngay dau sau mo van
1én tdi 17,7%. Nhom NC di x4c nhan 5 yéu t6 nguy co clia nén va budn non
sau mo 1a: tién sur say tau xe (OR=3,3; 95% CI: 2,1-5,4), tién st non, budn
nén sau md (OR=3,1; 95% CI: 1,2-8,2), giéi nit (OR=2,1; 95% CI: 1,3-3,4),
hat thude 14 (OR=2,5; 95% CI: 1,2-5,2), tut huyét ap trong md (OR=2,1;
95% ClI: 1,0-4,5) [145].

Nhin chung cac cac téng két nhiéu NC khong cho thiy khac biét 1d
rang vé ty 16 PONV khi sir dung opioid qua PCA so vdi cac cach dung thudc
thong thuong [18],[86],[87],[189] (Bang 4.6).

Bdng 4.6. Ty |1é buén nén va nén sau mé khi ditng PCA (%)

Tac gia n Nhom PCA Nhom khong PCA

Dolin & Cashman [189]

Non 8994 20,7 (17,1-24,8) 21,9 (17,1-27,6)

Budn nén 15219 32 (26,8-37,6) 17 (6,6-37,4)
Walder [87]

PONV 30,1 31,9

Non 18,1 20,5

Budn non 19 22,5
Hudcova [18] 1592 29% 27%
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Trong nghién ctru cua ching t6i cac yéu td lién quan dén nguy co
PONV nhu; gi6i (ty 16 nam/nir: 3/2), tién sir hut thude (15,3%) va say tau xe
(8%) (Bang 3.1), str dung thudc trong gy mé, giai gidn co (Bang 3.3), loai va
thoi gian phiu thuit (Bang 3.2) 13 twong ddi ddng nhét giita ba nhém, diéu
nay tao diéu kién cho viéc so sanh anh hudng cua céac thube dung qua PCA

gitra cac nhém chinh x4c hon.

Két qua trinh bay & Bang 3.18 cho thay ty 16 PONV trong 48 gid st
dung PCA & nghién clru ctia chiing t61 1a 26,7%. Ty 1¢ nay tuong duong voi
cac cong bd cua Pao Thi Kim Dung (26% trong 72 gio) [186], Apfel (31,3%
trong 24 giod) [187] nhung cao hon cia Nguyén Thanh Ta (17,7% trong 72
gid), tuy nhién & nghién ctiru nay bao gém nhiéu loai phau thuat khac nhau va
ap dung chién lugc du phong PONV hé théng cho cac bénh nhan ¢ nguy co.
Lién quan giira gi6i tinh, két qua ctia chung tdi cho thay ty 16 PONV ¢ nam va
nit twong tng 1 18,9% va 38,3% (Biéu do 3.5, p<0,05) [145].

Chung t6i x4c nhan ty 16 PONV ¢ ngay thtr nhét cao hon so véi ngay
tht hai v6i cac gia tri twong Gmg 1 20,7% va 16,7% (Bang 3.17). Diéu nay
c6 thé lién quan dén hién twong giam muc d6 dau ciing nhu tiéu thu opioid
trung binh & ngay thr hai sau khi st dung PCA (Bang 3.7). Nguyén Thanh
T va cs cling xac nhan xu hudng giam ty 18 PONV trong giai doan sau mo
v6i ty 16 PONV trong céc giai doan 0-2 gid, 3-24 gid va 25-48 gid sau md
twong g 1a 7,8%, 12,8% va 4,9% [145]. Phan tich trong mdi nhom khac
biét vé PONV gifta hai ngay chi tén tai & nhom F voi ty 16 PONV thap hon
& ngay the 2 (Bang 3.17). So sanh gitta cac nhom xac nhén ty 16 PONV
trong ngay thir nhat va tht hai & MK va nhom F thap hon so véi nhom M
v6i cac gia tri twong ung & ngdy thi nhat 1a 18%, 16% va 28%, ngay tha
hai 1a 14%, 10% va 26% (Bang 3.17).
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Bdng 4.7. Ty 1é budn nén vi/hodc nén ciia PCA tinh mach theo thuéc sir dung

Morphin M+K Fentanyl
Tac gia n (%) p

(%) (%) (%)
Ng.T.Thing [128] 60 25,8 21,7 <0,05
Hazem [190] 50 16
Ng.T.Thing [121] 70 37,2 16,9 <0,05
Hutchinson [112] 254 31 18 <0,05
Sveticic [179] 1026 23,5
Chung t6i 150 34 22 24 <0,05

(M+ K; nhém phéi hop morphin va ketamin trong cing bom tiém)

Két qua cua ching toi ciing phu hop véi nghién ctru cua Hutchison va
cs (n=254) khi ghi nhéan ty 1¢ PONV trong 24 gio dau sau md cac nhom sir
dung morphin va fentanyl twong tmg 1a 31% va 18% (p<0,05) [112]. Castro
(2003) va Stavropoulou (2008) ciing xac nhan PCA dung fentanyl it gy non
va budn nén hon so v6i morphin [113],[114]. NC cua Nguyén Toan Thang va cs
trén bénh nhan phau thuat bung ciing cho thay két qua tuong ty voi ty 16 PONV
¢ nhom M va nhoém F tuong ung 1a 37,2% va 16,9% (p<0,05, Bang 4.7) [121].
Ty 1€ PONV & nhom F trong nghién ctru cua ching t6i cling tuong duong voi
két qua ctia Hazem va cs (2014) khi sir dung PCA fentanyl trong giam dau
sau cac phau thuat bung (16%, Bang 4.7) [190].

Téng két Cochrane cua Bell va cs (2006) vé st dung ketamin ¢ giai
doan chu phau véi cac thoi diém, duong dung va liéu khac nhau cho giam dau
cap sau md cho thay bén canh tic dung lam giam nhu cau morphin qua PCA
trong 24 gid dau phdi hop ketamin con lam giam ty 1& PONV [111].
Laskowski trong mot tong két hé théng gan day cho thay ty 16 PONV it hon
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dang ké nhung chi ¢ nhitng nhom st dung ketamin c6 cai thién vé hiéu qua
giam dau [154]. Giam PONV trong cac tong két trén dugc cho 13 ¢6 lién quan
dén giam tiéu thy opioid hodc cac anh hudng truc tiép ctiia ketamin dén co ché
nén. Nghién ctru cta Javery va cong su cho thiy phdi hgp morphin véi ketamin
trong PCA ¢6 mirc 6 budn ndn thap hon so voi morphin don thuan véi diém
trung binh twong tng 14 1,39 + 0,75 va 2,2 + 1,2 (theo thang diém tir 1-5) [159].
Adriaenssens ciling xac nhan budn ndn it hon & nhém phédi hop thude trén cac
bénh nhan phiu thuat tai 6 bung (p=0,03) [165]. Tuong tu, két qua cia
Nguyén Toan Thang va cs ciing cho thay ty 1& budn non va/hodc non thap hon
& nhom dung ketamin (21,7% so voi 25,8%) [128]. Tuy nhién, Pao Khic
Hung khong thay khac biét gitra hai nhém vé TDKMM nay [127].

4.3.5. Ngtra sau mo

Pay 1a TDKMM khong nguy hiém ngay dén tinh mang nhung lai gy
cam giac kho chiu d6i voi bénh nhan. Chua c6 nhiing hiéu biét that su 1 rang
vé co ché gay ngtra cua opioid nhung ngudi ta cho rang ngua lién quan dén co
ché receptor p hon 1a qua trinh giai phong histamin [191]. Ngt:a hay gap &
ving mat ¢d va nguc véi mac do thuong thay doi, doi khi rat kho diéu tri
bang nhitng thubc théng thuong (nhu khang histamin). Mot sé thube ddi
khang opioid nhu naloxon, naltrexon, nalbuphin va droperidol c6 hi¢u qua
trong viéc ngan ngura hién tuong ngua [180].

Két qua trinh bay & Bang 3.18 cho thdy ty 1é ngira trong nghién cttu cua
chung t6i 1 16,7%, da s6 ngira xuat hién trong 24 gio dau sir dung PCA va ¢6
xu huéng giam dan & ngay the hai. Ty 18 nay ciing trong duong véi két qua
ctia Sveticic va cs khi st dung PCA phéi hop morphin va ketamin trén hon
1000 BN véi cac loai phau thuat khac nhau (Bang 4.8) [179].

