TAP CHIi NGHIEN ClPU Y HOC

HIEU QUA GIAM PAU VA TAC DUNG KHONG MONG MUON
CUA PHUONG PHAP GIAM BDAU DO BENH NHAN TU DIEU KHIEN
VOl MORPHINE VA PETHIDINE SAU PHAU THUAT TIM HO'
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Nghién ctru dwoc thue hién nhdm so sénh hiéu qua gidm dau va tac dung khéng mong muén gida
morphine va pethidine khi 4p dung hai ché d6 st dung thudc cda thiét bj gidm dau do bénh nhéan tw
diéu khién tai Trung tam tim mach bénh vién E. 50 bénh nhén sau phdu thuéat tim hé dwoc chia lam
2 nhém, nhém M dang morphin PCA ( liéu bolus 1mg, thoi gian khoé 5 phut, gi¢i han liéu 20 mg/4h),
nhém P nhén pethidine PCA (liéu bolus 25mg, thoi gian khoé 5 phut, giéi han liéu 150mg/4h) theo déi
diém dau VAS, diém an thédn va tac dung phu trong 3 ngay dau sau phdu thuat. Piém VAS lic nghi
ctia nhém P thdp hon nhém M tuong tng (0,36 + 0,57) va (1,16 £ 0,9) p < 0,01 tai thoi diém ngay 2
sau mé, diém VAS lic van déng va téc dung phu nén, bubn nén, bi tiéu gitka hai nhém la nhw nhau.
Tuy nhién nhém P c6 diém an thén thdp hon so véi nhém M 0,32 (95% CI = -0,51; -0,12, p < 0,01).

T khéa: Giam dau do bénh nhan tw diéu khién, opioid, giam dau sau phau thuat tim hé.

I. DAT VAN DE

DPau sau phau thuat 1a thach thire I6n dbi v
hé théng y té ctia nhiéu qudc gia, d&c biét 1a cac
nwéc cé thu nhap trung binh va thu nhap thép.’
Viéc diéu tri dau sau phau thuat kém hiéu qua
anh hwéng téi kha ndng phuc hdi, tdng cac bién
chirng, kéo dai thoi gian ndm vién gidm chét
lwong cudc sbng.

Theo bao céo thwong nién cla chwong trinh
cai tién chéat lwong phau thuat & Anh 2018-
2019 (The Perioperative Quality Improvement
Programme - PQIP) 48% va 19% bénh nhan
dau vira hodc dau nang twong (rng tai vi tri phau
thuat trong 24h dau.2 Sé liéu nay khong chi gidi
han & Anh, mét nghién clru thuan tap, tién ctru
& Dl trén 50523 bénh nhan béo céo rang cé
dén 47,2% bénh nhan dau dir doi (NRS thap
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nhéat 1a 8) trong 24h sau phau thuat.? Cuwong
do va thoi gian dau kéo dai la yéu té phat trién
dau man tinh. Ty 1€ dau man tinh khac nhau
tuy tirng loai phau thuat, déi véi phau thuat tim
mach, phau thuat cat vu, phau thuat bac cau
cht vanh dao déng tir 30 - 50%. 4°

Nhirng tién bd gan day bao gébm s hiéu biét
rd rang hon vé co ché dau, sinh ly hoc, dwoc
ly hoc, thubc, cac trang thiét bi méi véi nhiéu
guideline diéu tri dau dwoc xuat ban, cling nhw
quan diém “coi dau 1a d4u hiéu sinh ton the 5
nhwng thuwc t& nhidu ndm qua khéng cé thém bét
ky thay d6i dang ké nao trong hiéu qua diéu tri.4

