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PANH GIA SU BIEN POI INTERLEUKIN-6 VA INTERLEUKIN-10
SAU GAY ME KHONG OPIOID TRONG PHAU THUAT CAT
PAI TRUC TRANG

Nguyén Trung Kién', Cao Thi Bich Hanh’, Vii Thi Thanh Nga**

Tém tit

Muc tiéu: Panh gia sy bién dbi interleukin-6 (IL-6), interleukin-10 (IL-10) sau
gdy mé khong opioid trong md cit dai, truc trang. Phwong phdp nghién ciru:
Nghién ctru thtr nghiém 14m sang ngau nhién, cé d6i chimg trén 98 bénh nhan
(BN) md cat dai, tryc trang dugc chia ngiu nhién thanh hai nhém: Nhém OA,
giy mé c6 sur dung opioid (fentanyl, n = 49); nhém FOA, khong stir dung opioid
(n = 49) giam dau trong mo bang truyén tinh mach lidocaine, ketamine két hop
levobupivacain dudng ngoai mang cung. So sdnh ndng d6 IL-6, IL-10 huyét
thanh tai thoi diém trude md (Tp), sau md 1 gior (T) va sau md 24h (T,) gitta hai
nhém. Két qud: Trung vi ndng do IL-6 & Ty, T, T, nhém FOA, OA lan luot 1a
188,9; 93,4; 72,3 va 187,6; 180,5; 188,5 pg/mL (p > 0,05). Trung vi ndng do
IL-10 hai nhém ¢ T, (53,3; 64,2 pg/mL) va T, (10,3; 13,6 pg/mL) cao hon so véi
thoi diém Ty, p < 0,05. Nong d6 IL-10 cao nhét tai T, ¢ hai nhém (53,3 va
64,8 pg/mL). Nong d6 IL-10 tai T,, Ty, T, giita hai nhém khic nhau khong c6 y
nghia thong ké p > 0,05. Ty s6 IL-6/IL-10 tai T, va T, thap hon so véi T, & ca hai
nhém (p < 0,001). Két lugn: Sau gdy mé khong opioid trong md cit dai, truc
trang, nong d6 IL-6 giam dan; IL-10 ting v cao nhit sau mo 1 gio. Ty 16
IL-6/IL-10 giam c6 ¥ nghia thong ké so véi trude giy mé.

Twr khoa: Gay mé khong opioid; Interleukin-6; Interleukin-10.

EVALUATION OF THE CHANGES OF INTERLEUKIN-6 AND
INTERLEUKIN-10 AFTER FREE-OPIOID ANESTHESIA
IN COLORECTAL SURGERY

Abstract

Objectives: To evaluate the changes of interleukin-6 (IL-6) and
interleukin-10 (IL-10) after free-opioid anesthesia in colorectal surgery.
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Methods: A randomized, controlled clinical trial study on 98 patients undergoing
colorectal resection surgery. The patients were randomly divided into two
groups: the OA group, anesthesia using opioids (fentanyl, n = 49), and the FOA
group, free-opioid anesthesia (n = 49) intraoperative pain control with continuous
intravenous infusion of lidocaine, ketamine combined with epidural analgesia
with levobupivacaine; comparing serum IL-6 and IL-10 concentrations before
surgery (Ty), 1 hour after surgery (T;), and 24 hours after surgery (T,) between
the two groups. Results: Median IL-6 concentration at Ty, T}, and T, in the OFA
and OA groups were 188.9; 93.4; 72.3 pg/mL and 187.6; 180.5; 188.5 pg/mL,
respectively (p > 0.05). The median IL-10 concentration value of the two groups
at T (53.3; 64.2 pg/mL) and T, (10.3; 13.6 pg/mL) was higher than that at T,
p < 0.05. IL-10 concentration was highest at T; in two groups (53.3 and 64.8
pg/mL). IL-10 concentration at different time points between the two groups was
not statistically significant, p > 0.05. The IL-6/IL-10 ratio at T, and T, was lower
than T, in both groups (p < 0.001). Conclusion: After free opioid anesthesia for
colorectal resection surgery, IL-6 levels gradually decreased while IL-10
increased and reached the highest level 1 hour after surgery. The ratio of IL-6/IL-10
decreased with statistical significance compared to before anesthesia.