Tong két hé thong cia Wheeler va cs xac nhan ty Ié ngaa khi ding

opioid qua cac duong va thudc khac nhau trong diéu tri dau sau mo 1a 18,3%.
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Vé6i nhém bénh nhan st dung PCA va tiém bap hodc tiém tinh mach ngat
quing ty 1& nay tuong tng 13 14,7% va 17,5% (Bang 4.4 va 4.5) [176]. Tong
két khac cia Dolin & Cashman cho thay ty I& ngtra khi sir dung opioid trong
giam dau sau mo chung cho cac duong dung thube 1a 14,7 (11,9-18,1)%. Ty
I¢ ngra khi dung opioid qua PCA duong tinh mach la 13,8 (10,7-17,5)% cao
hon so voi khi tiém bap 3,4% (1,6-6,9)% va thip hon so voi khi dung qua
duong NMC 16,1 (12,8-20,0)% [189]. Hudcova va cs khi so sanh str dung
opioid qua dudong PCA tinh mach (n=2023) véi cac cach dung opioid truyén
théng (n=1838) da xac nhan khac biét duy nhat vé TDKMM 1a ty 18 ngira cao
hon & bénh nhan st dung PCA véi ty I¢ twong ung la 26% & 18% (OR: 1.7,
95% CI 1.1 - 2.8 va RR: 1.4, 95%CI 1.0 - 2.0). Khac biét ro rang hon khi so
sanh trén ¢ cac bénh nhan phau thuat tai 6 bung (38% & 25%; OR 2.0, 95%
CI1,1-3,6;RR 1.5,95% CI 1,0 - 2,1) [18].
Bdng 4.8. Ty 1é ngera theo logi thuéc si¢ dung trong PCA (%)

Tac gia Morphin M+K | Fentanyl p

Hutchison (n = 254) [112] 16 3 <0,05
Wheeler [176] 18,5 16,9 >0,05
Gurbet (n=75) [153] 24 40 <0,05
Ng. T. Thing (n=70) [121] 20,7 86 | <0,05
Javery (n=25) [159] 1,8+0,52 | 1,2+0,39 <0,001
Pao Khic Hung (n=60) [127] 10 10 >0,05
Ng. T. Thang (n=60) [128] 14,3 12,4 >0,05
Sveticic (n=1026) [179] 10,3

Chung t6i (n=150) 24 16 14 <0,05

(M+K; nhém phoi hop morphin va ketamin trong PCA)
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Chung t6i nhan thay biéu hién ngtra & nhom MK va nhom F it gap
hon so v6i nhom M véi cac ty I€ tuong ung 1a 16%, 14% va 24% (p<0,05,
Bang 4.8). Két qua cua Hutchinson ciing cho thay ty 1é ngtra & nhom dung
fentanyl thap hon so véi nhom morphin (trong tGng 1a 3% va 16%) [112].
Piéu nay ciing phu hop véi két qua cia Stavropoulou (p=0,025) [113],
Nguyén Toan Théing [121] khi so sanh fentanyl va morphin trong giam dau
sau phau thuat tai 6 bung. Trong khi két qua ctia Howell [151], Gurbet [153],
Watt [152] va Wheeler [176] khong cho thay khac biét vé ty 16 TDKMM
nay gilta hai opioid nay.

Tuong tir két qua cia ching t6i vé6i ty 16 ngira & nhom M va MK tuong
tmg 13 24% va 16% (p<0,05), Javery va cs xac nhan diém ngira trung binh cua
nhém phdi hop morphin va ketamin (véi liéu giéng ching t6i) thip hon ¢ ¥ nghia
S0 V6i nhom ding morphin don thuan (1,8 + 0,52 & 1,2 + 0,39, p<0,001) theo
thang diém tir 1-5 [159]. Burstal (p=0,006) va Murdoch (p<0,01) trén BN mo
cit tir cung toan bd duong bung véi ty 18 phdi hop morphin/ketamin tuong
tmg 1a 1mg/2mg va 1mg/0,75 mg ciing cho thay két qua tuong tu [156],[161].
Tuy nhién, nghién ctru ciia Reeve [147], Hercock [183] sau phau thuat bung,
Pao Khic Hung [127] trén bénh nhan giy hai xuwong cang chan déu khong
thay khac biét vé ngira giira hai nhém (Bang 4.8).

4.3.6. Tré lai nhu dong rudt

Anh hudng chi yéu cia cac opioid 1én hé thdng tiéu héa 1a e ché nhu
dong da day rudt va giam bai tiét dich tiéu hoa, dich mat va dich tuy do do co
thé dan dén tdo bon va tao diéu kién gay liét rudt co nang va cac biéu hién
khé chiu khac. Co ché duge cho 1a do su gén cua opioid véi cac thu thé nam &
hé thong tiéu hoa va than kinh trung wong. Rt nhiéu yéu t6 co thé lam giam
hoat dong chirc nang hé théng tiéu hoa sau phiu thuat, bao gdm cac yéu tb

lién quan dén phau thuat (md bung anh hudng nhiéu nhat), bénh nhan (ngudi
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gia yéu, dai duong, rdi loan dién giai) va gy mé hoi stre (k¥ thudt gy mé, sir
dung opioids). Liét rudt co ning sau md (postoperative ileus) 1a hién tuong
ngung thodng qua nhu dong nhip nhang cua rudt sau cac can thi¢p ngoai
khoa, tir 46 ngan nglra qua trinh dich chuyén hiéu qua cac thanh phan trong
6ng tiéu hoa va/hodc qua trinh dung nap voi dn udng qua dudng miéng. Ty 16
liét rudt sau md 16n nhat 13 sau cac phau thuat tai 6 bung (15-20%). Tuy nhién
thoi gian 1iét rudt trung binh sau mo tai 6 bung con phu thudc vao doan dng
tiéu hoa bi anh huong boi phiu thuat: 0-24 gid dbi véi rudt non, 24-48 gid d6i
véi da day va 48-72 gio véi dai trang [192].

Két qua nghién ctru cua chung toi xac nhan ty 16 bénh nhan c6 nhu
dong rudt tré lai trong vong 48 giodr sir dung PCA sau mé 1a 27.3% (72,7%
chua c6 nhu dong rudt). Ty 1€ tuong nay tuong duong nhau gifta nhém M,
MK va F véi gia tri tuong tng 1a 24%, 28% va 30%. Phau thuat 16n tai 6
bung (da s6 tai da day, dai trang va gan mat) két hop véi giam dau sir dung
opioid 1a nhiing yéu t6 1am ting thoi gian cho dén khi xuét hién nhu dong rudt
trong nghién ctru ctia chung t6i. Nguyén ctru vé anh hudng ca giam dau sau md
1én nhu dong rudt Nguyén Hitu Ta va cs xac nhan thoi gian trung binh cho dén
khi nghe théy nhu dong rudt, thoi gian ¢o trung tién & nhém bénh nhén s dung
PCA tinh mach bang opioid twong tng 14 34,63 + 15,54 gio va 39,4 + 16,15 gid.
Thoi gian nay nhiéu hon c6 y nghia so véi nhém st dung giam dau NMC
[193]. Két qua cua Petros va cs trén 358 bénh nhan mo cat dai trang khong
bién chang cho thay stir dung PCA kéo dai thoi gian liét ruot sau mo (danh gia
dira vao trung tién va kha ning dung nap véi udng nudc) trung binh 0,9 ngay
so véi khi dung opioid tiém bap ngat quing [194].
4.3.7. Bi dai sau mo

Bi dai la TDKMM hay gap khi stir dung cac opioid trong giam dau sau

mo6 gay lo lang kho chiu ddi véi bénh nhan. Bi dai thuong di kém véi dau
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hiéu mach cham va tang huyét ap co thé dan dén nham Ian trong quyét dinh
diéu tri. Bén canh d6 nhu cau dat dng thong tiéu khi bi dai 1am ting nguy co
va nhidm khuan, hep niéu dao dong thoi cling ting lo lang va dau dén cho
bénh nhan. Co ché giy bi dai cia opioid dugc cho 1 do giam chi phéi pho
giao cam di ra gdy gidn co doc (detrusor) va Gc ché gidn co thit niéu dao
(sphincter). Tuy nhién trong giai doan sau mé rat nhiéu yéu té khac co thé
g6p phan giy bi dai nhu phau thuat tai bung dac biét 1a vang tiéu khung, tim
Iy lo lang, dau... Tong két cua Dolin & Cashman bao gém 800 an ban lién
quan dén giam dau sau mo cho thay ty 18 bi dai chung la 23% (thay doi tix
17,3-29,9%) (cao nhat & nhém giam dau NMC) [189]. Trong khi téng két cua
Wheeler va cong su cho thay ty I& bi dai chung khi su dung opioid voi cac
duong dung va cach dung thudc khac nhau 1a 17,5%. Tinh riéng véi st dung
PCA tinh mach ty 1& nay 1a 16,4%, thap hon so véi khi ding duong NMC
hoac tay séng nhung cao hon duong tiém tinh mach/tiém bap ngat quang
(Bang 4.4) [176]. Nghién ciru ciia O’Riordan va cs d xac nhan ba yéu t 1am
tang nguy co bi dai sau mo 13 gidi nam, tudi cao va sir dung PCA [195]. Tuy
nhién, cac tong két cia Walder va Hudcova cho thay ty 1¢ bi dai khi st dung
opioid qua PCA tuong duong véi cac cach dung thudc truyén thong véi cac ty
I¢ twong tng 1a; 17,9% & 19,1% (RR 0,89; 95% CI 0,60 - 1,33) [87] va 22%
& 25% (OR 0,8; 95% CI1 0,6 - 1,2; RR 0,9; 95% CI 0,7 - 1,2) [18].

