PANH GIA HIEU QUA CUA PERFALGAN TRUYEN TiNH MACH
TRONG GIAM PAU SAU MO BUNG

D6 Trung Diing*; Nguyén Quéc Kinh*

TOM TAT

So véi nhém ching diing morphin tinh mach don thuan, perfalgan 4 g/24 gid truyén tinh mach
cach nhau 6 gi& két hop morphin cho phép gidm lwong tiéu thu 10 mg morphin (35%) van dat hiéu
qué gidm dau tét va it tac dung phu khéng mong muén hon & bénh nhan (BN) sau md bung.

* T khoa: Perfalgan; PCA morphin; Gidm dau; Md bung.

EVALUATION OF THE EFFICACY OF PERFALGAN IV IN MULTIMODAL
ANALGESIA AFTER ABDOMINAL
MAJOR SURGERY

SUMMARY

A retrospective study of 60 patients undergoing abdominal major surgery, the results revealed
that perfalgan IV 4 gr/24h (1 gr every 6h) plus PCA morphine reduced 35% consumption of morphine
compared with PCA morphine alone and reaching the same or better analgesic efficacy and the
seemingly lower incidence of indesirable effects of morphine.

* Key words: Perfalgan; PCA morphine; Analgesia; Abdominal surgery.

PAT VAN DE

DPau sau md gay hau qua x4u vé tam ly
va thuc thé, dac biét dbi véi phau thuat gay
dau nhidu nhw mé bung. Nhiéu phwong
phap gidm dau duoc ap dung, tuy theo mirc
dod dau va diéu kién cu thé tirng co s y té.
Pau la cam giac chd quan nén ban than
ngwdi bénh coé vai tro quan trong trong xtr
tri dau va do la co s& feedback clia phwong
phap gidm dau do BN tw diéu khién
(patient-controlled analgesia).

* Bénh vién Viét Duc

Phan bién khoa hoc: GS. TS. P4 T4t Cudng

duoc coi la thubc gidm dau nén dung don
thuan va két hop véi dong ho morphin trong

Morphin thwdng dwoc chon vi hiéu qua
giam dau tét, nhwng cé thé gay tac dung
khéng mong mudn nén xu thé hién nay la
gidm dau da phwong thirc (multimodal
analgesia), trong dé phéi hop cac thudc dé
gidm liéu morphin ma van dat dwoc hiéu
qua giam dau.

Perfalgan Ia dang paracetamol dung tinh
mach thudéc nhom gidm dau ha sbét non-
sferoid, nhwng khéng kich *ng da day,
khéng &nh huéng Ién ddng cdm mau va than,

xtr tri dau cép. Hiéu qud gidm dau cla
perfalgan sau mé bung & BN Viét Nam dén



nay van chwa dwgoc danh gia. Vi vay,
nghién ctu nay dwoc tién hanh nham:

1. So sanh hiéu qua giam dau cuda
morphin tinh mach qua PCA gilra dung don
thuén va phéi hop véi perfalgan tinh mach
liéu 1 gam cir 6 gior 1 1an.

2. Panh gié téc dung khéng mong muén
cta hai phwong phap giam dau trén.

POl TUONG VA PHUONG PHAP
NGHIEN cUU

1. Déi twong nghién ciru.

* Tiéu chudn chon BN:

- BN nguwoi I6n co ASA | va ll, duoc
phau thuat bung theo chwong trinh.

- Khéng suy gan, than, khéng c6 cac
bénh vé phéi.

* Tiéu chuén loai tree:

- Mé bung néi soi.

- C6 bénh tam than kinh khéng hop tac,
nghién morphin va cac ché phdm morphin,
dung thuéc gidm dau trvéc mé.

2. Phwong phap nghién curu.

* Thiét ké nghién ctwu:

Th& nghiém |am sang ngau nhién co dbi
chirng, mu don tlr thang 1 dén 8 - 2010 tai
Bénh vién Viét Birc. 60 BN chia ngau nhién
thanh 2 nhém:

- Nhém | (n = 30): PCA morphin don
thudn sau mé khi BN tinh trong 24 gi&> dau
(lieu bolus 1 mg morphin, lockout time 8
phut, khéng truyén toc dé nén).

