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PiEU TRI PAU SAU MO

1. Muc tiéu cia diéu tri dau sau mo.
2. Nhitng nguyén tac chinh cua diéu tri dau sau mo.
3. Cac hudéng dan va phac do.

4. Tiang cam dau va dau man tinh sau mo

5. Nefopam, budc ngoat cia giam dau da mo thirc:
Dir liéu lam sang va Nefopam trong thuc hanh
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1. Muc ti€u cua diéu tri dau sau mo

«  “Moi ngwoi déu cO quyén nhgn diéu tri dwoc thiét ké dé giam triéu chirng dau, von
phii dwoc dé phong, ddanh gia , xem xét va diéu tri trong moi truwong hop”*

« Piéu tri dau sau mo cO nhirng van dé dao dirc

— Pé bénh nhan chiu dau 1a phi dao dtc
« Hay tin bénh nhéan khi ho than dau

« Hay can thiép giam dau kip thoi va thich hop?

o Ton trong hé thong niém tin cua ho trong khi giai quyét nhitng nhu
cau cua hod

« Kinh nghiém dau déi véi bénh nhan
— Pau sau mo la kinh nghiém thuong gap d6i voi bénh nhan khoa ngoai
« Do chan thuong mo

o Pau khodng dugc giai quyét dan dén sy dau ddn, lo au, so hai, tic gian
va tram uat khdng can thiét 4

o Pau c6 cac hiéu tmg thé x4c: co mach, ting tai lugng tim, co cing co,

Public Health Code, Franc A5
Ferrell 2005. géoﬁal
Gunninberg 2007.

Kehlet 2006.

Bonica 2000.



Cac yéu to tién doan truwdc mo cho dau sau mo tir
trung binh dén nang trén bénh nhan phau thuat bung

- ASA Il OR (ti s6 odd): 1,99

- Bénh nhan tre tllél OR: 4,72 Pau sau m6
- Pau trude mo tir trung binh > tur trung binh
dén nang OR: 2,96 den nang

- Tin trang hay lo au OR: 1,74
- Khi sic tram cam OR: 2,00 )

Caumo W, Acta Anaesthesiol Scand 2002



Hau qua cua dau

Tang dihoa g

Khang insulin g4

Thay ddi than
—>

kinh-noi tiét

Kich thich
giao cam

Co mach ——

—> I ——
Dau sau md Bién chirng phéi Xep phbi Thiéu 6xy-mo

Réi loan
than kinh

e 4 SUY gidm nhan thirc

i Huyét khoi
Kém hdi phuc
co nang

Polomano R. va cs. Perspective on Pain Management in the 21st Century. Pain Management Nursing, Vol 9, No 1 (March), 2008: pp§3-810.

Gordon D. va cs. American Pain Society Recommandations for improving the Quality of Acute and Cancer Pain Management.



Hau qua cua dau

Tang di hda —_—
Khang insulin g4

Kich thich Co mach ——
giao cam
Dau sau md Bién chirng phéi Xep phbi Thiéu 6xy-mo
e 4 SUY gidm nhan thirc
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co nang

1. Polomano R. va cs. Perspective on Pain Management in the 21st Century. Pain Management Nursing, Vol 9, No 1 (March), 2008: pp§3-810.

2. Gordon D. va cs. American Pain Society Recommandations for improving the Quality of Acute and Cancer Pain Management.



Anh huong cua dau sau mo trén két cuc sau gay xuong hong

Al * E.:E: : b : y d
R. Sean Morrison™", Jay Magaziner’, Mary Ann McLaughlin®, Gretchen Orosz",
Stacey B. Silberzweig®, Kenneth J. Koval’, Albert L. Siu®

2003; 103: 303-311
N = 411, tudi trung vi = 82 (52-101)

\=1ASP
Bénh nhan cé diém s6 dau cao luc nghi:

- Th&i gian nam vién dai hon (p = 0,03)

- Nhiéu kha nang bé sét hodc rut ngan cac budi vat ly tri liéu hon (p = 0,002)
- [t kha nang cé thé di dirng vao ngay 3 sau md (p < 0,001)

- Mét thoi gian 1au hon dé di chuyén qua mét chiéc canh giwdng (p = 0,01)
- Piém s6 van dong thap hon Iic 6 thang (p = 0,02)

Pau sau mé két hop voi
® ting th&i gian nam vién

=®» cham van dong di lai

=» suy giam co nang dai han.



FHARMACQTHERAPY
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Nhiing thach thirc ciia diéu tri dau sau mo cap tinh

Gary Oderda, Pharm.D., M.P.H. 2012
Anh hwéng tiém niing ciia dau sau mo cap tinh
khong dwoc diéu tri hoac diéu tri khong thoa dang

Anh huéng trén bénh nhén:
Pau nhiéu sau mo 1am ting nguy co dau man tinh 10 -50%
Su trc ché mién dich do dau khong giam lam cham lanh vét mo,
cham binh phuc va ting nguy co nhiém khuan sau mo
Su kich hoat giao cam c6 thé 1am cho bénh nhéan d& gap cac
bién cb bat loi nhu thiéu mau cuc bd co tim hodc liét rudt
Tac dong tam 1y c6 thé dan dén lo au va trim cam
Cham di lai c6 thé 1am ting nguy co bién c¢d thuyén tic huyét
khoi va cham xuét vién
Anh hwéng trén bénh vién:
Co thé anh huodng ti€u cuc trén hoat dong ctiia bénh vién vi
nhiing 1y do sau:
Bénh nhan khong hai long (anh huéng x4u dén danh tiéng)
Théi gian nam vién kéo dai
Tang nguy co tai nhap vién
Tang chi phi diéu tri
Tang nguy co kién tung




2. Nhirng nguyén tac chinh ciaa di€u tri dau sau mo?

« Pé bénh nhan tham gia vao ké hoach diéu tri dau ddi véi ho.