Dé&c biét trong phau thuat tim h&, phwong
phap gidm dau ngoai mang ctrng khong con
dwoc xem nhw |a “tiéu chuan vang” vi lién quan
t&i nhitng bién ching nguy hiém nhw ngirng
tim, tu mau ngoai mang clng, ap xe ngoai mang
clrng.” Ky thuat giam dau méi, gay t& mat phang
co dwng séng( ESPB) ciing dwoc ap dung cho
gidm dau sau phau thuat tim h&, tuy nhién céac
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nghién ctru cho thay hiéu qua va co ché tac dung
clia ESPB chwa thuc sw rd rang. Cho dén hién
nay opioids van la nén tang cho liéu phap gidm
dau sau phau thuét tim hé. Xu hwéng st dung
opioid trong gidm dau da mé thirc gitp kiém soat
dau & mrc d6 nang. Khéng chi mophine ma
opioids bao gém nhiéu loai thubc khac, chung
khéng c6 tran tac dung, dé st dung. Tuy nhién
opioids c6 mét s tac dung khéng mong mudn
nhw nén, budn ndn, suy hd hap, bi tiéu, ty 1& cac
tac dung khong mong muédn khac nhau tuy thudc
tirng loai opioid va liéu lwong st dung. Dé han
ché céac tac dung khéng c6 loi cia opioids, thiét
bi gidm dau do bénh nhan ty kiém soat ( patient
controlled analgesia -PCA) dwoc cac hiép hoi
gay mé va diéu tri dau trén thé gi¢i khuyén céo
str dung dwa vao mirc do béng chirng cao.8?

V&i mong mubn nang cao hiéu biét va cé
quan diém dung dan khi lwa chon opioid phu
hop trong diéu tri dau sau mé, chang t6i tién
hanh dé tai nay vé&i hai muc tiéu:

(1) Nghién ctru hiéu qué gidm dau cla
morphine va pethidine;

(2) Nghién ctru tac dung khéng mong mudn
ctia morphin va pethidine khi st dung thiét bi
giam dau do bénh nhan ty diéu khién - PCA
dwong tinh mach trén bénh nhan phau thuat
tim ho.

Il. DOI TWVONG VA PHUONG PHAP

1. Déi twong

Téat ca cac bénh nhan ASA I, Il tir 18 dén
70 tudi dwoc chi dinh phau thuat tim véi tuan
hoan ngoai co thé, tir thang 4 ndm 2017 dén
thang 5 nam 2018 tai Trung tdm tim mach
Bénh vién E Trung wong.

Tiéu chuén Iwa chon

NYHA I-1ll, rat néi khi quan trong 12h dau
sau md, khéng di &ng v&i opioid, khéng rbi
loan than kinh, tam than trwéc mé, déng y
tham gia nghién ctru.

Tiéu chuén loai trir

Tai bién vé gay mé hodc phau thuat, thé may
trén 12h sau md, bénh nhan mé lai, suy than
GFR < 30ml/phut, suy gan Child Pugh 7-15,
bénh ly hé hdp nang, suy tim EF < 40%, dung
thudc opioid, thuéc chéng trdm cam trong 2 tuan
trwdc phau thuat, bd tham gia nghién ciru.

2. Phwong phap

Thi&r nghiém Iam sang mu don, ngau nhién
c6 dbi ching.

T6ng s6 50 bénh nhan phau thuat tim voi
tuan hoan ngoai co thé theo chuwong trinh ti
thang 4 ndm 2017 dén thang 5 ndm 2018.

Bénh nhan dwgc phan ngiu nhién thanh 2
nhém: nhém M dung PCA IV morphine véi ché
do cai dat liéu bolus 1mg, lockout 5 phat, limit
20 mg/4h va nhém P dung PCA IV pethidine
véi ché do cai dat lidu bolus 25mg, lockout 5
phut, gi¢i han 150mg/4h.