Trong nghién ctru ctia chiing t61 mot s6 bénh nhan duoc dit 6ng thong
bang quang tir ngay trong mo6 do yéu cau cia phau thuat vién hodc nhu cau
ctia phau thuat do d6 chung toi chi danh gia TDKMM nay & giai doan sau mo
trén cac bénh nhan khong dat dng thong. Két qua trinh bay & Bang 3.18 cho
thay ty 1& bi dai trong nghién ctu 1a 19,1%, ty 1& nay ciing tuong duong véi
cac cong bd ciia Hudcova (22%), Walder (17,9%), Wheeler (17,5%), Nguyén
Thi Dung (16,7%) [181]. Chung t6i xac nhan bi dai it gap hon 6 nhom MK va



116

nhom F so voi nhom M (véi céc ty 1€ tuong tmg 1a 17,8%, 15,6% va 24,1%,
p<0,05, Bang 13.8). Tong két cuia Wheeler ciing x4c nhan morphin gy bi dai
nhiéu hon so véi fentanyl (ty 18 twong tng 1a 32,2% va 11%) khi tinh chung
cho cac duong dung va cach dung thudc khac nhau [176]. Diéu nay ciing phu
hop vé&i két qua ctia Hutchison véi ty 16 bi dai & nhom dung morphin va
fentanyl qua PCA duong tinh mach tuwong tng la 16% va 3% (p<0,01) [112].
Stavropoulou danh gia trong vong 24 gio st dung PCA cho bénh nhan sau
phau thuat bung ciing cho thdy bi dai it gip hon & nhom st dung fentanyl
(p=0,044) [113]. Tham chi & cac bénh nhan gia phau thuat khép gbi va khop
hang Herrick ciing xac nhan bi déi it hon dang ké khi sir dung fentanyl so véi
morphin [196]. Két qua tir cac tong két ciia Laskowski [154] va Carstensen
[20] cho thay anh huong cila két hop morphin va ketamin dén bi dai 1a chua
rd rang. Tuy nhién, ty 1& bi dai thdp hon ciing duoc xac nhan trong NC cua
Javery (phéi hop hai thudc theo ty 1& 1:1) [159] ¢ bénh nhan mo cot song lay
nhan thoat vi va Kollender [182].

4.3.8. Hién tuwgng o giac

TDKMM trén than kinh trung wong ctia opioid cling nhu ketamin da
dugc thong bao trong y van dac biét 1a ketamin. Véi ketamin day cling la
nguyén nhan chinh din dén han ché viéc sir dung thudc trén 1am sang. Tong
két cta Bell cho thay sir dung liéu thap ketamin trong giam dau sau mo rat it
hoic khong gip cac TDKMM vé tam than nhu do gidc & hau hét NC [111].
Tuy nhién, anh hudng trén than kinh trung wong cua ketamin phu thudc vao
lidu sir dung va it xuét hién khi dung liéu thap trong thuc hanh giam dau PCA
(<0,15 mg/kg). Truyén tinh mach ketamin liéu duéi 10 mg/gio khong cho
thay suy giam vé mat y thuc [111],[197].
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Trong NC ciia chiing t6i ¢6 6 truong hop bi ao giac (chiém 4%) véi 2
BN ¢ nhom M va 3 BN 6 nhém MK va 1BN ¢ nhém F (Bang 3.18). NC cua
Sveticic va cong su trén 1026 BN sur dung PCA két hop morphin va ketamin
voi ty 18 1:1 cho céc loai phau thuat khac nhau x4c nhan ty 1& 6,2% bénh nhan
c6 cac biéu hién gidc mo sac mau (vivid dream) va/hodc ao giac [179]. Tham
chi Kollender phdi hgp morphin va ketamin véi ty 1 cao hon (1mg morphin
phéi hop v6i 5 mg ketamin/liéu bolus) trong giam dau PCA ciing khong gip
truong hop nao bi ao giac [182].

4.3.9. Hoa mit chéng mit va dau dau

Két qua trinh bay ¢ Bang 3.19 cho thay ty Ié hoa mét chong mit va dau
dau trong nghién ctru twong umg 1a 4,7% va 5,3%. Ching toi khong thay khac
biét vé cac TDKMM nay giita ba nhom (p>0,05). S Trung Diing khi ding
PCA morphin cho cac bénh nhan md bung cho thay ty 1& chong mit va nhirc
dau 1a 16,7% [141]. Nhitng triéu ching nay c6 thé lién quan dén rat nhiéu

nguyén nhan khac ngoai giam dau PCA.
4.3.10. Tir vong lién quan dén PCA

Piéu may man 1a tr vong lién quan dén PCA cuc ky hiém gip. Cac
nguyén nhan dan dén tir vong chu yéu 1a do qua liéu thudc, do 15i cai dat
chuong trinh hoac hong hoc bom ti€m va thuong xay ra ¢ cac bénh nhan co
yéu to thuan loi nhu thiéu khoéi lwong tudn hoan, thiéu mau, gia yéu
[198],[199]. M6t diéu tra tién hanh dénh gia trong 12 ndm véi sé luong 22
triéu bénh nhan str dung PCA xac nhén ¢6 5 truong hop tir vong lién quan dén
st dung cung mot loai thiét bi PCA (cai dat mac dinh vé néng do thuéc) va
nguyén nhan déu do 16i cai dit chuong trinh [199]. Céc tac gia ude tinh rang
kha ning tir vong do mot 16i cai dit chuong trinh twong duong véi khi gy mé

toan than (1:300,000). Tong két cua Lee va cong sy (2015) cho thiy trc ché ho
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hép 14 nguyén nhan cha yéu giy tir vong lién quan dén st dung opioid véi
hon mét nira bénh nhan ¢ e ché ho hap tir vong va 22% c6 ton thuong nio
nghiém trong. Nhom tac gia cling nhan manh hau hét cac trudng hop trc ché
hé hip (97%) c6 thé ngan ngira néu theo ddi tot hon (voi do phu hop 62%,
«=0,279 do murc do phu hop cao) [177].

Trong nghién ctru nay chung t6i khong gip bénh nhan nao yéu cau
ngimg giam dau PCA khi dang st dung ciing nhu tir vong lién quan dén sir

dung phuong phéap giam dau nay.
4.3.11. Mt so sai s6t lién quan dén sir dung PCA

Phan tich ctia Meissner va cs udc tinh modi nim tai Hoa Ky c6 hon 13
tri¢u bénh nhan str dung PCA tinh mach véi ty 1€ xép xi 4,5% bénh nhan méc
phai it nhat mot sai sét [17]. Két qua trinh bay & bang 3.19 cho thay cac 156i da
gip trong qua trinh van hanh st dung PCA nhu; khong mé duong dan thude,
bao dong may kéo dai, trao nguoc thude 1én hé théng day truyén, mat ngudn
dién, cai dat sai hodc dung chwong trinh mic dinh, nguoi khac bAm nut yéu
cdu v6i tong s6 1an gip ¢ ca ba nhom 1a 49. Hau hét cac sai sot déu chua giy
hai do da s6 truong hop thude chua duge dua vao bénh nhan. Li cai dit va
khong mé khoa duong dan thudc thuong xudt hién vao ban dém day 1a thoi
diém su tip chung giam trong khi s6 lugng nhan vién han ché. Do phu thudc
vao nguén dién bén ngoai thoi luong pin du trir kém nén mét hodc tudt nguén
dién 1a mot trong nhitng nguy co c6 thé gip lam gian doan sir dung PCA.
Chung t6i khong gip trudng hop nham 14n lién quan dén loai thudc hay nong
do thude st dung c6 thé do khi thuc hién nghién clru diéu nay dugc quan
tam va giam sat chit ch hon so véi thuc hanh hang ngay. Cac 16i sai sot nay
déu da dugc dé cap trong cac NC ciing nhu tong két y van [96],[200]. Két
qua tong két cua Paul va cs trén 25198 BN sir dung PCA cho thdy ty 1¢ sai
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sot lién quan dén dung PCA thap hon 1% véi hau hét cac 16i khong gay hai
nhung c6 anh huéng khong tot voi BN. Nhom téc gia ciing xac nhan rang an
toan cia PCA duogc cai thién khi thuc hién dao tao thuong xuyén cho diéu
dudng, trang bi bom tiém tét hon ciing nhu xay dung quy trinh giam dau

phit hop [200].

Mic du di xay dung phéac dd chi tiét va dao tao cho cac nhan vién tham
gia thyc hién giam dau PCA ciing nhu giai thich tir trude va sau md cho bénh
nhan vé cach thuc sir dung PCA nhung hiéu biét va tuan thi phuong thirc van
hanh PCA van chua thuc su tét. Do do chuing t61 cho rﬁng can thiét dao tao
nhic lai thudng xuyén véi nhan vién y té cling nhu giai thich nhic nho lai cho

bénh nhan trong qua trinh stir dung PCA.
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KET LUAN

Nghién ctru trén 150 bénh nhén st dung gidm dau PCA duong tinh
mach trong 48 gio dau sau cac phiu thuat 16n tai 6 bung véi ba ché do dung
thudc khac nhau chiing t6i rat ra mot s6 két luan sau day:

1. V& hiéu qua giam dau

- Hiéu qua giam dau khi nim yén twong dwong nhau giita ba nhom véi
diém VAS trung binh & cac thoi diém danh gia déu dudi 3.

- Hiéu qua giam dau khi van dong ciia nhém fentanyl don thuan va nhém
phdi hop morphin voi ketamin tot hon so véi nhom morphin don thuan tai cac
thoi diém danh gia trong ngay tht 2 (Piém VAS trung binh ¢ nhom MK va F
thap hon so v6i nhom M tai gid thir 24, 36 va 48 véi p<0,05). Tuy nhién,
khong co khac biét vé giam dau khi van dong giita ba nhom trong ngay dau.

- Ty 1€ bénh nhan c6 muc théa man véi gidm dau tur hai long tré 1én
(déu trén 90%), ty 1& A/D (déu >74%) tuong dwong nhau gitta ba nhom. Tuy
nhién, nhém dung fentanyl va nhom phdi hop thube c6 ty 16 rat hai long va ty
16 A/D & thoi diém 24 gio cao hon so v6i nhom dung morphin. Ty 1é can bd
sung giam dau & hai nhom nay ciing thap hon so véi nhom dung morphin.