— Bénh nhan phai c6 tham quyén doi voi triéu chimg dau cua ho, va NVYT
nén nghe theo danh gia cta bénh nhan vé triéu ching dau cua ho.

« Phat hién s¢m va diéu tri dau cO ké hoach:

— Tét ca bénh nhan phai dugc theo ddi thuong qui vé dau sau mod (PSM).
Ngay nay, nguoi ta da xac dinh ro rang bénh nhan phai duoc dicu tri nhanh
chong, ngay sau khi duoc phat hién daul.

— Mot s yéu to nguy co can xem xét khi lap ké hoach diéu tri dau:

Céc liéu phap dong th&i

Cac loai phau thuat gay dau Céc yéu to nguy co
Nnguy co cao Khac

« Thubc dbi khang ho & phién
« Thubc ho & phién tac dung dai
« SSRI (thubc tre ché thu héi serotonin

« Phau thuat nguc hodc bung
« Tudi bénh nhan
« Phau thuat anh hwéng nhiéu déi véi co,

chon loc S e 3 .

on loc) £ . £ , xwong va mo than kinh » Tién sw dau cua bénh
* MAOI (thudc trc ché monoamin N N 3

) nhan, bao gom dau man tinh
oxidase)

* Implant ty xwong

« Thubc &rc ché hé than kinh trung wong

Gordon va cs. American Pain Society, Recommendations for Improving the Quality of Acute and Cancer Pain Management, 2005.



2. Nhirng nguyén tac chinh cia di€u tri dau sau mo!
 Su dung giam dau da mo thirc
— Cach tiép can darmé thirc dugc cho 1a k¥ thuat giam dau wa chudong, dugc dung
cang som cang tot.
— Do 1a str dung cac ki thuat giam dau ving hoic trung wong phéi hop véi thu(f)c giam
dau ho a phién va khong-a phi¢n (KVKS, nefopam, paracetamol, opioid, thuoc teé).

« Lap hd so dau cta bénh nhan va 16 trinh diéu tri

— Phai ghi lai 3 loai thong tin bén givong bénh’:
ml"rc do dau, dap tng cua bénh nhan véi thuoc giam dau, va tdc dung phu cua
diéu tri L.
— Nhiing dit liéu nay phai dugc thu thap thudng xuyén trong qua trinh phau thuat,
dua trén mic do daul:
» Khi bénh nhan nhap vién;
e Sau khi dung thudc diéu tri;
« Khi bénh nhan than c¢6 dién bién moi.

e  Chuén bi cho bénh nhén xuit vién:
— 24 gid trude khi ra vién, phai danh gia va xem lai nhu cau giam dau ctia bénh nhan,
dac bi¢t chil y cac y€u to nguy co va bién co bat 1gi tiém nang dé ké toa dung
thuoc thich hop.

1. Am. Soc. Anesth. Practice guidelines for acute pain management in the perioperative setting. Anesthesiology. 1995;82:1071-1081.



Giam dau da mo thire

“Khai ni€ém giam dau da mo thire (‘can dot') 1a ki€m soat dau sau mo mot cach hiru hi¢u
phu thudc vao viéc st dung nhi€u thudc giam dau va duong dung khac nhau deé co6 tac

dung hiép luc.
Viéc sir dung phéi hop nhitng nhém thuéc giam dau va ky thudt giam dau khdc nhau cdi

thi¢n hiéu lwc giam dau sau mé va giam liéu lwong t6i da va cdc tic dung phu (Chirng ci

cap 2b)”. NGC-7980 B9 Y té va Dich vu Nhan sinh Hoa Ky, 2009

e Cai thi€n viéc giam dau
— Tac dung tiét kiém morphin, giam muc do dau

» Giam ti 1€ tac dung phu
— Giam tac dung phu lién quan v61 & phién (- 10 mg/24 gio)

— Tac dung phy cong thém: chay mau, ti€u hoa, tim...

e Tac dong trén tang cam dau
— Tuy thudc vao loai thudc giam dau dung chung (ketamin so vi KVKS)



F‘H.A'EMAC'E'TH ERAFY

Nhiing thach thirc ctia diéu tri dau sau mo cap tinh

Gary Oderda, Pharm.D., M.P.H. 2012

ORADE = Bién c0 bat loi lién quan & phién

TP I& bénh nhan (%)

(Opioid-Related ADverse Events)

.'.'.

Tong chi phi Thoi gian nam vién

B Cc6 ORADE
B Khéng c6 ORADE

Tatal comt outiers LS ouriiers

Bénh nhan cao tudi dic biét dé gap ORADE

Chi phi va théi gian nam vién déu ting trén bénh nhan c6 ORADE



T1€p can da mo thire




Phwong huéng twong lai va chién lwgc danh cho
bac si gay meé deé tang binh phuc sau mo

e Thong tin trudec mo, danh gia nguy co, va to1 uu

hda
e VO cam xam lan tdi thiéu
¢ (12 A it bang thudc

« (Giam dau da mo thurg khong cO 4 phién

* Danh giayynghta kinh té cla triéu ching sau
xuat vién

e Su hop taclién khoa vd1 cac phac do diéu tr1 dac
hiéu theo tlu thuat

e Chia s¢ tra¢h nhiém gitra bac si gdy me va phau
thuat vién

TRUO'C HET, KHONG LAM HAI I! Lancet 2003




Giam dau da mo thirc
Vidu

» Giam liéu mdi thudc

Morphin giam dau

(a1 thién tac dung
giam cam nhan dau
nho tac dung hi¢p luc/
cong luc

{lang,cuong

tac dung

RVKS * C0 thé giam d0 nang

acetamrnophen; ’ ’ X .
phong bé thgn Kinh tac fh,lng phu cua mol
thuodc

Kehlet H, Dahl JB. Anesth Analg. 1993;77:1048-1056.
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Paracetamol 3

<> Trén cong luc

e Céng lu'c

Dudi1 cong luc

(1) Mimoz O va cs. Analgesic efficacy and safety of nefopam vs. propacetamol following hepatic resection. Anaesthesia. 2001.