Tién hanh nghién ctu

Bénh nhan dwgc gy mé néi khi quan voi
midazolam 0,04 mg/kg, fentanyl 3mcg/kg,
propofol 1,5mg/kg, rocuronium 0,6mg/kg. Duy
tri mé véi sevoflurane (MAC 1-1,2) phéi hop voi
fentanyl truyén tinh mach lién tuc 2 - 3 meg/kg/h,
bolus fentanyl trwwéc khi rach ra va trwéc khi cwa
xwong (rc 50mcg, rocuronium 0,25 mg/kg/h, thé
may ché do théng khi bao vé phdi Vit 6 - 8ml/
kg, PEEP 5cmH20. 30 phut trwédc khi két thic
ph&u thuat truyén tinh mach paracetamol 15mg/
kg. Két thuc phau thuat bénh nhan duwoc chuyén
vé ICU, duy tri thé may véi midazolam 0,05mg/
kg/h va fentanyl 1mcg/kg/h trong 4h, paracetmol
15mg/kg méi 6h trong 3 ngay dau sau md. Bénh
nhan dwoc cai thé may va rat ng noi khi quan
khi du tiéu chuan. Bénh nhan dwoc ngau nhién
phan nhém st dung PCA dwa trén phan mém
may tinh. Sau khi bénh nhan tinh hoan toan, tiém
tinh mach odansetrone 4mg, tién hanh chuén
dd opioid ( morphine hodc pethidine) va két ndi
v&i hé théng PCA khi diém VAS < 4. Bénh nhan
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dworc giai ctru dau bang morphine hodc pethidine
twong ng theo tirtng nhém. Odansetrone dwoc
pha v&i ndng dd 0,2 mg/ml vao thiét bi PCA cliing
v@i morphine hoac pethidine.

Theo déi va danh gia

Bénh nhan dwoc hwdng dan siv dung thwde
do dd dau (VAS) dé danh gia mic do dau 0
diém twong (ng v&i “khong dau”, 10 diém

twong trng véi “dau rat div doi” va cach s dung
PCA pump 1 ngay trwdc phau thuat. Biém VAS
dwoc danh gia luc nghi va lac van dong( diém
dau nhéat khi hit th® sau, khi ho, khi vudt dan
lwu va khi bénh nhan di chuyén).5 Béng thoi
danh gia diém an thadn (Ramsay scale) chia
lam 6 d9, do I: lo I&ng, bdn chén, dd I1: hop tac,
c6 dinh hwéng va yén lang, dd Ill: dap ng voi
yéu cau bang 16 néi, dd IV: ngl, nhwng dap
(rng v&i lay nhe hoac goi to, d V: ngu, khdng
dap trng v&i lay nhe va goi to nhwng dap &ng
véi kich thich gay dau, d6 VI: khéng thé danh
thre, khéng dap rng v&i kich thich gay dau.
An than sau khi an than tlr do IV trd 1én."° Theo
déi tAn sb thé, SPO2 (d6 bao hoa oxy) va mét

sb tac dung khéng mong mudn nhw nén, buén
nén (POVN), bi tiéu, ngra. S6 liéu nghién ciru
dworc thu thap tai cac thoi diém 1h, 3h, 6h, 12h,
24h, 36h, 48h, 60h va 72h sau khi chuan db.
3. Xt ly s6 liéu

Cac sb lieu dwoc thu thap va xt ly theo
phwong phap théng ké y hoc SPSS 22.0. Cac
bién dwoc mo ta dwdi dang gia tri trung binh,
dod léch chuan va dang ty 1é phan trdm, so
sanh sy khac biét 2 gia trj trung binh béng test
T, so sanh ty 1é bang test Chisquere, sy khac
biét dwoc coi 1a cé y nghia théng ké khi p <
0,05. Mé hinh generalized estimate equation
khi danh gia diém an than.
4. Pao dirc nghién ctru

Bénh nhan dwoc giai thich rd vé muc tiéu,
loi ich va nguy co cé thé xay khi thwc hién
nghién clru va cé quyén tir chdi hodc nglrng
tham gia nghién ctvu tai bat cir thoi diém nao.
Dé cuong cla nghién ctvu da duwoc chap thuan
b&i hoi déng dao dure trwong Bai hoc Y Ha Noi
ma sb: IRB — VNO1001.