2. Vé cac tac dung khong mong muén

- Céc chi s6 1am sang lién quan dén ho hap va tuan hoan déu thay doi
trong giéi han binh thuong va twong duong nhau giita ba nhom ¢ tat ca cac
thoi diém danh gia.

- Ty 1¢ PONV, ngtra va bi dai trong 48 gid nghién ctru tuong ung la
26,7%, 16,7% va 19,1%. Nhoém phéi hop morphin véi ketamin va nhom
fentanyl don thuan cé ty 1¢ PONV, ngira, bi dai thap hon c6 ¥ nghia so véi

nhom morphin don thuan.
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- Céc triéu chung hoa mat chong mit, dau dau va 4o giac hiém gip (v6i
ty 1€ tuong g 1a 4,7%, 5,3% va 4%). Ty 1¢ chua c6 nhu dong rudt & gio 48
1a 72,7%. Ty 1¢ an than sau (Ramsay >4) thay d6i tir 6,7-10,7%. Khong c6

khac biét gitra ba ché d6 dung thuoc vé cac bi€u hién nay.

- Khéng c6 trudng hop bénh nhén tir vong, suy hé hap trong nghién ctu.

Tuy nhién, ton tai mgt s6 van dé li€én quan dén cai dat va su dung PCA.
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KIEN NGHI

1. Co thé str dung phd bién hon fentanyl hodc két hop morphin va ketamin
trong giam dau PCA duodng tinh mach sau phau thuat do cac loi ich lién
quan dén hiéu qua giam dau khi van dong va giam cac TDKMM (chu yéu
1a PONV, ngira va bi dai) so v6i khi ding morphin don thuan.

2. Can c6 nhimg nghién ctru tiép theo voi ¢d miu 16n va thoi gian dai hon dé
xac nhan lai két qua cua nghién ctru nay ciing nhu anh hudng cia cac
thudc va ty 1& phdi hop thude dén hién tuong dung nap thudc, ting dau,

dau man tinh sau phau thuét.



DANH MUC CAC CONG TRINH NGHIEN CUU
PA CONG BO CO LIEN QUAN PEN LUAN AN

Nguyén Toan Thing, Nguyén Hiru Ta (2013), Hiéu qua cia phuong
phap giam dau do bénh nhan kiém soat (PCA) duong tinh mach su
dung két hop morphin va ketamin sau cac phau thuat 16n tai 6 bung.
Tap chi Nghién curu'Y hoc, 83(3): 60-67

Nguyén Toan Thing, Nguyén Hiru Ta (2013), So sanh tac dung cia
fentanyl va morphin trong giam dau do bénh nhan kiém soat duong tinh

mach. Tap chi Nghién curu Y hoc, 83(Supplement, 3): 29-34



10.

11.

TAI LIEU THAM KHAO

Hurley, R.W., J.D. Murphy, and C. Wu, et al (2015), Acute Postoperative
Pain, in Miller’s anesthesia, R.D. Miller Editors. 2974-2997.

Macintyre, P.E., et al. (2010), Acute Pain Management: Scientific
Evidence. 3rd ed. Working Group of the Australian and New Zealand
College of Anaesthetists and Faculty of Pain Medicine.

Ghori M.K, Zhang Y.F, and Sinatra R.S (2009), Pathophysiology of Acute
Pain, in Acute Pain Management, Editors. Cambridge University Press.
Kehlet H, Jensen T. S, and W.C. J. (2006), Persistent postsurgical pain:
risk factors and prevention. Lancet, 367(9522), 1618-25.

Cousins, M.J., F. Brennan, and D.B. Carr (2004), Pain relief. a
universal human right. Pain, 112(1-2), 1-4.

Schug, S., (2011), The global year against acute pain. Anaesth Intensive
Care, 39(3), 4.

Correll, D.J., K.V. Vlassakov, and I. Kissin (2014), No evidence of real
progress in treatment of acute pain, 1993-2012: scientometric analysis.
J Pain Res, 7, 199-210.

Sinatra, R. (2010), Causes and Consequences of Inadequate
Management of Acute Pain. Pain Medicine, 11(12), 1859-1871.
Apfelbaum, J.L., et al. (2003), Postoperative pain experience: results
from a national survey suggest postoperative pain continues to be
undermanaged. Anesth Analg, 97(2), 534-40.

Sommer, M., et al. (2008), The prevalence of postoperative pain in a
sample of 1490 surgical inpatients. Eur J Anaesthesiol, 25(4), 267-74.
Buvanendran, A., T.R. Lubennow, and J.S. Kroin (2013), Postoperative Pain
and Its Management, in Wall & Melzack’s Textbook of Pain, 629-644.



12.

13.

14.

15.

16.

17.

18.

19.

20.

21,

22,

Gan, T.J., et al. (2014), Incidence, patient satisfaction, and perceptions
of post-surgical pain: results from a US national survey. Current
Medical Research and Opinion, 30(1), 149-160.

Nguyén Hitu TG (2009), Mong wdc va su that. Sirc khde va doi song,
2009(2).

Sechzer, P.H. (1968), Objective Measurement of Pain. Anesthesiology,
29(1), 2009.

Sechzer, P.H. (1971), Studies in pain with the analgesic-demand
system. Anesth Analg, 50(1), 1-10.

Cashman, J.N, G. Shorten, et al., (2006), Patient-Controlled Analgesia, in
Postoperative Pain Management. W.B. Saunders: Philadelphia, 148-153.
Meissner, B., et al. (2009), The Rate and Costs Attributable to
Intravenous Patient-Controlled Analgesia Errors. Hospital Pharmacy,
44(4), 312-324.

Hudcova, J., et al. (2006), Patient controlled opioid analgesia versus
conventional opioid analgesia for postoperative pain. Cochrane
Database Syst Rev, 2006(4), CD003348.

Macintyre, P.E. (2005), Intravenous patient-controlled analgesia: one
size does not fit all. Anesthesiol Clin North America, 23(1), 109-23.
Carstensen, M. and A.M. Moller (2010), Adding ketamine to morphine
for intravenous patient-controlled analgesia for acute postoperative pain: a
qualitative review of randomized trials. Br J Anaesth, 104(4), 401-6.
Macintyre, P.E. and J. Coldrey (2009), Intravenous Patient-Controlled
Analgesia, in Acute Pain Management, Editors, 205-220.

De Gregori, S., et al. (2011), How pharmacokinetics can help to choose
the right opioids during PCA and opioid treatment. European Journal
of Pain Supplements, 5(S2), 477-483.



23.

24,

25,

26.
217,

28.

29.

30.

31.
32,

33.

Merskey, H. and N. Bogduk (1994), Part I1I: Pain Terms, A Current
List with Definitions and Notes on Usage, in Classification of Chronic
Pain. IASP Press, Seattle, 209-214.

McCaffery M and Pasero C (1990), Pain Clinical Manual. 2nd ed. Vol.
40. 1990: Moshy St. Louis.

Welchek C.M, et al. (2009), Qualitative and Quantitative Assessment
of Pain, in Acute Pain Management, Editors. 2009, Cambridge
University Press, 147-170.

Pham Thi Minh Bt (2003), Sink Iy dau. Chuyén dé sinh 1y hoc, 6.
Vadivelu N, Whitney C.J, and S.R. S. (2009), Pain Pathways and Acute
Pain Processing, in Acute Pain Management, Editors. Cambridge
University Press, 3-19.

Nguyén Thu (2006), Sink Iy than kinh vé dau, Bai giang Gy mé hoi
suc, tap 1, Truong dai hoc Y Ha Noi. Nha xuit ban Y hoc, 142-151.
Xing Fu, M., M. Dan Froicu, and M. Raymond Sinatra (2011),
Anatomic and Physiologic Principles of Pain, in Essentials of Pain
Management, M. Nalini Vadivelu, M. Richard D. Urman, MBA, and
M. Roberta L. Hines, Editors, 31-44.

Bingham, B., et al. (2009), The molecular basis of pain and its clinical
implications in rheumatology. Nat Clin Pract Rheum, 5(1), 28-37.
Macrae, W.A. (2001), Chronic pain after surgery. Br J Anaesth, 87(1), 88-98.
Cousins, M.J., John J (1989). Bonica distinguished lecture. Acute pain
and the injury response: immediate and prolonged effects. Reg Anesth,
14(4), 162-79.

Hurley, RW. and C.L. Wu R.D. Miller, et al., (2015), Acute
Postoperative Pain, in Miller's Anesthesia, Editors. Churchill
Livingstone, An Imprint of Elsevier The United States of America,
2974-98.



34,

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

Kehlet, H. (1989), The stress response to surgery: release mechanisms
and the modifying effect of pain relief. Acta Chir Scand Suppl, 1989.
550, 22-8.

Badner, N.H., et al. (1998), Myocardial infarction after noncardiac
surgery. Anesthesiology, 88(3), 572-8.

Willerson, J.T., et al. (1989), Specific platelet mediators and unstable
coronary artery lesions. Experimental evidence and potential clinical
implications. Circulation, 80(1), 198-205.

Desborough, J.P. (2000), The stress response to trauma and surgery. Br
J Anaesth, 85(1), 109-17.

Nguyén Trung Kién, Nguyén Hitu T va Coéng Quyét Thang (2012),
Giam dau bénh nhan ty diéu khién dudng tinh mach bang morphin sau
md vung bung trén & nguoi cao tudi. T ap chi Y - Duoc hoc quan su, 3.
Teter, K.A., G. Viellion, and E.M. Keating (1990), Patient controlled
analgesia and Gl dysfunction. Orthop Nurs, 9(4), 51-6.