(2) Du Manoir B. va cs. Randomized prospective study of the analgesic effect of nefopam after orthopaedic surgery. Br J Anaesth 2003.

(3) Van Elstraete A., Sitbon P. Median effective dose ED(50) of paracetamol and nefopam for postoperative pain, Minerva Anesthesiol, 2012.

(4) Delage N. va cs. Median Effective Dose (ED 50 ) of nefopam and ketoprofen in postoperative patients: a study of interaction using sequential analysis and
isobolographic analysis. Anesthesiology 2005.



Thuoc giam dau




Giam dau da mo thuec

Dung dwong tiem
va/hoac uong

Paracetamol
Tramadol

KVKS
Dexamethasone
Lidocain
Nefopam

Morphin

Giam dau cuc bo-vung

ﬁ Té ngoai mang ctrng (APD)

Té tdy song (IT) ,
Tiém tham phong bé dam roi
than kinh

Trong va sau md




Study

Tac dung cua acetaminophen trén tac dung phu va mirc tiéu thu
morphin sau dai phau: tong phan tich cac thir nghiém lam sang
c6 doi chirng

Traatmant

C. Remy, E. Marret* and F. Bonnet

2005

Cantral OR (fixad) Waight OR [fixed)

ar sub-categary n'M n'M B\ Cl ] B5% Cl
Flatcher 1887 415 ans - EET 1.45 (0.28, B.01)
Paduto 1888 348 3’51 - 674 112 (0.21,5.83)
Schug 1888 10/28 /28 » 1474 118 (0.40, 3.57)
Hamandez 2001 a1 11/21 B 1583 068 (0.20, 2.30)
Mimaz 2001 10/38 15/38 — 28.00 055 (0.21, 1.45)
Siddik 2001 320 420 ] 881 071 (0.14, 3.68)
Sinatra 2001 2388 8’52 —— 2040 1.66 (0.68, 4.04)
Total (B5% CI) 55 228 “"' 100,00 088 (0.64, 1.55)
Total evants: &2 (Traatmeant), 54 (Cantral) i

Test forheteroganeity: Chi*=3.58, df=5 (P=0.73), I"=0%

Test for overall effect: £=0.03 (P=0.88)

a1 0.2 05 1 2 5 10
Favours treatment  Favours control

= . . L 415 |
Fig 2 Effect of acetaminophen vs placebo on postoperative nausea and vomiting.

Study Traatmant Cantral OR (fixad) Waight OR [fixed)

ar sub-categary n'M n'M B\ Cl T B5% Cl
Flatcher 1887 415 215 - - 550 235 (0.358, 15.45)
Paduto 1888 3045 /51 I E— azie 1.80 (0.80, 4.08)
Schug 1888 28 a'2e - 1221 Q14 (0.01, 2.80)
Hamandez 2001 21 421 12.15 1.00 (0.21, 4.67)
Mimaz 2001 1838 16/38 —=_ 3478 1.00 (0.40, 2.48)
Siddik 2001 320 1720 O E aie 335 (032, 35.38)
Total (B5% CI) 165 174 - 100.00 130 (0.78, 2.18)
Total events: 57 (Traatment), 52 (CGantral) i

Test forheteroganeity: Chi*=4.12, df=5 (P=0.53), I"=0%

Test for ovarall effect: 2=1.03 (F=0.30)

o1 0.2 05 1 2 5 10
Favours treatmant  Favours control
4217=31

Fig 3 Effect of acetaminophen vy placebo on sedation.




-9 mg

c6 d6i chirng

C. Remy, E. Marret* and F. Bonnet

Tac dung cia acetaminophen trén tac dung phu va mirc tiéu thu
morphin sau dai phau: tong phan tich cac thir nghiém 1am sang

2005

Study Traatmeant Contral OR [fixad) Waight OR (fixad)
or sub-categary n'M n'M B3 Tl T a5 Tl
Flatchar 1887 415 a5 0 2242 145 [0.25,8.01)
Harmandez 2001 2e1 521 - I 45.10 034 (0.08,1.88)
Peduto 1808 145 s ] - 468 340 (0,13, 85.44)
Schug 1888 28 1/33 " - 13.83 038 (0.01,8.70)
Sinatra 2001 Feg 162 » > 12.85 158 [0.18,15.71)
Total (85% Gl 208 172 ——— 100.00 Q80 (0.38, 2.23)
Total events: 10 [Treatmant), 10 (Contral) )
Test for heterogenaity: Chi*=2.65, df=4 [FP=0.62), I"=0%
Test foroverall effect: Z=023 (P=0.82)
o1 0.2 0.5 1 2 5 10
Favours treatmeant Fawaurs cantral
Fig 4 Effect of acetaminophen vs placebo on postoperative urinary retention, 2% 2%
Budy Trastmeant Cantral WVND [randam) Weight VVND [randam)
o sub-categary M Mean [SD) M Mean [SD) 53 O T 853 Ol
Flstchar1887 15 30.00 (4.00) 15 33.00 (3.00) E 2438 —3.00 (-553,-0.47)
Harnandaz 2001 = 22.00 (10.00) 21 41.00 (10.00) — 2023 -18.00 [-25.05, —-12.858)
NMimaz 2001 e ] 35.00 (22.00) 38 45.00 (18.00) —— 15.88 —8.00 (-18.24, 0.24)
Peduto 1888 a2 12.10 (8.80) 47 20,10 (12.80) = 22.00 -B.00 [-1273, -3.27)
Schug 1888 = 50.28 (40.10) 33 EB.48 (42.30) —_t G20 -8.21 [-20.82, 11.50)
Sddik 2001 foi ] §1.10 (23.00) 20 §8.70 (20.00) —=r 11.23 -5.80 (-18.88, 7.78)
Total (853 Cl) . 164 A 74 &» 10000 —B.87 (—14.85 -2.88)
Tt for heterogeneity: Chi'=24.33, df=5 (P=0.0002), I"=78.4%
st farovarall effect: Z=2.94 (P=0.003)
=100 B0 o] 50 100