DU tiéu chuan
nghién ctru n = 60

Loai ra khéi nc (n = 10)

- th& may > 12h (n = 6)

-mb lai (n = 2)
- loan than (n = 2)

Phan nhém ngéu nhién
n =50

Nhom PCA IV morphine
1 mg/ml

Bolus 1mg, lockout 5 phat
Limit 20mg/4h

Theo doi, danh g,ié, thu thap
va xtr ly so liéu

Nhém PCA IV pethidine
25 mg/ml

Bolus 25mg, lockout
5 phut, limit 150mg/4h

Theo doi, danh g,ié, thu thap
va xtr ly so liéu

Hinh 1. So’ d6 nghién ctru
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. KET QUA

T6ng s6 50 bénh nhan dwoc chia lam 2
nhém, nhdm M dung PCA morphine va nhom P

dung PCA pethidine.

TAP CHI NGHIEN ClPU Y HOC

Cac chi sb vé dac diém cta bénh nhan, cac
yéu t6 lién quan dén phau thuat, thei gian phau

Bang 1. Cac dac diém lién quan dén bénh nhan va phau thuat

thuan, tdng lwong fentanyl st¢ dung & 2 nhém
khong cé sy khac biét (Bang1).

. aez Nhém M Nhém P
Pac diem p-value
(n = 25) (n = 25)
Gigi tinh
Nam 48 % 52% 0,77
N 52 48
Tudi 457+122 50,6120 0,16
a. Phan db suy tim theo chirc
nang cua hiép héi tim mach aANYHAI 68% 60% 0,56
New York
b. BMI( kg/m?) NYHA I 32% 40%
c. Tinh tir thoi diém gay mé
cho dén khi két thuc phau *BMI 21,0+£2,8 20,5+2,6 0,53
thuat
d.Tinh tr thoi diém kétthie o\ o bsithuat 31124520 30984601 093
phAu thuat dén khi rit NKQ glanp ' e B0 D ’
Thoi gian THNCT 136,4 £39,5 158,24 +47,0 0,08
9Thoi gian rat NKQ 8,12+265 8,13+2,72 0,99
Lwong fentanyl trong mé 0,93 + 0,33 1,40 £ 202 0,25

Diém VAS ltic nghi nhém P thp hon so v&i nhém M & thoi diém ngay 2 sau mé, (ng la (0,36 +
0,57) va (1,16 £ 0,90) p <0.01 (Hinh 2a).

1.6
1.4
1.2

1

Diém VAS khi nghi
o o o o
oN» O ®

VASr -1

—o—Nhom morphine

1.36

0.36

0.28 0.32

Nhém pethidine

Hinh 2a. Biém VAS trung binh ltc nghi va ltic van dong

VASr-3 VASr-6 VASr-12 VASr-24 VASr-36 VASr-48 VASr-60 VASr-72
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4.2
4
2 4 3.88 3.88
< 3_13/“\0_'“\ 3.84 370
c : 3.68
< 36 3.92 3.76 3.76 3.48
0 3.64 3.64 36 34
<34 3.52
£ 34
2 3.2 3.28
3
VASmM-1 VASm-3 VASm-6 VASm- VASm- VASm- VASm- VASm- VASm-
12 24 36 48 60 72
—o—Nhom morphine Nhém pethidine

Hinh 2b. Diém VAS trung binh lic nghi va ltc van dong
Diém VAS lic van dong ca 2 nhém trong 3 ngay dau sau méd khéng co sw khac biét (Hinh 2b).