Angst, M.S. and J.D. Clark (2006), Opioid-induced hyperalgesia: a
qualitative systematic review. Anesthesiology, 104(3), 570-87.

De Kock, M.F. and P.M. Lavand'’homme (2007), The clinical role of
NMDA receptor antagonists for the treatment of postoperative pain.
Best Pract Res Clin Anaesthesiol, 21(1), 85-98.

Persson, J. (2013), Ketamine in Pain Management. CNS Neuroscience
& Therapeutics, 19(6), 396-402.

Perkins, F.M. and H. Kehlet (2000), Chronic pain as an outcome of
surgery. A review of predictive factors. Anesthesiology, 93(4), 1123-33.
Pluijms, W.A., et al. (2006), Chronic post-thoracotomy pain: a
retrospective study. Acta Anaesthesiol Scand, 50(7), 804-8.



45,

46.

47.

48.

49.

50.

51,

52,

53.

54,

Gabriella, 1., G. Shorten, et al.,, (2006), Clinical assessment of
postoperative pain, in Postoperative Pain Management, Editors, W.B.
Saunders: Philadelphia, 102-108.

McCaffery, M., K. Herr, and C. Pasero (2011), Assessment Tools, in
Pain assessment and pharmacologic management., C. Pasero and M.
McCaffery, Editors, 49-142.

Melzack, R. and J. Katz S.B. McMahon, et al., (2013), Pain
Measurement in Adult Patients, in Wall & Melzack's Textbook of pain,
Editors. Elserier saunders, 301-314.

Dihle, A., et al. (2006), The exploration of the establishment of
cutpoints to categorize the severity of acute postoperative pain. Clin J
Pain, 22(7), 617-24.

Gandhi, K., JW. Heitz, and E.R. Viscusi (2011), Challenges in acute
pain management. Anesthesiol Clin, 29(2), 291-309.

Nguyén Hiru Ta (2014), Du phong va chdng dau sau mo, Gay mé hoi
sue, Truong Pai hoc Y Ha Noi. Nha xuét ban Y hoc, 311-324.

Miller, T.E., T.J. Gan, and J.K (2014), Enhanced Recovery Pathways
for Major Abdominal Surgery. Anesthesiology News.

Macario, A. and M.A. Royal (2011), A literature review of randomized
clinical trials of intravenous acetaminophen (paracetamol) for acute
postoperative pain. Pain Pract, 11(3), 290-6.

Viscusi, E.R. (2012), IV acetaminophen improves pain management
and reduces opioid requirements in surgical patients. Anesthesiology
News, 38, 4.

Macintyre, P. and S. Schug (2015), Nonopioid and adjuvant analgesic

agents, in Acute Pain Management, P.E. Macintyre and S. Schug,
Editors. Taylor & Francis Group, 65-90.



55.

56.

57,

58.

59.

60.

61.

62.

63.

64.

Borja, M.B., et al. (2014), Multimodal Analgesia for the Management
of Postoperative Pain,, in Pain and Treatment, Gabor B. Racz and Carl
E. Noe, Editors.

Sinatra, R.S. and J.S. Jahr (2011), Multimodal management of acute
pain: the role of IV NSAIDs. Anesthesiology News, Special Report.
Aubrun, F., et al. (2001), Postoperative titration of intravenous
morphine. Eur J Anaesthesiol, 18(3), 159-65.

Aubrun, F., et al. (2002), Postoperative titration of intravenous
morphine in the elderly patient. Anesthesiology, 96(1), 17-23.

McKeen, M.J. and S.A. Quraishi (2013), Clinical review of intravenous
opioids in acute care. Journal of Anesthesiology and Clinical Science,
2013. 2(1).

Dolin, S.J., J.N. Cashman, and J.M. Bland (2002), Effectiveness of
acute postoperative pain management: I. Evidence from published data.
Br J Anaesth, 89(3), 409-23.

Wu, C.L., et al., (2005). Efficacy of postoperative patient-controlled
and continuous infusion epidural analgesia versus intravenous patient-
controlled analgesia with opioids: a meta-analysis. Anesthesiology,
103(5), 1079-88; quiz 1109-10.

Werawatganon, T. and S. Charuluxanun (2005), Patient controlled
intravenous opioid analgesia versus continuous epidural analgesia for
pain after intra-abdominal surgery. Cochrane Database Syst Rev,
2005(1), CD004088.

Ballantyne, J.C., et al. (1998), The comparative effects of postoperative
analgesic therapies on pulmonary outcome: cumulative meta-analyses
of randomized, controlled trials. Anesth Analg, 86(3), 598-612.

Marret, E., C. Remy, and F. Bonnet (2007), Meta-analysis of epidural
analgesia versus parenteral opioid analgesia after colorectal surgery. Br

J Surg, 94(6), 665-73.



65.

66.

67.

68.

69.

70.

71,

72.

73.

Wu, C.L., et al. (2006), Correlation of postoperative epidural analgesia
on morbidity and mortality after colectomy in Medicare patients. J Clin
Anesth, 18(8), 594-9.

Meylan, N., et al. (2009), Benefit and risk of intrathecal morphine
without local anaesthetic in patients undergoing major surgery: meta-
analysis of randomized trials. Br J Anaesth, 102(2), 156-67.

Beaussier, M., et al. (2006), Postoperative analgesia and recovery
course after major colorectal surgery in elderly patients: a randomized
comparison between intrathecal morphine and intravenous PCA
morphine. Reg Anesth Pain Med, 31(6), 531-8.

Roy, J.D., et al. (2006), A comparison of intrathecal morphine/fentanyl
and patient-controlled analgesia with patient-controlled analgesia alone
for analgesia after liver resection. Anesth Analg, 103(4), 990-4.

Raines, S., et al. (2014), Ropivacaine for continuous wound infusion
for postoperative pain management: a systematic review and meta-
analysis of randomized controlled trials. Eur Surg Res, 53(1-4), 43-60.
Liu, S.S., et al. (2006), Efficacy of continuous wound catheters
delivering local anesthetic for postoperative analgesia: a quantitative
and qualitative systematic review of randomized controlled trials. J Am
Coll Surg, 203(6), 914-32.

Richman, J.M., et al. (2006), Does continuous peripheral nerve block
provide superior pain control to opioids? A meta-analysis. Anesth
Analg, 102(1), 248-57.

Wu, C.L. and S.N. Raja (2011), Treatment of acute postoperative pain.
Lancet, 377(9784), 2215-25.

Roe, B.B. (1963), Are postoperative narcotics necessary? Arch Surg,
87,912-5.



74.

75.

76.

77,

78.

79.

80.

81.

82.

83.

Sherman, B., Ikay Enu, and R. Sinatra, R.S. Sinatra, et al., (2009), Patient-
Controlled Analgesia Devices and Analgesic Infusion Pumps., in Acute
Pain Management, Editors. Cambridge University Press, 302-322.

Slevin, K.A. and J.C. Ballantyne, D.E. Longnecker, et al. (2012),
Management of Acute Postoperative Pain, in Anesthesiology, Editors.
McGraw-Hill: New York.

Grass, J.A. (2005), Patient-controlled analgesia. Anesth Analg, 101(5
Suppl), S44-61.

Owen, H., et al. (1989), Variables of patient-controlled analgesia. 1.
Bolus size. Anaesthesia, 44(1), 7-10.

Etches, R.C. (1999), Patient-controlled analgesia. Surg Clin North Am,
79(2), 297-312.

Ginsberg, B., et al. (1995), The influence of lockout intervals and drug
selection on patient-controlled analgesia following gynecological
surgery. Pain, 62(1), 95-100.

Dal, D., et al. (2003), A background infusion of morphine does not
enhance postoperative analgesia after cardiac surgery. Can J Anaesth,
50(5), 476-9.

Parker, R.K., B. Holtmann, and P.F. White (1991), Patient-controlled
analgesia. Does a concurrent opioid infusion improve pain management
after surgery? JAMA, 266(14), 1947-52.

Parker, R.K., B. Holtmann, and P.F. White (1992), Effects of a
nighttime opioid infusion with PCA therapy on patient comfort and
analgesic requirements after abdominal hysterectomy. Anesthesiology,
76(3), 362-7.

Owen, H., et al. (1989), Variables of patient-controlled analgesia. 2.

Concurrent infusion. Anaesthesia, 44(1), 11-3.



84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

Baubillier, E., et al. (1992), Patient-controlled analgesia: effect of
adding continuous infusion of morphine. Ann Fr Anesth Reanim, 11(5),
479-83.

Macintyre, P.E. (2001), Safety and efficacy of patient-controlled
analgesia. Br J Anaesth, 87(1), 36-46.

Ballantyne, J.C., et al. (1993), Postoperative patient-controlled
analgesia: meta-analyses of initial randomized control trials. J Clin
Anesth, 5(3), 182-93.

Walder, B., et al. (2001), Efficacy and safety of patient-controlled
opioid analgesia for acute postoperative pain. A quantitative systematic
review. Acta Anaesthesiol Scand, 45(7), 795-804.

Lehmann, K.A. (2005), Recent developments in patient-controlled
analgesia. J Pain Symptom Manage, 29(5 Suppl), S72-89.

Bainbridge, D., J.E. Martin, and D.C. Cheng (2006), Patient-controlled
versus nurse-controlled analgesia after cardiac surgery; a meta-analysis.
Can J Anaesth, 53(5), 492-9.