Fig 5 Effect of acetaminophen vs placebo on postoperative morphine consumption during the first 24 h. 237"

Fawours treatmant Fawvaurs contral

31




So sanh mu déi, ddi chirng gia dwoe gitra tramadol/acetaminophen va
tramadol trén bénh nhéan dau rang sau mo

Fricke Jr JR va cs. Pain 2004, 109: 250-7

Range ~ Placebo (n=151) Tramadol 100mg (n = 152) Tramadol/APAP 75 my30 mg

(n=153)

TOTPAR (meanSD)

Hous0-3 01012 07 +15 1142 38 #2441

Hous36 012 08 +25 14432 36 +30%!

Tl 0 15 #30 25451 74 4634

SPID (mean+SD)

Homs 03 3109 -02+11] 00:12 15 +184

Hus36 -300 04 13 0616 1§ 420!

Tl =61018 01 £22 06427 31 +36¢!

SPRID (mean=3D)

Homs 03 31021 05 +24 1143 54 +454

Hos36 3021 12 #37 20447 52 45741

Tl -6 16 450 31476 105+9 64

* p<0,001, tramadol/APAP so vdi gia dugc
t: p<0,001, tramadol/APAP so vdi tramadol.

TOTPAR: tong diém sb giam dau
SPID, tong khac biét cuong do dau

SPRID, tong diém s6 giam dau va khac biét cuong do dau

Proportion with Meaningful Pain Relief, %

Rescue Analgesia Use, Cumulative %

TO%

60% -

10%

—— TramadollAPAP {n = 163)
—«— Tramadal {n = 152)
- - - Placebo (n = 151}

= = - Placabo (n = 151)
—ie— Tramadal (n = 152)
—+— TramadolfAPAP (n = 153)

1 2 3 4 5 G
Howrs Since Drug



So sanh mu déi, ddi chirng gia dwoc gitra tramadol/acetaminophen va
tramadol trén bénh nhéan dau rang sau mo

Fricke Jr JR va cs. Pain 2004, 109: 250-7

Range ~ Placebo n = 151) Tramadol 100 mg (n = ]52{ Tramadol/APAP 75 mg/650) mg

(n=153)

TOTPAR (meanSD)

Hous0-3 01012 07 +15 1142 38 #2441

Hous36 012 08 +25 14432 36 +30%!

Tl 0 15 #30 25451 74 4634

SPID (mean+SD)

Homs 03 3109 -02+11] 00:12 | 15 184

Hus36 -300 04 13 0616 1§ 420!

Tl =61018 01 £22 06427 31 +36¢!

SPRID (mean=3D)

Homs 03 31021 05 +24 1143 54 +454

Hos36 3021 12 #37 20447 52 45741

Tl -6 16 450 31476 105+9 64

* p<0.001, tramadol/APAP vs Placebo

t: p<0.001, tramadol/APAP vs tramadol.
TOTPAR: tong diém sb giam dau
SPID, tong khac biét cuong do dau

SPRID, tong diém s6 giam dau va khac biét cuong do dau

Proportion with Meaningful Pain Relief, %

Rescue Analgesia Use, Cumulative %

TO%

10%

—— TramadollAPAP {n = 163)
—«— Tramadal {n = 152)
- == - Placebo (n =151

= = - Placabo (n = 151)
—ie— Tramadal (n = 152)
—+— TramadolfAPAP (n = 153)

a 1 2 3 4 5 G

Howrs Since Drug



Anesthesiology 2005; 103:1296-1304 © 2005 American Society of Anesthesiologists, Inc. Lippincott Williams 8 Wilkins, Inc.

Gidm dau da md thirc véi acetaminophen, thuéc khang viém khong steroid,
hodc thuoc e ché chon loc cyclooxygenase-2 va gidam dau morphin do bénh

nhan kiém soét c6 dem lgi lpi ich hon morphin don djc?