- Nhém 1l (n = 30): perfalgan 1g truyén
tinh mach trong 15 phut trwéc khi déng
xong vét md va clr 6 gid nhéc lai 1 g + PCA
morphin sau mé khi BN tinh trong 24 gi¢
dau (lidu bolus 1 mg morphin, lockout time
8 phut, khéng truyén tbc do nén).

* Cé4c tiéu chi danh gia:

- Hiéu qua gidm dau:

+ Diém dau VAS sau mé: khong dau,
dau it, dau vira, dau nhiéu, rat dau twong
ngvoi 0-1,2-4,5-6,7-8,9-10.

+ S Ian bAm nut yéu cau morphin gidm
dau trong 24 gi¢r dAu.

+ Téng lwong morphin tiéu thu trong 24
gio dAu.

- Tac dung khéng mong muén:

+ Thay ddi huyét &p trung binh, tan sb
tim, tan s6 th®, SpO, sau md. Suy thé gébm
4 dd (d6 0: th déu > 10 lan/phat; dod 1:
th® ngay, tan sb > 10 lan/phut; do 2: thé
khong déu, tdc nghén, co kéo, tAn sb <
10 lan/phat; d6 3: thd ngat quing hodc
ngtrng thé).

+ Mdrc d6 an than (d6 0: tinh tao; do 1: lo
mo nhwng goi thi tinh ngay; dé 2: ngu
nhuwng vé vao nguwdi thi tinh; dd 3: ngl va
khéng dap wng véi hai kich thich trén).

+ Ty 1& ndn va budn nén (khdéng nén va
budn ndn; nhe: xuat hién thoang qua,
khéng can diéu tri; vira: can phai diéu tri va
dap tng v&i diéu tri; ndng: nén va budn noén
khéng dap wng diéu tri), chéng mat nhirc
d4u, nglra, run, ra mé héi nhiéu sau mé.

* Céch tién hanh nghién ciru:



- Panh gia trwéc mdé nhw thweng quy,
dac biét gidi thich k§ cach dung PCA sau
md. Tién mé hypvovel 0,03 mg/kg tinh
mach tai phong md.

- Gay mé noi khi quan: propofol khéi mé
va duy tri mé bang sevofluran duy tri mé,
fentanyl, rocuronium va monitoring nhw
thwong quy.

- Riéng nhém Il dwoc truyén tinh mach
1g perfalgan trong 15 phut ngay treéc khi
dong da va sau do c» 6 gi® truyén 1g trong
3 ngay dau sau mé. BN dwoc rat noi khi
quan tai phong md khi da tiéu chuan,
chuyén sang phong héi tinh. BN ca 2 nhém
st dung PCA morphin ngay tir khi tinh va
trong 3 ngay dau sau mé véi liéu bolus
1 mg morphin, th&i gian tro (lockout time) 8
phat va khéng truyén téc d6 nén (basal
rate).

- Céac sb liéu dworc thu thap trong 24 gi¢
dau sau mb vao cac thdi diém sau: HO
(ngay trwdc khi lap may PCA), Hop (sau khi
lap may PCA), Haop (sau lap PCA 30 phut),
H1 (sau 18p PCA 1 gi®) va sau d6 c hai
gid moét 1an trong vong 24 gi& twong (ng
v&i H1, H2, H4, He, Hs, H1o, H12, H14, His,
H1s, H2o, H22, H24.

- Cac phuwong tién nghién ctru chinh:

+ Thubc morphin chlohydrate 10 mg/éng
va perfalgan 1g/lo.

+ May PCA va thwéc do dau VAS (visual
analogue scale).

* Xt ly théng ké y hoc theo chuong trinh
SPSS 11.5. p < 0,05 c6 y nghia théng ké
(Xz v&i bién dinh tinh va t-student véi 2 bién
dinh lvgng).

KET QUA NGHIEN cUuU

Bang 1: Chiéu cao, can ndng ctia BN nghién ctru.

L NHOM | NHOM i
DAC BIEM BN p
(n=30) (n=30)
Nam/ntr (BN) 18/12 19/11
Tudi (nam) X + SD 50,1 + 13,0 52,6 + 12,9
Chiéu cao (cm) X +SD 162,9 + 6,4 164,2 + 5,1 > 0,05
Can nang (kg) X + SD 56,2 + 8,1 55,3+7,3
BMI (kg/m?) X + SD 21117 20,4 +1,6

(Cha thich: * 5 BN & nhém | va 8 BN & nhom 11 > 60 tudi).