Keywords: Free-opioid anesthesia; Interleukine-6; Interleukine-10.

DAT VAN DE

Chan thuong do phau thuat giy ra
tinh trang dap g viém, giai phong ca
céc cytokine tién viém (IL-6) va cytokine
khang viém (IL-10) [1]. Hoat hoa dap
mg viém lién quan tryc tiép v6i mirc
d6 sang chin cua phdu thuat, chat
lwong kiém sodt dau trong va sau mo,
thoi gian phau thuat, tic dung phu cua
cic thudc st dung,.. [2]. Gdy mé
khong st dung opioid vira giam téc
dung phu cua sau md cia opioid, hon
nira, st dung mot s6 thudc dé kiém
sodt dau nhu lidocaine, ketamine cling
c¢6 dic tinh chdng viém. Lidocaine 1am
giam sy phong thich céc cytokine viém

b?mg céch tc ché su kich hoat bach cau
trung tinh [3]. Ketamine Uc ché truc
tiép viéc san xuit cdc cytokine tién
viém trong méu toan phan. Co ché
chdng viém cua ketamine thong qua trc
ché t& bao mién dich microglia bang
cich trc ché qué trinh phosphoryl héa
kinase diéu hoa tin hiéu ngoai bao
trong microglia va @c ché kénh K*
duoc kich hoat boi Ca® trong microglia
[4]. Muc dich cua nghién ctu nay
nham: Pdnh gid sw bién doi IL-6 va
IL-10 sau gay mé khong opioid (su
dung lidocaine va ketamine dwong tinh
mach) trong pthM thuat cat dai, truc
trang tai Bénh vién Hitu nghi Viét Tiép.
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POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciru

98 BN > 18 tudi, phan loai ASA I-II,
c6 tinh trang tim than kinh binh thudng,
duoc chi dinh phau thuat cat dai truc
trang tu thing 12/2019 - 11/2021 tai
Bénh vién Hitu nghi Viét Ti€p.

2. Phwong phap nghién ctiru

* Thiét ké nghién ciru: Nghién ctru
thtr nghiém 1am sang ngau nhién, c6
doi chimg.

BN ¢6 chi dinh phiu thuat cét dai
truc trang duoc chia ngau nhién thanh
hai nhém: Nhém OA (gay mé nd1 khi
quan st dung opioid - Fentanyl tinh
mach) va nhom FOA (gdy mé ndi
khi quan khong s dung opioid -
Levobupivacain ngoai mang cung,
lidocaine va ketamine tinh mach). St
dung levobupivavcain 0,1% ngoai mang
cung & nhom FOA: Bolus 3 - S5mL
levobupivacain 0,1% sau khi dat 6ng
ndi khi quan, sau d6 duy tri lién tuc 3 -
5 mL/h dén khi két thiic phiu thut.

Giam dau sau phau thuit ¢ ca hai
nhém qua dudng ngoai mang cling, su
dung dung dich levobupivacain 0,1%,
BN tu diéu khién trong 72 gio. Giam
dau bang fentanyl 0,5 pg/kg, chi dinh
khi VAS >4 sau 3 1an bam lién tiép c6
dap ung.

* Chi tiéu nghién ciru: Pic diém
chung cta BN (tudi, giéi tinh, chiéu
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cao, can nang, BMI, ASA); dac diém
phau thuat va gdy mé (vi tri phau thuat,
phuong phdp phau thuat, thoi gian
phiu thuat, thoi gian gdy mé, tong
lugng thudc); néng do IL-6 va IL-10
huyét thanh, ty 18 IL-6/IL-10 tai 3 thoi
diém: T, T, va T>.

Xac dinh néng do IL-6 va IL-10:
Lay 3mL mdu tinh mach cho vao éng
nghi¢ém chira EDTA, ly tdim 3000 vong
trong 10 phit, hit 1mL huyét twong
vao 6ng nghiém eppendorf, bao quan
lanh sdu -80°C tai Khoa Xét nghiém,
Bénh vién Hiru nghi Viét Ti¢p - Hai
Phong. Pinh luong ndéng d6 IL-6 va
IL-10 bang ky thuat Elisa trén mdy
ELISA DRAS8OO theo quy trinh tai
Labo Sinh hoc phan tir, B m6n Sinh
ly bénh, Hoc vién Quan y.