- - "

Nadia Elia, M.D.,* Christopher Lysakowski, M.D.,T Martin R. Trameér, M.D., D.Phil.T

# events / # patients (%)

A Acetaminophen Control RR [95% CI]

1
Resp. depression-z 5/167 (3)  10/170 (5.9) -« 0.48 [0.17 to 1.32]
PONV 182224 46/214 (22) 59/218 (27) -q- 0.78 [0.56 to 1.07]
Urinary retention?s:18:22:23 9/125 (7.2) 12/135 (8.9) —— 0.76 [0.34 to 1.68]
*Sedation8:21:22:24 22/181 (12) 26/185 (14) o 0.86 [0.53 to 1.38]

:

B NSAIDs Control |

. 2 \ X :
Giam twr 28,8 dén Resp. depressiont1szr2acazasse 247540 (3.9)  21/371 (6.5) —O+ 0.65 [0.39 to 1.11]
s _ Nausea?829:34-36:40:44:45:48 282/555 (51) 202/379 (53) 0.92 [0.82 to 1.04]
22% VOl N NT - 15 Vomiting 15:28:29:34:25:40,44:45,48 107/565 (21) 118/390 (27) .(:Ej.:] 0.84 [0.67 to 1.04]
‘ 26:2T20I2:3TA64TA52-54  157/768 (22) 181/629 (29) (m 0.72 [0.61 to 0.86]
Urinary retention8:27:30:35:48:54 46/358 (13) 39/266 (15) —3 1.00 [0.68 to 1.48]
Pruritus24:26:28:32:40:48:49:53:54 83/763 (1 1) 79/606 (1 3) ‘D‘ 0.78 [059 to 1 _04]
Dizziness28:40:45:48:53:54 49/668 (7.3) 42/519 (8.1) - 0.88 [0.60 to 1.28]
*Sedation18:24:27:28:31:45.48.53:54 92/725 (13) 89/579 (15) H 0.69 [0.54 to 0.88]
**Bowel dysfunction28+46:53 2/398 (0.5) 3/395 (0.8) <«—[1+H—— 066[0.11 to 3.96]

1

c cox-2 Control

1
Nausea?5:55-57:59:62 382/896 (43) 174/443 (39) (] 1.09 [0.95 to 1.25]
Vomiting25:55-57:5-62 162/915 (18) 70/460 (15) = 1.14 [0.89 to 1.47]
PON\V/32:63:65:86 19/107 (18) 17/71 (24) —- 0.70 [0.39 to 1.26]
Urinary retention25:55:56:62 18/457 (3.9) 7/224 (3.1) —O0— 1.26 [0.53 to 2.97]
Pruritus?25:32:57:62:663 46/367 (13) 26/198 (13) —C- 0.92 [0.58 to 1.46]
Dizziness?5:57:59 63/581 (11) 42/291 (14) -CH 0.74 [0.52 to 1.07]
*Sedation?5:52 40/450 (8.9) 26/221 (12) —H 0.75 [0.47 to 1.20]
~*Bowel dysfunction2s:59:62 133/487 (27) 64/239 (27) > 1.01 [0.80 to 1.29]

1

0.2 1 5

COX 2: Két qua tuong ty nhu KVKS

RR (95% Cl)



Annals of Surgery. 238(5) 651-660, November 2003.
Dexamethasone tru’O'c mo cai thién két cuc phau thuit

sau mo cat bé tui mat qua noi soi
thuw nghiém ngdau nhién, mu doi, doi chirng gia duoc
BS. Thue Bisgaard

a
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DXM Gia dugc

Supplementary postoperative madication
on day of operation®

Opinids
Number of patients requiring’ ] 16
Total dose [mg]: 10 255
Median dusr[mg]: () {0-30) 0 (0-35)*
Cndansetron
Mumber of patients reguiring® g 15
Total dosz [mg]: 40 B
Median dose (mg)* 0 (04 0 (0-8)
Dexamethasone  Placebo
in = 40) in= 40}
{10 hours after surgery
PONVY (no.F 1 20
nauss (no. 10 19%
nomild moderate/severs 30/9/1/0 21/16/2/1%
vomiting {no. 1 T
no'mild/ moderate/severs 31/1/000 Tt

Dexamethasone (8 mg) trudc mo 1am glam
dau, mét, budn ndn va non, va thoi gian hoi
phuc trén bénh nhan mo cat boé tli mat qua

ndi soi, khi so véi gia duoc, va duge khuyén

nghi dé ding thudng qui.



Meta-analysis

Tdng phan tich vé lidocain tinh mach va sw hdi phuc
sau phau thuéat bung

E. Marret!, M. Rolin?, M. Beaussier? and F. Bonnet!

Articles retrieved in
(Medline, The C

Embase, hand-searching)
n=65

a systematic search
ochrane Library,

Exclusions

r

ACTs included in the meta-analysis
n= 8
{320 patients)

-

r

]

Systemic lidocaine
(161 patients)

Placebo
(158 patients)

Excluded
Letters or reviews n= 25
Animal studies n=12
Irrelevant n= 11
Epidural analgesia n=6
Orthopaedic or critical care
studies n= 3

Lidocaing Placebo . Waight )
Reference — — WMD {random) e WD {random)
f lews i) f lews {h) (%)
Grouding &f /12 20 28:50 (13-40) 20 42410 (16:00) - 1112 =1360 [=22:75, =4-45)
Herroeder &t alt 31 6660 (26:40) 29 82410 (33:80) — 667  =1550 (=3052, =0-08)
Kaha sfal’ 20 1800810 20 3130 (11.50) o 1480  =13.30 (=18.73,=B.87)
Koppert et al.”* 20 79:00 (13:34) 20 85-00 {20-78) - 1007 =600 (=16:81, 4:61)
Kuo st al ' 20 60:20(5:80) 20 7170 (4:70) o 1826 =11.50 (=14.77, =8.23)
Rimback &fal' 15 3760 (2:40) 15 4240 (4-80) £ 18:74 =480 (=752, =2:08)
Wo et al'® 25 2210(1+60) 25 22:00(1-80) L 1874 =080 (=174, 014}
Tatal 151 149 4 100-00 =5:36 (=13-24, =3-47)
Testfor heterogensity: *= 6371, 60, P<0:001, /= 0:6%
Test for overall effect: 7= 335, P< 0-001 | | | |
=100 =50 0 50 100