Bang 2: Phan bb nghé nghiép cia BN.




NHOM | NHOM |
NGHE NGHIEP (n=30) (n = 30)
n (%) n (%)

Can bd cong chirc 3 (10%) 4 (13,3%)
N6ng dan 14 (46,7%) 9 (30%)
Coéng nhan 3 (10%) 1(3,3%)
Huu tri 3 (10%) 12 (40%)
Khac 7 (23,3%) 4 (13,3%)

Bang 3: Vi tri mé.

VI TRi MS NHOM | NHOM | =
(n=30) (n=30)
M8 bung cao* 16 (53,3%) 19 (54,4%)
M bung thap** 14 (46,6%) 11 (36,6%) > 0,05

(Chu thich: Mé bung cao cho 6 BN nhém | va 8 BN nhém Il bi mé u da day hodc u ruét

non; 8 BN & nhém | va 11 BN & nhém Il bi mé séi méat hodc u tuy; mé bung thap gém 4 BN
nhém | va 7 BN & nhém Il mé u xo tir cung hodc séi than; 10 BN nhém | va 4 BN nhém Il bj

mé u dai-trurc trang)

Bang 4: Théi gian xuét hién dau sau mé va lwong morphin tiéu thu 24 gio.

A " NHOM | NHOM |
THONG SO p
(n = 30) (n=30)
Thoi gian xuAt hién dau sau md (phut) 58,3 + 6,4 88,1+ 6,2
Téng lwgng morphin tiéu thu 24 gie dau (mg) 31,2+21 202+1,7 < 0,001
Giam tiéu thu morphin 0 mg (0%) 10 mg (35%)

- Pau sau mdé xuét hién cham hon 6 (p < 0,001)
perfalgan trwédc luc déng da so v&i nhom .

>

o

nhém |l truyén tinh mach 1g

- Téng lwgng morphin tiéu thu 24 gi& dau thdp hon rd (it hon khodng 10 mg, p < 0,001)
& nhém |l phdi hop perfalgan + PCA morphin so vé&i nhédm | chi dung PCA morphin.

Bang 5: Céac théng sb lién quan dén cai dat PCA (actual/demand).



A . NHOM | NHOM |
THONG SO p
(n =30) (n =30)
S6 1an BN yéu cu (badm nut) 455+ 4.8 259+23
S6 1an may PCA dap ung 309+23 20,8 £2,1 < 0,001

- S6 1&n BN bam nut yéu cau morphin dé& gidm dau thap hon ré (p < 0,001) & nhém I

dung perfalgan + PCA morphin so v&i nhém | dung PCA morphin don thuan.

- Ty 1& s6 1an may dap &ng/sb 14n bAm nut yéu cau (actual/demand ratio) & nhém Il la
80% (20,8/25,9), cao hon rd & nhém | la 68% (30,9/45,5), nhw vay can cai dat lai dé rat

ngan thdi gian tro & nhém .

Bang 6: Mrc d6 dau (diém dau VAS) & cac thoi diém.

o DIEM DAU VAS
THOI DIEM - - p
NHOM | NHOM Il
Ho phut 4,97 +0.87 4,10+0,40
H30 phuat 4,50+ 0,82 3,23 +0,57 <0,05
H1 phut 3,63+0,76 2,30 £ 0,65
H2 gi& 3,20 £ 0,92 3,00£0,45 > 0,05
H4 gior 413+£1,17 3,63+0,76 > 0,05
He gi& 3,60 £ 0,81 2,57 £ 0,57 <0,05
Hs gi& 3,50+ 0,68 3,17 £0,79 > 0,05
H1o gi& 3,40 £ 0,89 3,27 £ 0,73 > 0,05
H12 gi& 3,17 £ 0,59 2,43 £ 0,63 <0,05
H14 gi& 3,00 £ 0,64 2,70 £ 0,47 > 0,05
H1e gi& 3,13+£1,04 3,17 £ 0,91 > 0,05
H1s gi& 3,23 £ 0,50 2,30 £ 0,75 <0,05
H20 gi& 2,97 £ 0,85 3,00 £ 0,83 > 0,05
H22 gi& 2,27 £ 0,68 2,17 £ 0,59 > 0,05
H24 gi& 2,77 £ 0,45 2.13+0.57 <0,05