* Xup Iy va phdn tich so lidu: Két qua
phan tich bang phan mém stata 14.0,
gid tri p < 0,05 dugc coi la ¢6 y nghia
thong keé.

3. Pao dirc nghién ciru

Nghién ctu dugc thong qua Hoi
déng Pao duc trong Nghién ciu Y
sinh, Bénh vién Hiru nghi Viét Ti¢p,
gidy ching nhan s6 01/CN-HPDD
ngay 26/12/2019. Tt ca BN va nguoi
nha duogc tu van vé vin dé nghién ctru
va cdc thong tin cung cap duoc giit bi
mat. Ching toi xin cam két khong c6
xung dot 1¢i ich trong nghién ciru.
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KET QUA NGHIEN CUU
Bing 1. Pic diém chung BN nghién ctru.

Théne sb Nhom FOA Nhém OA
8 (n = 49) (n = 49) P
Tudi, nam, (X +SD) 63,61 £ 11,75 66,22 + 10,60 0,25
Nam gidi, n (%) 21 (42,86) 21 (42,86) 1
Chiéu cao, cm, (¥ = SD) 161,96 + 8,55 161,78 + 6,78 0,91
Can nang, kg, (X = SD) 55,33 £8,31 55,86 £ 8,92 0,76
BMI, (¥ £ SD) 21,00 £2,18 21,25 +£2,43 0,59
I 33 (67,35) 35(71,43)
ASA, n (%) 0,66
II 16 (32,65) 14 (28,57)

Khoéng c6 sy khac biét vé tuéi, chiéu cao, can nang, chi $b BM]I, diém ASA
gifra hai nhém (p > 0,05).

Bang 2. Dic diém phau thuit va gy mé.

Nhom FOA Nhom OA

Thong so (n = 49) (n = 49) p
Vi trf phau thuat Dai trang 25 (51,02) 22 (44,90) 054
n (%) Truc trang 24 (48,98) 27 (55,10)
Phuong phédp phiu thuat Mo m& 37 (75,51) 41 (83,67) 032
n (%) Mo nbi soi 12 (24,49) 8 (16,33)
Thoi gian phiu thuat, gio (X + SD) 341+1,01  323+0,83 0,33
Thoi gian gdy mé, gio (X = SD) 3,77 £ 1,08 3,67+0,87 0,62

Sevofluran (mL) 80,42 +21,00 76,59 +19,28 0,35
Rocuronium (mg) 60,10+ 11,52 61,33+12,82 0,62

Téng luong thude (X + SD)

Khong c6 su khdc biét giita hai nhém vé vi tri phau thuat, phuong phédp phiu
thuat gitra, thoi gian phiu thuat, thoi gian giy mé, tong luong thudc rocuronium
va sevoflurane (p > 0,05).
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Bang 3. Gi4 tri nong d6 IL tai cdc thoi diém.

IL-6, pg/mL, Trung vi (IQR)

IL-10, pg/mL, Trung vi IQR)

Thoidiém  NhémFOA ~ Nh6mOA  Nhém FOA Nhém OA
(n = 49) (n = 49) (n = 49) (n = 49)

T 188,9 187,6 3,3 4,03"
(62-2573)  (54,1-250,6) 1,74 -6,06 2,09 - 7,24

e 93,4 180,5" 53,38 64,87

(453-212,5) (57,6-229.8)  26,1-87,23 26,64 - 108,19

e 72,3 188,5° 10,38 13,6
(36,4-242,5) (33,2-247.6)  58-23,09 8,89 - 26,18

pan 0,77 0,63 0,0001 0,0001

P 0,47 0,80 0,0001 0,0001

pan 0,97 0,85 0,0001 0,0001

(“p > 0,05: So sdnh gitta hai nhém tai cing 1 thoi diém)

Gid tri trung vi nong do IL-6 giam dan & nhém FOA sau phiu thuit, trong khi
& nhém OA bién d6i giam nhe ¢ T, ting nhe & T, (p > 0,05). Gi4 tri trung vi
ndng do IL-10 ting cao nhat & T, so voi trude phiu thudt (p = 0,0001); sau d6
giam & ca hai nhém (p = 0,0001). Nong do IL-6 va IL-10 tai cdc thoi diém cia
hai nhém khéc nhau khong c¢6 ¥ nghia thong ké (p > 0,05).