Favours lidocaine  Favours placebo

Liét rudt sau mo




COLON&z
RECTUM

Potzntial relevant
triaks scresnesd
n =134}

Lidocain dung dudong toan than chu phau dé gidm dau sau mo va sy
hoi phuc sau phau thuat bung: Tong phan tich cac nghién clru ngau
nhién déi chirng

Yanxia Sun, M.D.'» Tianzuo Li, M.D."« Nan Wang, M.D., Ph.D.* « Yue Yun, M.L.?
Tong J. Gan, M.D., M.H.5.,, ER.C.AS

2012

RCT retrieved for
mare detailed
evaluation
in=1%3]

Trialzs excluded (sxperimental
trials, mot RCT, ather
administration methods
ather types of pain, othertypes
of surgery.n =111)

¥

RCTincluded in
this meta-analysis
(n=21)

Trials excluded (na klank ar
placebo control. n=1;
no postoperative pain-or
recovery-related outcomes
reporting.n = 1]
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FIGURE 2. Cumulative postoperative opioid consumption.
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FIGURE 3. Time to first flatus. WMD =weighted mean differences.
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FIGURE 4. Time to first bowel movement WMD = weighted mean differences.
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FIGURE 5. Length of hos pita | stay. WMD = weightaed mean differences.
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Str dung lidocain tinh mach giam dwoc
tho1 glan liét ruot (- 8,36 gio; P < 0,001),
thoi gian nam vién (- 0,84 ngay; P = 0,002),
dau sau mo sau 24 gid (- 5,93 mm; P = 0,002),
va ti 1& budn ndN va nodn (ti sé odds 0,39; P = 0,006)

L e WD
M M =] = s =
o —_—
[ ]
2504, 30 K — =1
i 1] =
- =
o
o —
Fi -
a
o
& 000 o
o

FIGURE 5. Length of hos pita | stay. WMD = weightaed mean differences.
Lidocain truyén tinh mach lién tuc trong va sau phau thuat bung
cai thién su phuc hoi chirc nang cua bénh nhan va rit ngan thoi gian nam vién.




Nghién ctru nghién ctru tién ctru vé tac dung giam dau cua nefopam
sau phau thuat chinh hinh

B. Du Manoir', F. Aubrun®, M. Langlois', M. E. Le Guern®, C. _Jthuierj. M. Chauvin' and
D. Fletcher"*

100 4

m nefopam
Két luan: So véi morphin PCA (gidm dau do bénh nhan tw kiém soat), " l ] W 2ld dugce
nefopam tiét kiém duoc morphin hon véi diém so dau sau mo truoc £ 1
mat thap hon ma khéng c6 tac dung phu quan trong. Tac dung giam £ o
dau nay dac biét dang lwu y dbi v&i bénh nhan dau nhiéu trwdc mé. £ l { l l [
304
& | Anesth 2003; 91: 8344 ‘
- PACU I T I T4 I T8 I T2 I T16 I T20 I T24
Time (h)
Siddesllecl Alenl Minar Moderale to severe
elipam Hacebo Nelupam Flacebo Nelipam Mlaceb _6 m g (m Ol’phin P C A)
[ & [ & [ B [ & [l & n & P = 0’002
Drowsiness d) i 43 a1 58 542 54 51k - - - - S oA
N 8 W2 W W8N W& % BS 16 & 10 ks Ti lg tiet k]gm: 3500
Lirin retention [ LR It 63 4 52 13 127 & |83 1 104 A a , Y
Vaniing momE B M4 0§ 82 Woomon m &8 (bénh nhan co dau nhiéu
liching % b 4 922 2 200 1 ik - - | 1) tru’éc mé)
Sweating 9 3 100 L1 § 5l l 2l - - - -




i Anacshesia Hi€u qua giam dau va tinh an toan cuia nefopam so v&i
propacetamol sau mo cat gan

Muc dich: So sanh tac dung tiét kiém morphin, hi¢u qua glam dau va sy dung
nap cua nefopam va propacetamol khi dung ¢ liéu cao nhat dwgc khuyen nghi
trén nguoi lom dugc mo cat gan

Két qua: Tong mirc tiéu thu (morphin PCA + morphin chinh liéu +
morphin tiém dudi da) qua 24 gio:

« So véi nhém doi chirng, mirc tiéu thu & nhém nefopam it hon 50% va & nhém
propacetamol it hon 20% (theo thwr tuw p < 0,001 va p = 0,15).

. e Muc tiéu thy morphin (mg) ting thém va céng don:

40 _
Z 35 * p <0,05 so v&i morphin don doc
O ** p < 0,05 so v&i morphin + propacetamol
& 30
c
£
S 1 ***
E *
2 20 * %
D
= 15
-
S
= 10 _
M Morphin
5 * B Morphine+ propacetamol
* .
-* * J | Morphin + nefopam
O I I I I 1
0-1 14 4-24 0-24

Thoi gian sau mé

Két qua duoc biéu dién bang trung vi (khoang dao dong)
Mimoz O, Incagnoli P, Josse C, va cs. Anesthesia 2001; 56: 520-525.



gy e et Hi€u qua giam dau va tinh an toan cua nefopam so v&i
propacetamol sau mo cat gan

« Két qua: tiéu chi danh gia phu
— VAS-R liic 4 gio, va VAS-R va VAS-C liic 24 h sau khi bit dau nghién ciru déu thap
hon ¢6 y nghia trén bénh nhan nhan nefopam, so véi hai nhém kia.