Evans, E., et al. (2005), Randomised controlled trial of patient
controlled analgesia compared with nurse delivered analgesia in an
emergency department. Emerg Med J, 22(1), 25-9.

Lebovits, A.H., et al. (2001), Satisfaction with epidural and intravenous
patient-controlled analgesia. Pain Med, 2(4), 280-6.

Jamison, R.N., et al. (1993), Psychosocial and pharmacologic
predictors of satisfaction with intravenous patient-controlled analgesia.
Anesth Analg, 77(1), 121-5.

Pellino, T.A. and S.E. Ward (1998), Perceived control mediates the
relationship between pain severity and patient satisfaction. J Pain
Sympt Manag, 1998(15), 7.



94,

95.

96.

97.

98.

99.

100.

101.

102.

Salmon, P. and G.M. Hall (2001), PCA: patient-controlled analgesia or
politically correct analgesia? Br J Anaesth, 87(6), 815-8.

Perry, F., et al. (1994), Role of psychological factors in postoperative
pain control and recovery with patient-controlled analgesia. Clin J
Pain, 10(1), 57-63.

Schein, J.R., et al. (2009), Patient-controlled analgesia-related
medication errors in the postoperative period: causes and prevention.
Drug Saf, 32(7), 549-59.

Curatolo, M. and G. Sveticic (2002), Drug combinations in pain treatment: a
review of the published evidence and a method for finding the optimal
combination. Best Pract Res Clin Anaesthesiol, 16(4), 507-519.
Subramaniam, K., B. Subramaniam, and R.A. Steinbrook (2004), Ketamine
as adjuvant analgesic to opioids: a quantitative and qualitative systematic
review. Anesth Analg, 99(2), 482-95.

McCartney, C.J.L. and Ahtsham Niazi, George Shorten, et al., (2006),
Use of Opioid Analgesics in the Perioperative Period, in Postoperative
pain management: an evidence-based guide to practice, Editors.
Saunders, an imprint of Elsevier Inc, 137-147.

Cashman, J.N. and S.J. Dolin (2004), Respiratory and haemodynamic
effects of acute postoperative pain management: evidence from
published data. Br J Anaesth, 93(2), 212-23.

Nguyén Thy, Pao Vin Phan, Cong Quyét Thang (2000), Cac thude
giam dau ho morphin, Thudc sir dung trong gdy mé, Nha xuit ban Y
hoc, 180-235.

Macintyre, P. and S. Schug (2015), Acute Pain Management: A

Practical Guide. fourth edition.



103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

Woodhouse, A., et al. (1996), A comparison of morphine, pethidine
and fentanyl in the postsurgical patient-controlled analgesia
environment. Pain, 64(1), 115-21.

Woodhouse, A. and L.E. Mather (2000), The minimum effective
concentration of opioids: a revisitation with patient controlled analgesia
fentanyl. Reg Anesth Pain Med, 25(3), 259-67.

Rosow, C.E. and M. Dershwitzs (2012), Pharmacolgy of Opioid
Analgesics, in Anesthesiolgy, D.E. Longnecker, Editor.

Schifer, M. (2011), Mechanisms of action of opioids, in Anesthetic
Pharmacology, Alex S. Evers, Mervyn Maze, and Evan D. Kharasch,
Editors, 493-508.

Peng, PW.H. and A.N Sandler (1999), A Review of the Use of
Fentanyl Analgesia in the Management of Acute Pain in Adults.
Anesthesiology, 90(2), 576-599.

Fukuda, K. (2015), Opioids, in Miller's Anesthesia, R.D. Miller, et al.,
Editors. Churchill Livingstone, An Imprint of Elsevier The United
States of America. 769-824.

Frédérique S.S and John W.S (2011), Pharmacokinetics of intravenous
anesthetics, in Anesthetic Pharmacology, Alex S. Evers, Mervyn Maze,
and Evan D. Kharasch, Editors, 420-438.

Buvanendran, A. (2012), Multimodal Analgesia for Perioperative Pain
Management. ASA Refresher Courses in Anesthesiology, 40(1), 1-6.
Bell, R.F., et al. (2006), Perioperative ketamine for acute postoperative
pain. Cochrane Database Syst Rev, 2006(1), CD004603.

Hutchison, R., et al. (2006), A comparison of a fentanyl, morphine, and
hydromorphone patient-controlled intravenous delivery for acute
postoperative analgesia: a multicentered study of opioid induced
adverse reactions. Hospital Pharmacy, 41(7), 659-663.



113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

Stavropoulou, E., et al. (2008), Opiod-Induced Adverse Reactions of
Intravenous Patient Controlled Analgesia: Comparison of Morphine
and Fentanyl for Acute Postoperative Analgesia: 303. Regional
Anesthesia and Pain Medicine, 33(5), e166.

Castro, C., et al. (2003), Patient-controlled analgesia with fentanyl
provides effective analgesia for second trimester labour: a randomized
controlled study. Can J Anaesth, 50(10), 1039-46.

Prakash, S., T. Fatima, and M. Pawar (2004), Patient-controlled analgesia
with fentanyl for burn dressing changes. Anesth Analg, 99(2), 552-5.
Suzuki, M. R.S. Sinatra, et al. (2009), Perioperative Ketamine for Better
Postoperative Pain Outcome, in Acute Pain Management, Editors.

Elia, N. and M.R. Tramer (2005), Ketamine and postoperative pain--a
quantitative systematic review of randomised trials. Pain, 113(1-2), 61-70.
Sveticic, G., et al. (2003), Combinations of morphine with ketamine for
patient-controlled analgesia: a new optimization  method.
Anesthesiology, 98(5), 1195-205.

Donnelly, R.F. (2009), Physical compatibility and chemical stability of
ketamine-morphine mixtures in polypropylene syringes. Can J Hosp
Pharm, 62(1), 28-33.

Schmid, R., et al. (2002), The stability of a ketamine-morphine
solution. Anesth Analg, 94(4), 898-900, table of contents.

Nguyén Toan Thing, Nguyén Hiru Ta (2013), So sanh tac dung cua
fentanyl va morphine trong giam dau do bénh nhéan kiém soat duong
tinh mach. Tap chi Nghién citu Y hoc, 83(3), 29-34.

Nguyén Hong Thuy (2005), Nghién citu tic dung gidm dau dw phong sau
mé bung trén ciia ketamin liéu thdp hic tiém khoi mé. Luan van t6t nghiép

thac si. Truong Pai hoc Y Ha Noi.



123.

124.

125.

126.

127.

128.

129.

130.

131.

Tran Thi Tram Oanh, Nguyén Van Chimg (2006), Nghién ctru str dung
ketamine lidu thdp dé giam dau trong va sau mo. Y Hoc TP. Ho Chi
Minh, 10 (1),75-81.

Nguyén Vin Minh (2008), Pdnh gid hiéu qud giam dau va tic dung khéng
mong muon cia ketamin liéu thdp c6 va khéng cé liu dy phong dau &
bénh nhdan mé tim hé. LuAn van tdt nghiép thac si. Pai hoc Y Ha Noi.
Nguyén Vin Minh, Nguyén Qudc Kinh (2009), Nghién ctru tac dung giam
dau cua ketamin lidu thap két hop voi morphin tinh mach qua may PCA &
bénh nhan mo tim hé. Tap chi Nghién ciru Y hoc, 1(60), 62-65.

Tran Pang Luan (2012), So sdnh hiéu qud giam dau bang do liéu
morphin phéi hop véi ketamin so véi morphine don thuan ¢ bénh nhén
sau phdu thudt bung. Luan van tot nghiép bac si chuyén khoa II.
Truong Pai hoc Y Ha Noi.

Pao Khic Hung, Nguyén Qudc Kinh (2012), Panh gia hiéu qua giam
dau va tinh an toan cua morphine don thuan v&i morphine két hop
ketamine do bénh nhan ty diéu khién sau mo gy hai xwong cang chan
Y hoc thwc hanh, 835+836, 173-177.

Nguyén Toan Thang, Nguyén Hiru T (2013), Hiéu qua cia phuong
phap giam dau do bénh nhan kiém soat (PCA) dudng tinh mach st
dung két hop morphine va ketamine sau cac phau thuat 1n tai 6 bung.
Tap chi Nguyén cvru y hoc, 83(3), 60-67.

Nikolajsen, L. and S. Haroutiunian (2011), Intravenous patient-
controlled analgesia for acute postoperative pain. European Journal of
Pain Supplements, 5(S2), 453-456.

Apfel, C.C. and C.A. Greim, A risk score to predict the probability of
postoperative vomiting in adults. Acta Anaesthesiol Scand. 42, 495-501.
Sessler, C.N., R.R. Riker, and M.A. Ramsay (2013), Evaluating and
Monitoring Sedation, Arousal, and Agitation in the ICU. Semin Respir
Crit Care Med, 34(02), 169-178.



132.

133.

134.

135.

136.

137.

138.

139.

140.

Wilson, S.L., R.W. Vaughan, and C.R. Stephen (1975), Awareness,
Dream, and Hallucinations Associated with General Anesthesia.
Anesthesia & Analgesia, 54(5), 609-17.

Nguyén Van Minh, Ho6 Kha Canh (2010), Nghién ctru tac dung giam
dau sau md cua ketamin lidu thip & bénh nhan mo ting trén 6 bung. Y
hoc thuc hanh, 717(5), 164-167.