Bang 4. Bién d6i ty s6 IL6/IL10 & cd thoi diém.

) Nhom FOA Nhom OA
Thoi diém (n = 49) (n = 49) P
Trung vi (IQR) Trung vi (IQR)

it 30,59 29,94

To 1.97 - 67,09 5,77 - 80,2 0.41
) 221 2,28

T 0,66 - 3.64 072 - 475 0.82
3) 5,56 4,96

I, 3,38 - 14,78 2,18 - 13,33 0,60

Pt 0,0001 0,0001

Pt 0,0001 0,0001

P3n 0,0001 0,0002

Ty 18 IL-6/IL-10 giam & thoi diém Ty, T, so v6i Ty (p < 0,05) & ca hai nhém
thip nhat ¢ T;. Ty 1& IL-6/IL-10 ctia hai nhém tai céc thoi diém khéc nhau khong
c¢6 y nghia thng ké (p > 0,05).
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BAN LUAN

Déi twong nghién ctru cua ching toi
1 cdc BN ¢4 chi dinh cit doan dai/truc
trang ma bénh 1y nén 12 u (chu yéu 1a
ung thu) chia ngau nhién thanh hai
nhém gy mé toan thé st dung opioid
(OA) va giy mé toan thé khong sir dung
opioid (FOA). Céc dic diém chung BN
(Bang 1) va dic diém vé gdy mé phau
thudt (Bang 2) khac nhau khong c6 y
nghia thdng k&, p > 0,05. Do nghién
ctru trén BN c¢6 tinh chét u dai trang,
tryc trang nén nong do IL-6 va IL-10
huyét twong trudc phau thuat ¢ ca hai
nhém déu cao hon gi4 tri binh thuong.

IL-6 va IL-10 c6 lién quan ddng ké
dén phan tng viém sau chan thuong do
phau thuat [1]. IL-6 13 mdt trong nhiing
interleukin quan trong dugc san XUt
kip thoi dé ddp Gng tam thoi ddi voi
cic kich thich dau. Nong d6 IL-6 c6
thé phét hién duogc trong vong 60 phit,
cuc dai trong khoang tir 4 dén 6 gio va
n6é c6 thé ton tai téi 10 ngdy. Trong
nghién cru cuiia chiing t6i, sau phau
thuat, & nhém OA ndng d6 IL-06 huyét
thanh c6 sy bién d6i it (T;: 180,5 pg/mL;
T,: 188,5 pg/mL). Trong khi d6 & nhém
FOA gid tri trung vi néng do IL-6
huyét thanh c6 khuynh huéng giam
dan sau phau thuat va trong qud trinh
giam dau hau phau (T;: 93,4 pg/mL;
Ty: 72,3 pg/mL); tuy su khic biét
khong c6 y nghia thong ké (p = 0,84)
nhung ciing nhin thiy mot phan hiéu
qua cua gay mé khong st dung opioid,

cO su dung lidocaine va ketamine giam
dau trong phau thuat. Theo nghién ciru
cua Roytblat L va CS (1998), véi 1
lidu duy nhdt ketamine 0,25 mg/kg
ding trude khi phiu thuat di Gc ché sy
taing néng do IL-6 huyét thanh trong va
sau phau thuat bic cau dong mach
vanh [5]. Nghién ctru khic cho thiy
liéu ketamine 0,15 mg/kg rc ché san
xuit IL-6 & BN phiu thuit cit tir cung
[6]. Nam 2012, phén tich tong hop cia
Dale O va CS trén 14 nghién cuu
(n = 684), phau thuat dudi giy mé toan
thé va st dung ketamine trudc va/hoac
trong phau thuat. Tac gia két luan,
ketamine @c ché ddng ké phan tng
viém tang IL-6, d0 chénh léch néng do
IL-6 trung binh trudc va sau phau thuat
1a 71 pg/mL (95%CI: -101 dén -41)
[7]. Nghién ctru cua Zaychenko S va
Tkachenko R (2021) chia ngéu nhién
thanh 3 nhém gdy mé toan thé: Str dung
opioid (OA), opioid liéu thip (LOA)
va khong opioid (FOA). Két qua thay
sau phau thuat 24 gio ¢ nhém OA va
LOA, ndng do IL-6 huyét thanh ting
€ao so Vol trudc phéu thuat (p > 0,05),
nhung trong nhom FOA khong cé su
khéc biét [8].