Bang 2: Tac dung khéng mong muén cua opioid

Tac dung khéng mong muén Nhém M (n = 25) Nhém P (n = 25) p- value
N6n, buén nén 36,0 16 0,11
Bi tiéu 8,0 4,0 0,55
Ngtra 40,0 0,0 < 0,01
Do hai long
Khdéng hai long 0,0 0,0
0,44
Hai long 25,0 16,0
R4t hai long 75,0 84,0%
Ty lé cac tac dung khéng mong muébn bao trong khi & nhém P la 0% v&i p < 0,01 (bang 2)
gc‘“)m ndn, budn ndn va bi tiéu ctia 2 nhom [a nhw Ty 1& bénh nhan hai long véi ca 2 phwong

nhau. Nhung ty 1& ngtra & nhom M rét cao (40%) phap giam dau a nhw nhau ( bang 2).

Bang 3. Diém an thin — Ramsay score

Hé s6 (So sanh nhém morphine va pethidine) 95%CI p-value
RS (ramsay score) -0,32 -0,51--0,12 < 0,01
So sanh nhém morphine va pethidine; M6 va sau chuan do.
hinh diéu chinh c6 tudi, gi®i, hoc van, BMI, ASA, M6 hinh generalized estimate equation.

NYHA, EF % gia tri cac chi sb trwdc chuan do

18 TCNCYH 150 (2) - 2022



TAP CHI NGHIEN ClPU Y HOC

IV. BAN LUAN

Gidm dau do nguwdi bénh tw kiém soat
(PCA - patient controlled analgesia) v&i opioid
dwong tinh mach dwoc chirng minh l1a phwong
phap dang tin cay, dat dwoc hiéu qua gidm
dau tét. Phwong phap nay ngay cang dwoc
st dung réng rai dac biét la trong gidm dau
sau phau thuat, PCA cho phép bénh nhan tiép
can thudc gidm dau nhanh, khéng can ché doi
nhan vién y té va st dung lién tuc theo nhu
cau ctia ngudi bénh.

Nghién ctru clia chung t6i ap dung phuwong
phap PCA tinh mach opioid két hop vo&i
paracetamol cho déi twgng bénh nhan sau
phdu thuat tim h&, theo y van dau sau phau
thuat tim h& cé cwong d6 tlr mire do trung binh
dén nang, kéo dai chi yéu trong 3 ngay dau
sau phau thuat. Viéc kiém soat dau khong tét
anh hwédng téi hit thé ctia bénh nhan, dau khién
bénh nhan khéng ho dwoc dan téi & dong gay
nén bién chirng xep phdi."" Han ché van doéng
do dau con lam tang nguy co huyét khoi.

Céc dir lieu trong két qua nghién clu cla
chung téi chi ra rang morphine va pethidine
hoan toan phu hop dé gidm dau sau phau thuéat
tim h&, cu thé diém VAS trung binh lic nghi
duai 2, diém VAS trung binh lic van déng dudi
4 tai tAt ca cac thoi diém nghién ciu. Dac biét
tai thoi diém ngay th& 2 sau md diém VAS lic
nghi & nhém P thap hon nhém M twong (ng
la (0.36 £ 0.57) va (1.16 £ 0.9) p< 0.01. Tuy
nhién diém VAS van dong cla cad hai nhém
khoéng c6 su khac biét. Diéu nay twong déng
v&i cac két qua cla tac gid Annie Woodhouse
2ya Unlugen.

Lién quan dén mot s tac dung khéng mong
muén khi st dung opioid nhw nén, budn nén,
ngra, bi tiéu 1a nhitng yéu td lam cham kha
nang phuc hdi sau md. Tac dung phu ctia opioid
tuy thudc vao liéu lwong va loai opioid Iwa chon.
Mét phan tich hé théng gan day ndm 2019 khi