Nguyén Vin Chung va cong su (2007). So sanh hiéu qua cuia phuong
phap bénh nhén ty kiém soat dau véi bupivacaine-fentanyl duong ngoai
mang cung v&i morphine dudng tinh mach sau phau thuat 16n ving
bung. Y hoc TP. Hé Chi Minh, 11(1), 1-9.

Nguyén Ba Tuan (2012), Bdnh gid tic dung dw phong dau sau mé cia
gabapentin dwong uéng trén bénh nhin dwoc phdu thudt é6 bung. Luan
van tot nghiép bac sindi tra bénh vién, Truong Pai hoc Y Ha Noi.

Ip, H.Y., et al. (2009), Predictors of postoperative pain and analgesic
consumption: a qualitative systematic review. Anesthesiology, 111(3),
657-77.

Chia, Y.Y., et al. (2002), Gender and pain upon movement are
associated with the requirements for postoperative patient-controlled iv
analgesia: a prospective survey of 2,298 Chinese patients. Can J
Anaesth, 49(3), 249-55.

Marieke, N., et al. (2010), Do sex differences exist in opioid analgesia?
A systematic review and meta-analysis of human experimental and
clinical studies. Pain, 151(1), 61-68.

Aubrun, F., et al. (2005), Sex- and age-related differences in morphine
requirements for postoperative pain relief. Anesthesiology, 103(1), 156-60.
Wellington, J. and Y.Y. Chia, R.S. Sinatra, et al., (2009), Patient
Variables Influencing Acute Pain Management, in Acute Pain
Management, Editors. Cambridge University Press.



141.

142.

143.

144,

145.

146.

147.

148.

149.

150.

P4 Trung Diing, Nguyén Qubc Kinh (2011), Panh gia hiéu qua cia
perfalgan truyén tinh mach trong giam dau sau mo bung. Tap chi Y -
Duoc hoc quan su.

Nguyén Hong Thuy, Nguyén Qudc Anh (2013), Tac dung cua
ketamine liéu thip dy phong con dau sau md bung trén. Y hoc Ldm
sang, 71(5), 103-9.

Glasson, J.C., et al. (2002), Patient-specific factors affecting patient-controlled
analgesia dosing. J Pain Palliat Care Pharmacother, 16(2), 5-21.

Macintyre, P.E. and D.A. Jarvis (1996), Age is the best predictor of
postoperative morphine requirements. Pain, 64(2), 357-64.

Nguyén Thanh Ta va Nguyén Hiru Tt (2014), Cac yéu t6 lién quan dén
tinh trang nén va budn ndn ctia bénh nhin sau mé. Tap chi Nghién ciru
Y hoc, (2).

Nguyén Trung Kién, Nguyén Hitu Ta va Cong Quyét Thang (2013), So
sanh hiéu qua giam dau va anh huéng ho hap cua giam dau ty diéu
khién ngoai mang ctng véi dudng tinh mach sau moé ving bung trén &
nguoi cao tudi. Tap chi Y - Duoc hoc quan sy, 6, 119-130.

Reeves, M., et al. (2001), Adding ketamine to morphine for patient-
controlled analgesia after major abdominal surgery: a double-blinded,
randomized controlled trial. Anesth Analg, 93(1), 116-20.

Company, E.S., et al. (2001), Factors affecting postoperative pain. Rev
Esp Anestesiol Reanim, 48(4), 163-70.

Shapiro, A., et al. (2005), The frequency and timing of respiratory
depression in 1524 postoperative patients treated with systemic or
neuraxial morphine. J Clin Anesth, 17(7), 537-42.

Pham Quang Minh, Nguyén Hiru Tu va Bui My Hanh (2013), Yéu té
lién quan vé&i giam oxy mau dong mach sau mo trén bénh nhan dugc

phau thuat 6 bung. Tap chi Nguyén ciru Y hoc, 81(1), 45-53.



151.

152.

153.

154.

155.

156.

157.

158.

159.

160.

Howell, P.R., et al. (1995), Patient-controlled analgesia following
caesarean section under general anaesthesia: a comparison of fentanyl
with morphine. Can J Anaesth, 42(1), 41-5.

Watt, JW. and N.R. Soulsby (1995), Fentanyl versus morphine for
patient-controlled analgesia. Anaesthesia, 50(5), 470-1.

Gurbet, A., et al. (2004), Comparison of analgesic effects of morphine,
fentanyl, and remifentanil with intravenous patient-controlled analgesia
after cardiac surgery. J Cardiothorac Vasc Anesth, 18(6), 755-8.
Laskowski, K., et al. (2011), A systematic review of intravenous
ketamine for postoperative analgesia. Can J Anaesth, 58(10), 911-23.
Unlugenc, H., et al. (2003), Postoperative pain management with
intravenous patient-controlled morphine: comparison of the effect of
adding magnesium or ketamine. Eur J Anaesthesiol, 20(5), 416-21.
Burstal, R., et al. (2001), PCA ketamine and morphine after abdominal
hysterectomy. Anaesth Intensive Care, 29(3), 246-51.

Michelet, P., et al. (2007), Adding ketamine to morphine for patient-
controlled analgesia after thoracic surgery: influence on morphine
consumption, respiratory function, and nocturnal desaturation. Br J
Anaesth, 99(3), 396-403.

Nesher, N., et al. (2009), Morphine with adjuvant ketamine vs higher
dose of morphine alone for immediate postthoracotomy analgesia.
Chest, 136(1), 245-52.

Javery, K.B., et al. (1996), Comparison of morphine and morphine with
ketamine for postoperative analgesia. Can J Anaesth, 43(3), 212-5.
Akhavanakbari, G., A. Mohamadian, and M. Entezariasl (2014),
Evaluation the effects of adding ketamine to morphine in intravenous
patient-controlled analgesia after orthopedic surgery. Perspect Clin
Res, 5(2), 85-7.



161.

162.

163.

164.

165.

166.

167.

168.

169.

Murdoch, C.J., B.A. Crooks, and C.D. Miller (2002), Effect of the
addition of ketamine to morphine in patient-controlled analgesia.
Anaesthesia, 57(5), 484-8.

Mion, G., J.P. Tourtier, and J.M. Rousseau (2008), Ketamine in PCA:
what is the effective dose? Eur J Anaesthesiol, 25(12), 1040-1.
Guignard, B., et al. (2002), Supplementing desflurane-remifentanil
anesthesia with small-dose ketamine reduces perioperative opioid
analgesic requirements. Anesth Analg, 95(1), 103-8, table of contents.
Guillou, N., et al. (2003), The effects of small-dose ketamine on
morphine consumption in surgical intensive care unit patients after
major abdominal surgery. Anesth Analg, 97(3), 843-7.

Adriaenssens, G., et al. (1999), Postoperative analgesia with iv patient-
controlled morphine: effect of adding ketamine. British journal of
anaesthesia, 83(3), 393.

Menigaux, C., et al. (2000), The benefits of intraoperative small-dose
ketamine on postoperative pain after anterior cruciate ligament repair.
Anesth Analg, 90(1), 129-35.

Stubhaug, A., et al. (1997), Mapping of punctuate hyperalgesia around
a surgical incision demonstrates that ketamine is a powerful suppressor
of central sensitization to pain following surgery. Acta Anaesthesiol
Scand, 41(9), 1124-32.

Sinatra, R.S. and L. Preble, R.S. Sinatra, et al., (1992), Patient variables
influencing acute pain management, in Acute Pain: Mechanisms and
Management, Editors. St. Louis, MO: Mosby.

Glass, P.S., et al. (1992), Use of patient-controlled analgesia to
compare the efficacy of epidural to intravenous fentanyl administration.
Anesth Analg, 74(3), 345-51.



170.

171.

172.

173.

174.

175.

176.

177.

178.

Lehmann, K.A., et al. (1991), Transdermal fentanyl for the treatment of
pain after major urological operations. A randomized double-blind
comparison with placebo using intravenous patient-controlled
analgesia. Eur J Clin Pharmacol, 41(1), 17-21.

Laitinen, J. and L. Nuutinen (1992), Intravenous diclofenac coupled
with PCA fentanyl for pain relief after total hip replacement.
Anesthesiology, 76(2), 194-8.

McCoy, E.P. and P.M.C. Wright (1993), Patient-controlled analgesia
with and without background infusion. Analgesia assessed using the
demand:delivery ratio. Anaesthesia, 48, 256-265.

Nguyén Puc Lam (2004), Nghién ciru phwong phdp giam dau do bénh
nhdn tw diéu khién (PCA) véi morphine tinh mach sau mé tim mé. Luin
van tot nghiép béc si noi tri bénh vién. Truong Pai hoc Y Ha ndi.

Tsui, S.L., et al. (1996), The efficacy, applicability and side-effects of
postoperative intravenous patient-controlled morphine analgesia: an
audit of 1233 Chinese patients. Anaesth Intensive Care, 24(6), 658-64.
Cheung, C.W., et al. (2009), An audit of postoperative intravenous
patient-controlled analgesia with morphine: evolution over the last
decade. Eur J Pain, 13(5), 464-71.

Wheeler, M., et al. (2002), Adverse events associated with
postoperative opioid analgesia: a systematic review. The Journal of
Pain, 3(3), 159-180.

Lee, LA, et al. (2015), Postoperative Opioid-induced Respiratory
DepressionA Closed Claims Analysis. The Journal of the American
Society of Anesthesiologists, 122(3), 659-665.