« Piém s6 VAS-R 6 nhing thoi diém thu thap dit liéu khac nhau sau khi rat ong noi

khi quan.
5_
45 |

4 |
< 35 *p < 0,05 so v&i morphin don dc hoac
S 35 :
[y morphin + propacetamol
£ 3
c
e_,
S 25
S * *
>
£ 2
=}
o)
= 15
(@]
=)
= 1]

05 M Morphin
. B Morphin + propacetamol
0 : : . Morphin + nefopam
h o 24h .
Thoi gian saumo Ti 1€ buon non it hon & nhom nefopam nhung ti 1€
d6 mo héi va nhip tim nhanh nhiéu hon
Két qua duoc biéu dién bang trung vi (khoang dao dong) 31

Mimoz O, Incagnoli P, Josse C, va cs. Anaesthesia 2001; 56: 520-525.



3. Cac hwéng din va phac do

Co s0 1y luan cua thude giam dau phoi hop
Céc huéng dan chung (SFAR, ASA)
Céac khuyén nghi chuyén biét theo thu thuat

Nghién ctru danh ba danh gia va cai thién chat luong



Cac hwong dan va phac do: Cung cap nhiing tiéu chuan rat cao va
cac lua chon doi vai tat ca diéu tri dau.
Trich tir khuyén nghi ctia SFAR (nguoi 10n):

— Xutriy & dugc dé nghi BLSFAR

« Cai thi¢n diéu tri dau sau mo
A LA £ At A RFE 2008
[...] Khdng nén ké don thudc “theo yéu cau™. [...]
Don thube phai chuin hoa, dugc viét san [...] va nén bao gdm phac d6 diéu tri.

« Paracetamol (acetaminophen)
Khong khuyén nghi rang chi paracetamol mai c6 thé phéi hop véi morphin sau
cudc mo gay dau nhiéu. [...]

« Thudc KVKS va thudc e ché chon loc cyclooxygenase typ 2 (coxib)
Nén phoi hop KVKS véi morphin khi khéng c6 chong chi dinh [...]

» Nefopam
Nefopam thuong duoc khuyén dung phoi hop véi cac dan chat morphin sau
cudc mo gay dau tir trung binh dén ning.

33

1.  SFAR. Expert panel Guidelines. Postoperative pain management in adults and children. 2009.



Cac hwong dan va phac do Cac lua chon diéu tri theo mirc dau
sau mo du kiénl

H>wbdh e

— Cac k¥ thuat giam dau da mo thire da thay doi tir khi nhirng
tiép can diéu tri DPSM dua trén mét thude giam dau duy nhét
khong thé dem lai két cuc thoa ddng: that vy, tat e cac
thudc giam dau manh déu c6 tac dung phu niing?.

— Khuyén nghi ndm 2009 cta B6 Y té va Dich vu Nhan sinh
Hoa Ky: st dung nhitng nhém thudc giam dau khac nhau
phoi hop vai cac k§ thuat khac nhau c6 thé cai thién hiéu
qua cta giam dau sau mo trong khi giam dwgre lieu lwong
va bién co bat lgi (chirng cir mire 2b)3.

— Tuy nhién, khai niém giam dau da mo thirc chi cO y nghia
khi cac thudc dugc dung phoi hop co tac dung cong luce
hoic hiép luc*.

ESRA, PROSPECT: evidence-based, procedure-specifi ¢ postoperative pain management, Best Practice & Research Clinical Anaesthesiology 2007
Kehlet H, Dahl JB. The value of «multimodal» or «balanced analgesia» in postoperative pain treatment, Anesth Analg. 1993 Nov.

NGC-7980 US Dpt of Health & Human Services, 2009.
Chauvin M. L’analgésie multimodale. Les essentiels. Elsevier. 2005 : 295-308.
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Khuyén nghi ASA

Hwéng dan thye hanh ve diéu tri dau cap tinh trong boi canh
sau mo

An Updated Report by the American Society of

Anesthesioloqgists Task Force on Acute Pain Management
Anesthesiology 2012; 116:248-73

Qui trinh, thong tin, gdy té vung. Giam dau da mo thic

Khuyén nghi vé ky thudt da mo thdec: Mbi khi co thé, bac
sT gdy mé nén ding diéu tri giam dau da mé thiic. Nén xem xét phong
bé vung trung wong. Trir khi chong chi dinh, nén cho bénh nhan ding
COXIB, KVKS hoic acetaminophen theo phac do sudt 24 gio. Viéc
dung thudc phai toi vu hoa hiéu qua trong khi van giam duoc nguy co
bién co bat loi xuéng murc thap nhat. Nén ca nhan hda viéc lua chon
thudc, liéu lugng, dudng ding va thoi gian diéu tri.

Anesthesiology 2012; 116:248-73



1.

Cac huwong dan va phac do
« M0t vi du thuc tién ctia mot phac dd giam dau da
mo thire, dua trén cac giai doan dau':

Giai doan 1

Giai doan 3

Pwong tiém hoac dworng rudt

=» Phéi hop cac thudc giam dau khdng-a phién
» Paracetamol + KVKS

* Nefopam + KVKS

» Nefopam + paracetamol

* Nefopam + paracetamol + KVKS

Giai doan 2

Pwong tiém hoac dwéong rudt

= Phéi hop cac thudéc giam dau ho & phién vq2
khéng & phién

« A phién + Paracetamol

« A phién + Nefopam

« A phién + Nefopam + KVKS

« A phién + Paracetamol + KVKS

DPwong tiém, dwong ruét, hoac dwong dwéi da
-» Phéi hop cac thubc giam dau khong & phién

-» Phéi hop cac thubc giam dau ho 4 phién va
khéng & phién

« Giam dau cuc bd-viing (ngoai mang ctrng, tiy séng,
phong bé TK ngoai bién, tiém thdm vét md)

+ a phién (dwong tiém, dwong rudt hoac dwéi da)

« Giam dau cuc bd-viing (ngoai mang cirng, tiy séng,
phong bé TK ngoai bién, tiém thdm vét md)

+ a phién

+ khéng-a phién (dwdng tiém, duwdng rudt)

« Giam dau cuc bd-viing (ngoai mang cirng, tiy séng,
phong bé TK ngoai bién, tiém thdm vét md) + khong-a
phién (dwong tiém, dwdng rudt)

37

ESRA, Postoperative Pain Management — Good Clinical Practice, General recommendations and principles for successful pain

management, 2003.