so sanh tac dung phu cua 7 loai opioid thuwdng
dung & c&c lidu twong dwong trong cac nghién
cu vé&i kich thich gay dau twong dwong cho
thdy ty 1& non cao nhat gip & buprenorphine
(RR 1,37;95% CI 1,05-1,8), thAp nhéat fentanyl
(RR 0,82;95%CI 0,67-1,0). Cac opioid khac thi
twong tw v&i mophine. Nglra hay gép nhét khi
st dung morphine. Pethidine it gay nglra va it
gay suy hoé hap so véi cac opioid con lai, déng
thoi pethidin va fentanyl la 2 opioid nhan duogc
sy hai 1dong cao so v&i cac loai opioid khac.
Nghién clru cia ching t6i cho két qué khong cé
sw khac biét vé ty 1& noén, budn non, bi tiéu va sy
hai long & 2 nhom, tuy nhién ty Ié ngtra & nhém
morphine cao hon nhém s dung pethidine cé
y théng ké twong (rng nhém M 40% nhém P 0%
p < 0,01. Nghién ctru thuan tap xuét ban 2005
cho thay ty 1& nén, budn nén ngra ctia morphin
lan lwot 1a 32%, 20,7% va 13,8%.®

Suy hé hdp va an thadn qua muc & nhirng
bién chirng nghiém trong khi st dung opioid,
thwc té trong nghién clru ctia ching t6i khong
ghi nhan truéng hop ndo cé nhip thé < 10 1an/
phut, khdng co6 treong hop nao SPO2 < 95%,
va khong c6 trwdng hop nao an than qua muc
(diém Ramsay > Il ), so sanh vé& anh huéng
trén ho hép trén |am sang gita 2 nhém M va
P khong c6 sw khac biét. Suy ho hap Ia hau
qua cuia an than qua murc, cé nhiéu thang diém
danh gia mic dd6 an than, nghién ctu cla
chung téi st dung thang Ramsay stra dbi véi 6
murc d9, két qua nghién clru clia ching tdi nhan
dinh pethidine c6 mirc do an than thap hon so
v&i morphine ( bang 3).

V. KET LUAN
Nghién cru ctia chang t6i chi ra rdng PCA
tinh mach v&i morphine va pethidine kiém

soat dwoc dau sau phau thuat tim hé, trong doé
pethidine cé diém sb dau khi nghi thap hon so
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v&i morphine. Ty lé tac dung khdng mong mudn
nhw nén, budn nén, bi tiéu, cta 2 nhém la twong
dwong nhau. Ty & nglra & nhdm morphine la
40%, nhom pethidine 1a 0%( p< 0,05). Pethidine
it anh hwéng dén an than hon so véi morphine
tuy nhién ca 2 nhém déu khéng ghi nhan bat ky
bién chirng nguy hiém nao nhw suy hé hép, an
than qua mac. Nén c6 thém nghién ctru v&i sb
lwong c& mau Ién hon dé coé két luan véi do tin
cay cao hon khang dinh sw an toan va loi thé
cua pethidine so v&i morphine.
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Summary

PAIN MANAGEMENT AND ADVERSE EFFECTS OF PATIENT-
CONTROLLED MORPHINE AND PETHIDINE FOR
POSTOPERATIVE CARDIAC SURGERY

This study was to compare the analgesic effect and side effects of patient- controlled analgesia
device with the different regiment of morphine and pethidine after cardiac surgery. This is a prospective,
randomized, and single-blinded study performed at The Cardiovascular center of E Hospital. Fifty
patients undergoing cardiopulmonary bypass surgery were included in the study. After extubation,
participants were randomized into 2 groups of 25 patients each. Groups M w was given morphine
(bolus dose 1mg, lockout 5 minutes, limit 20mg/4h) and group P was given pethidine (bolus dose
25mg, lockout 5 minutes, limit 150mg/4h). Pain was assessed by using a visual analog scale (0 - 10),
and sedation was assessed with the Ramsay sedation score (1-6) in the first 3 days after extubation.
VAS at rest of group P was lower than group M, (0.36 + 0.57) versus (1.16 + 0.9) p < 0.01 at day
2 postoperatively; VAS score at movement and side effects such as nausea, vomiting and urinary
retention were similar between the two groups. However, group P had a lower sedation score than
group M at 0.32 (95% CI=-0.51; -0.12, p < 0.01).

Keywords: Patient-controlled analgesia, opioids, pain management after cardiac surgery.
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