Nesher, N., et al. (2008), Ketamine spares morphine consumption after
transthoracic lung and heart surgery without adverse hemodynamic

effects. Pharmacol Res, 58(1), 38-44.



179.

180.

181.

182.

183.

184.

185.

186.

187.

Sveticic, G., U. Eichenberger, and M. Curatolo (2005), Safety of mixture of
morphine with ketamine for postoperative patient-controlled analgesia: an
audit with 1026 patients. Acta Anaesthesiol Scand, 49(6), 870-5.

Ho, K.Y. and T.J. Gan, R. Sinatra, et al. (2009), Opioid-Related Adverse
Effects and Treatment Options, in Acute Pain Management, Editors.
Nguyén Thi Dung (2014), Pdanh gid hiéu qua giam dau cia morphin
khi siv dung hé thong PCA COOPDECH IST6-1020 trong phdu thudt
bung dwdi. Luan van tdt nghiép thac si, Truong Pai hoc Y Ha Noi.
Kollender, Y., et al. (2008), Subanaesthetic ketamine spares
postoperative morphine and controls pain better than standard
morphine does alone in orthopaedic-oncological patients. Eur J
Cancer, 44(7), 954-62.

Hercock, T., et al. (1999), The addition of ketamine to patient
controlled morphine analgesia does not improve quality of analgesia
after total abdominal hysterectomy. Acute Pain, 2(2), 68-72.

Scholz J, Steinfath M, and Meybohm P (2011), Antiemetics, in
Anesthetic Pharmacology. Evers AS, Maze M, and Kharasch E,
Editors., Cambridge University Press, 855-73.

Gan, T.J., et al. (2014), Consensus Guidelines for the Management of
Postoperative Nausea and VVomiting. Anesthesia & Analgesia, 118(1),
85-113.

Pao Thi Kim Dung (2003), Nghién ciru cdc yéu té nguy co va ty 1é nén
buén nén sau mé tai bénh vién Viét Pirc. Ludn van tot nghiép bac sindi
tra bénh vién, Truong Pai Hoc Y Ha Noi.

Apfel, C. and C. Greim, A risk score to predict the probability of

postoperative vomiting in adults. Acta Anaesthesiol Scand. 42, 495-501.



188.

189.

190.

191.

192.

193.

194.

195.

196.

197.

H6 Vian Huén, Tran Xuan Thinh va H6 Kha Canh (2010), Panh gia mot
s6 yéu t6 lién quan dén non va budn non sau md & cac bénh nhan sau
gay mé ndi khi quan. Y hoc TP. Hé Chi Minh, 14 (1), 98-104.

Dolin S.J and Cashman J.N (2005), Tolerability of acute postoperative
pain management. nausea, vomiting, sedation, pruritus, and urinary
retention. Evidence from published data. Br J Anaesth, 95(5), 584-91.
Hazem, E.S.M. and E.M. Mokbel (2014), Postoperative analgesia after
major abdominal surgery: Fentanyl-bupivacaine patient controlled
epidural analgesia versus fentanyl patient controlled intravenous
analgesia. Egyptian Journal of Anaesthesia, 30(4), 393-397.

Ganesh, A. and L.G. Maxwell (2007), Pathophysiology and
management of opioid-induced pruritus. Drugs, 67(16), 2323-33.

Frost, E.A. (2009), Preventing paralytic ileus: can the anesthesiologist
help. Middle East J Anaesthesiol, 20(2), 159-65.

Nguyén Hitu TG, Nguyén Thi Hang (2014), Anh huéng ctua phuong
phap giam dau sau mo qua catheter ngoai mang ctimg 1én phuc hoéi nhu
dong rudt & bénh nhan sau mo. Tap chi Nguyén ciru y hoc, 2014(4).
Petros, J.G., et al. (1995), Patient-controlled analgesia and prolonged
ileus after uncomplicated colectomy. Am J Surg, 170(4), 371-4.
O'Riordan, J.A., et al. (2000), Patient-controlled analgesia and urinary
retention following lower limb joint replacement: prospective audit and
logistic regression analysis. Eur J Anaesthesiol, 17(7), 431-5.

Herrick, I.A., et al. (1996), Postoperative cognitive impairment in the
elderly. Choice of patient-controlled analgesia opioid. Anaesthesia,
51(4), 356-60.

Himmelseher, S. and M.E. Durieux (2005), Ketamine for perioperative

pain management. Anesthesiology, 102(1), 211-20.



198. Vicente, K.J., et al. (2003), Programming errors contribute to death

199.

200.

from patient-controlled analgesia: case report and estimate of
probability. Can J Anaesth, 50(4), 328-32.

Doyle, D.J. and K.J. Vicente (2001), Electrical short circuit as a
possible cause of death in patients on PCA machines: report on an
opiate overdose and a possible preventive remedy. Anesthesiology,
94(5), 940.

Paul, J.E., B. Bertram, and P.K. Antoni (2010), Impact of a
Comprehensive Safety Initiative on Patient-controlled Analgesia
Errors. Anesthesiology, 113(6), 1427-1432.



PHULUC1
BENH AN NGHIEN CUU GIAM PAU PCA

Phan hanh chinh

Phan lién quan dén phiu thuit (PT) va gy mé
Yéu to PT
Bénh can PT: Tién st dac bigt;
Thoi gian PT (phut): Ngay phau thuat;
Puong rach da: [ Puong trang gitra (trén ron, trén va dudi rén)
(I buong ngang bung [ Buong khac. D¢ dai:...... cm.

Yéu to gdy mé

Tinh trang trudc mo: [ ASA; [] Bénh kém theo;

Tién mé midazolam (mg):

Thudc khoi mé (mg): [J Propofol; [ Thubc khéc;
Thudc giam dau trong mé (mcg): [ Fentanyl;

Thudc gidn co (mg): [J Arduan; [J Esmeron;
Khac;

Thudc khac (tén va lidu):
Giai doan sau mo (phat):  Thoi gian tho may;  Thoi gian rat NKQ;
] Giai gian co
Phan giam dau

Nhom nghién ciru; [IM JF 1 M+K
Giai doan chuan d6 dé dat VAS <4 (thoi gian can thiét va luong thube
st dung)

] Morphine (mg);
[] Fentanyl (mcg);
[} Morphine + Ketamin (mg+mg);
Danh gia va ghi chép trong quda trinh dung PCA theo bang ¢ mat sau



BANG THEO DOI TRONG QUA TRINH DUNG PCA

Trudc Saurat | Thoi diém sau lap PCA
mﬁ(Ht) 6ng (HS) HO Hl H3 H6 H9 H12 H24 H36 H48
Thoi gian trong ngay
2 Nam yén
biém dau (VAS) Van dong
A, 2A MaCh
Huyét dong Huy&t p
.12 Tan sd
Ho hap S0,
An than (theo Ramsay)
Non (V)
PONV Buon noén (N)
Nguaa
Bi dai

Nhu dong rudt tro lai

Xuét hién trung tién

Tiéu thu thudc PCA

Chi s A/D

Céc bién c6 khac:

[] Lién quan dén bom tiém PCA:
[J Lién quan dén bénh nhén:

[J Khéc:




Thang diém an thin theo Ramsay

piém Pap tng

1 | Lo lang, bon chon hoic ca hai

Hop tac, c6 dinh hudng va yén tinh

Dap tmg theo yéu cau (lam theo 1énh)

Buon ngu nhung dap tmg nhanh khi kich thich (anh sang, tiéng o6n)

Buon ngu nhung dap tng cham khi kich thich (kho danh thirc)
Khong dép trng khi kich thich (hon mé)

o O B W DN

Ngirng PCA khi:
Ngung tha, nhip thd < 8 lan/phat, diém an than > 4 hoac bénh nhan
yéu cau
Xir tri suy hé hap: H tro thong khi bang bop bop 6xy khi can.
Naloxone tinh mach 0,1 mg, nhic lai sau mdi 3-5 phut

néu can.



PHU LUC 2
BAN THOA THUAN THAM GIA NGHIEN CUU

La bénh nhan c6 chi dinh phau thuat tai khoa Ngoai — Bénh vién Bach Mai

T61 dugC moi tham gia vao nghién ctru ¢6 tén la:

“Panh gia hiéu qua giam dau sau phiu thuat bung va tiac dung
khéng mong mudn cia Fentanyl, Morphin, Morphin-Ketamin tinh mach
theo phwong phap bénh nhén tw kiém soat”.

To6i da duoc can bo nghién ciu giai thich vé nhitng thong tin lién quan
dén; giam dau do bénh nhan kiém soat (PCA), muc tiéu va quy trinh thuc hién
nghién ctu, cac loi ich va nguy co c6 thé xay ra khi tham gia nghién ctru ciing
nhu céc thu tuc dé dang ky tinh nguyén tham gia vao nghién cuu.

Toi dd c6 co hoi dugc hoi vé nghién ctru nay va toi hai long voi cac cau
tra 1i cua can bo nghién ctru. Toi cling dd co thoi gian dé can nhic tham gia
vao nghién ctru nay. Toi hiéu rang toi c6 quyén rat khoi nghién ciru vao bat
ctr thoi diém nao vi bat ctr Iy do gi.

Nay t0i quyét dinh....................... tham gia vao nghién ctru nay.

(ghi dong y hodc khéng dong ¥ vao ché trong ¢ dong trén)
Ha Noi, ngay.....thang.....nam 201...
Nguwoi tham gia nghién ciru

(Ky va ghi ro ho tén)