IL-10 Ia mot cytokine khing viém,
rc ché san xuit mot sd cytokine tién
viém (nhu TNF-q, IL-1 va IL-6). Trong
phau thuat bung 16m, IL-10 cé vai trd
rit quan trong trong chéng viém, tc
ché tong hop céc cytokine tién viém va
chuyén d4p tng mién dich tir loai Thl
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sang loai Th2 [9]. Gilliland HE va CS
(1997) nhan thiy ndéng do IL-10 ting
cao ddng nhit & thoi diém 4 gio sau
phau thuat (p < 0,05); sau d6 giam dan
trong giai doan hau phau, nhung tai
thoi diém 24 gid sau phau thuat, ndng
d6 IL-10 van cao hon ddng ké so voi
trude phau thuat (p < 0,05) [10]. Nam
2001, mot nghién cuu trén 18 BN
ngudi 16n md phién thiy nong do IL-10
huyét thanh & thoi diém 24 gio va
96 gio sau phau thudt ting cao dang ké
so voi thoi diém trude phau thuét, cao
nhat ¢ thoi diém 24 gio (p < 0,05) [11].
Két qua cta ching t6i tai bang 3 cho
két qua twong dong. Sau phiu thuat
ndéng do IL-10 huyét thanh ting so voi
truéc phiu thuat, cao nhat & thoi diém
1 gio sau phau thuat va giam hon &
thoi diém 24 giod. Tuy nhién, néng do
IL-10 & hai thoi diém sau phiu thuét
déu cao hon c6 ¥ nghia thong ké so voi
truéc phau thuat & ca hai nhém (p =
0,0001). Tai ting thoi diém IL-10
nhém FOA thap hon so v6i nhém OA
nhung sy khic nhau gita hai nhom
khong c6 ¥ nghia théng ké (p > 0,05).
Ty 1& IL-6/IL-10 la ty 1¢ gilia
cytokine viém va khdng vién, chi sb
nay ting khi co thé phan ung ting
viém nhung phan Ung khang viém
khong dap tung kip thoi. Nghién cuu
cua Zaychenko S va Tkachenko R
(2021) cho thay ty sd nay ting ddng ké
& nhém OA sau phau thuat 24 gio so
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véi trudéc phau thuat (p < 0,05); tuy
nhién, khong cé su khdc biét ¢ ty sd
nay trong nhém s dung liéu thip
opioid (LOA) va FOA sau va trudc
phau thuat (p > 0,05). Khi so sinh ty
sO IL-6/IL-10 sau phiu thuat 24 gio
ctia 3 nhém thdy nhém FOA va nhém
LOA thap hon c6 ¥ nghia so v6i nhém
OA (p = 0,041 va p = 0,023). Diéu nay
cho thiy loi ich ctia gdy mé toan thé
khong st dung opioid trong giam dap
ing viém trong va sau phau thuat [8].
Két qua nghién ciru ctia chiing toi ciing
cho thdy loi ich d6. Khi so sanh ty s6
IL-6/IL-10 (Bdng 4) cho thay ty 1 IL-
6/1L-10 ca hai nhém c6 xu hudng giam
so véi thoi diém T, (p < 0,05), thoi
diém 24 gid sau phiu thuft ting cao
hon so véi thoi diém 1 gid sau phau
thuat (p < 0,05). Ty 1€ IL-6/IL-10 gitra
hai nhéom OA va FOA khic nhau
khéng c6 ¥ nghia thong ké tai cdc thoi
diém nghién ctru (p > 0,05).

KET LUAN

Sau gay mé khong opioid cho phiu
thuat cét dai truc trang n6ng do IL-6 va
IL-10 c6 su bién dbi trai chiéu. Nong
d6 IL-6 c6 xu huéng ting & thoi diém
1 gio va 24 gid sau phau thuat trong
khi IL-10 ting c6 y nghia théng ké &
hai thoi diém ndy so v&i thoi diém
trude gy mé. Ty sb IL-6/IL-10 huyét
turong giam ¢ ¥ nghia thong ké so voi
trudc gay me.
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Loi cam on: Ching t6i xin cam on
sy tham gia va cho phép cong bod
nghién ctru cua BN va nguoi nha BN.
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