—— Nhom 1 —#— Nhom 2

Hophat H3ophat H1gis Hagis Hagis Hegis Hsgis H1ogis H12gis H14gis H1egio H1sgis H20gis H22gis H24gio
A}
Thoi diém
Hinh 1: Diém dau VAS tai cac thdi diém sau mé

So v&i nhém |, diém dau VAS & nhém |l thdp hon c6 y nghia (p < 0,05) trong vong 1 gi®
dau sau mb va cac thoi diém (He, H12, H18 va H24) twong (rng v&i cac thdi diém sau truyén
perfalgan (1 g c&r mdi 6 gi®).
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Hinh 2: Thay dbi tan sé tim & cac thoi diém sau mé.

Tan sb tim khéng khac nhau & hai nhém (p > 0,05).

Thay déi HATB tai cac thoi diém
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Hinh 3: Thay déi huyét &p trung binh tai cac thoi diém sau mb.
Huyét &p trung binh clia 2 nhém twong tw nhau (p > 0,05) & cac thoi diém.



Thay déi tin sé thé tai cac thoi diém

Tan sé thé (ckip)
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Hinh 4: Thay d6i tan sb thé cac thoi diém sau mb.

Ké tir gior thir hai sau md, tan s6 thd thap hon nhung khéng cé y nghia théng ké (p >
0,05) & nhém 1l so v&i nhédm 1. SpO; ludn cao 98 - 100% v&i thé oxy 3 lit/phat qua mii & ca

2 nhém.

Bang 7: Céc tac dung khéng mong muén.

] i B NHOM | (n = 30) NHOM Il (n = 30)
TAC DUNG KHONG MONG MUGN
n (%) n (%)
An than d6 0 - 1 30 (100%) 30 (100%)
N6n va budn nén 7 (23,3%) 2 (6,7%)
Chéng mat, nhirc dau 5 (16,7%) 2 (6,7%)
Run 2 (6,7%) 1(3,3%)
Ra mb hoi 2 (6,7%) 1(3,3%)
Nglra 3 (10%) 0

Bi dai

Khéng rd vi d&t théng tiéu




O nhém Il it gép ndn va budn ndn sau md, chong mét, nhire ddu va nglra so véi nhém |.
Khéng BN nao c6 mirc an than sau.

BAN LUAN

Ty 1& dau sau mb chwa dwoc cai thién (ndm 1995 1a 77% va ndm 2003 |1a 82%,
trong d6 dau vira va ndng chiém t&i 38%). Pau anh hudng dén nhiéu hé théng co quan nhw
tudn hoan (tang tan sb tim, tdng huyét ap, tdng strc cdn mach mau ngoai vi, tdng coéng tim),
ho hap (gidm thong khi gay wu than va thiéu oxy, gidm ho, gidm dung tich séng va dung tich
can chirc nang, xep phdi, viem phdi, réi loan théng khi/twdi mau phdi), tiéu hoa (chan an,
budn nén va ndn, cham nhu déng rudt), than (dai it, bi dai), than kinh-noi tiét (t&ng hoat tinh
giao cam, di hoa, tang tiéu thu oxy, (rc ché phé giao cdm), than kinh trung wong (lo l&ng, s¢
hai, an than, mét mai, trAm cam), co xwong (gidm van déng, loét diém ty, tdng nguy co
huyét khéi tdc mach) va gidm tinh mién dich té bao.

Mot xu thé gidm dau cap hién nay trén thé gidi la phdi hop nhiéu thubc dé& gidm tac dung
khéng mong muén cla tivng thubc va tang hiéu quéd gidm dau. Paracetamol dwoc cho la
thudc gidm dau nén phdi hop véi cac thude khac nhuw morphin trong nhiéu phac dé gidm dau
sau md [5, 8, 9]. Chwa rd co ché gidm dau cla paracetamol, tac dung trc ché trung wong la
chinh (qua hang rédo mau nao va cé ndng dé cao trong dich ndo tuy) théng qua trc ché COX
3 dé giam tdng hop prostaglandin F, ngoai ra con cé hoat tinh & receptor cannabinoid tuy
sbéng va lién quan dén hé thdng serotonic va NO. Paracetamol khéng c6 tac dung ngoai vi
nén it gay tac dung phu I&n tiéu hoa, than va tidu ciu. Paracetamol dwoc chuyén hoa qua
gan, nén than trong dung khi suy gan, nhwng nhin chung thudc kha an toan. Perfalgan la
dang paracetamol dudng tinh mach nén kha dung sinh hoc cao, tac dung bat dau trong
vong 5 phut, tbi da sau 1 gior va kéo dai t6i 4 - 6 gid v&i thdi gian ban huy 2,7 gio.

Nhiéu nghién ctu trén thé giéi cho thdy: paracetamol lam gidm tiéu thu morphin 46%
sau md cot sébng [4] va mé chinh hinh khép hang [7], gidm 24% sau md chan thuwong chinh
hinh [2].

Gehling M va CS so sanh dung parecoxib va/hoac paracetamol tinh mach gidm dau cho
140 BN sau md tuyén giap, thay dung riéng ré 2 thudc nay lam gidm twong dwong nhu cau
morphin sau md (12,5 mg so v&i 14,2 mg), nhwng dung két hop lai khéng téng tac dung
giam dau [3]. Memis D va CS thay so v&i nhém dung meperidine don thuan, nhém ding
4g/24 gi® paracetamol tinh mach phéi hop vé&i meperidine lam gidm ré (p < 0,05) diém dau
VAS, gidm tiéu thu meperidine (198 mg so v&i 76,75 mg), thoi gian rat ndi khi quan (204,5
phut so v&i 64,3 phut), trong khi ¢é diém an than, budn nén va nén it hon [6].

Nghién ctu cGa chung toi cho thdy: dung 4g/24 gi® perfalgan truyén tinh mach cé hiéu
qua giam dau twong dwong khoang 10 mg morphin va gidm tiéu thu morphin khoang 36%
(20,2 mg so v&i 31,2 mg, p < 0,05) sau md I&n & bung ma van dat hiéu qua gidm dau (diém
VAS < 4) twong dwong hoac tréi hon nhém dung hoan toan morphin. Dac biét, vao thoi
diém sau truyén perfalgan (Hs, H12, H1s, H24) c6 diém VAS thap hon cé y nghia (p < 0,05)



cho thay perfalgan nhanh c6 tac dung va cé thé dung dé giam dau khan cip. Chung tdi ciing
thdy & nhém dung morphin don thuan, thdi gian xuat hién dau sau md nhanh hon rd so véi
nhém dung phdi hop perfalgan (58,3 phut so v&i 88,1 phat, p < 0,05) va BN phai nhiéu lan
bam nut yéu cau thudc giam dau morphin hon (45,5 so v&i 25,9 1an/24 gi®, p < 0,05).

Ngoai trc ché hd hép, cac bién cb co y nghia 1am sang lién quan dén opioid (CME) gdm
budn ndn va ndn, tdo bén, khd dai, giam dd tap trung, chéng mat, 1an 16n, mét mai, ngta,
kh6 miéng, nhirc dau). Sau md ndi soi cat tii mat, mot khi da dat t¢i ngwdng, civ tang thém
3 - 4 mg morphin sé& két hop véi 1 CME vao ngay dau sau md. Téng liéu 22 mg morphin/24
gi® thwerng két hop = 3 CME, néu gidm tong lidu xudng 14 mg (gidm 33%) thwdng gép chi
1 CME va néu tbng liéu < 10 mg thi hdu nhw khéng gap CME nao. Vi gidm dwoc 35% luong
morphin tiéu thu trong 24 gi&> d4u sau méd nén it gép moét sb tac dung khéng mong muédn (budn
nén va nén, chong mat nhirc dau, ngra) & nhém dung morphin phéi hop perfalgan so véi nhém
dung morphin don thuan.

Paracetamol la thudc hitru hiéu d& gidm dau cép tinh (mrc d6 béng ching 1) va la mot
trong cac thanh phan gia tri trong gidm dau da phwong thirc (mirc d6 bang chivng 1) [1].

KET LUAN

O BN mé bung, perfalgan la thanh phan co ban trong gidm dau da phwong thirc, gitp
gidm 35% lwong tiéu thu morphin khi dwoc truyén tinh mach 1 g cho 6 gid v&i hiéu qua gidm
dau tét va it tac dung phu khéng mong muédn so v&i gidm dau PCA don thuan bang morphin.
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