Huoéng din ciia Phap vé ting binh phuc
sau phau thuat dai-truc trang

P. Alfonsi, K. Slim,*, M. Chauvin, P. Mariani, J.L. Faucheron, D. Fletcher, the working group of the Société francaise
d’anesthésie et réanimation (SFAR), the Société francaise de chirurgie digestive (SFCD)

Cau héi: K¥ thuat giam dau sau mo c6 anh huéng dén thoi gian nam vién hoic ti
1€ bién chirng khong?

Khuyén nghi 20 Viéc sir dung k§ thuit gizm dau da mo thire, danh wu tién
cho thudc khong-a phién, va/hoic ky thuit cuc bd-ving dwgc khuyén nghi (PO
1+) Nhat tri cao

Ly 1&: Nhitng k¥ thuat giam dau ndy cho phép giam st dung thude ho
a phién sau mo (tict kiém opioid). Nhan thay mdt moi quan hé licu
lugng-dap Ung truc ti€p gitta viéc sir dung thuoc ho a phién chu phau
va thoi gian liét rudt sau mo.

ise d'Anesthésie et de Réanimation



Cac cong cu danh gia dau va
hé¢ thong bao dam chat lwong
Hudng dan dé cai thién diéu tri dau :

Thwe hanh

tét nhét ho

diéu tri
dau cap

Str dung
vb cam cuc bo-vung

Danh gia c6 hé thong vé
diém so dau va tac dung phu

cua thuoc gidm dau

Gi4o duyc vé dau sau ,mé) cho nhéan vién
y té

Dénh gia dau sau mo va cac phac do diéu tri

Cac Cung cip thdng tin dau sau mo cho bénh nhan
nguyén tac
nén tang

39



Cac cong cu danh gia dau va hé thong bao dam chat lwong

&= SFAR
_ Société Francaise d'Anesthési

Q \ésie et de Réanimation

. : . X d4nh 014 danl:
Khuyén nghi cua SFAR vé danh gia dau-: RFE 2008

— Phai phat trién mot thir ““van hoa” danh gia dau sau mo.

— Can cung cép thong tin cho bénh nhan trudc khi phau thuat, tirc 13 & giai doan
trude mo, cu the la ve su can thiét danh gia dau sau mo6 bang cach dung cac
thang danh gia.

— Panh gia dau sau mo phai mang tinh chat tién ctru, c6 hé thong va thuong
xuyén (mdi 4 gid). Nén thuc hién bén giudng bénh (khi nghi va trong khi van
dong) trudc khi va 45 phut sau khi diéu tri (dé kiém tra sy hiéu qua), va phai
ghi vao mot vung duogc thiét ké dic biét trong ho so cung vo1 viée theo doi dau
hiéu sinh ton.

— Can qui dinh mot ngudng cho diéu tri dau (théng thuong 1a > 3/10).

1. SFAR. Expert panel Guidelines. Postoperative pain management in adults and children. 1997, 1998, 2009. 40



4. Tang cam dau va dau man tinh sau mé



BJA ©
ﬁ Pau man tinh sau mo

Pau it kha nang binh phuc hoac dau kéo dai hon thoi gian lanh
s¢o thuong 1€ da dugc bao cao, cling nhu cac thang thoi gian
khac nhau, thuong la 6 hoac 3 thang. bé dugc phan loai la dau
man tinh sau mo, phai thoa man cac tiéu chi sau.

- Pau xuat hién sau mot ph?lu thuat.

- Thoi gian dau kéo dai it nhat 2 thang.

- Da loai trir nhirng nguyén nhan khac gay dau (vi du bénh ac
tinh tiép dién hodc viém man tinh).

Macrae, Br J Anaesth 2001

42



HOP 1-4
Nhirng con so vé dau
« 116 trieu—s0 nguoi1on & My €O cac tinh trang dau man tinh thwong gap
* 560 dén 635 ty USD—udc lwong dé dat vé chi phi dau man tinh hang nam & My
* 99 ty USD—chi phi 2008 cta chinh pha lién bang va tiéu bang vé chi tiéu y té
danh cho dau
80 %—ti I& bénh nhan dwoc phau thuat c6 dau sau mé; it hon mét nira sd nay
cho biét gidm dau théa dang:
— trong d6, 88% bao cdo dau & murc trung binh, nang, hoac cwc ky dau;
— 10 den 50% so bénh nhan dau sau mo bi dau man tinh,
tly loai phau thuat; va

— & 2 dén 10% s6 bénh nhan na man tinh sau mé & mirc nin

* 60 %—1i 1& bénh nhan dén kham tai khoa cap ctru v&i tinh trang dau cap tinh
dwoc cho dung thubc gidm dau:
— th&i gian trung vi dé dwoc dung thubc gidm dau 1a 90 phat, va
— 74% s6 bénh nhan & khoa cép clru duwoc ra vién khi dau t trung binh dén nang
* 2,1 trieu—sd lwot kham hang nam tai cac khoa cap ciru & Hoa Ky vi dau dau cap tinh
(trong tdng s6 115 lwot kham hang ndm)
* 62%—ti 18 s6 nguoi sbng trong cac nha diéu dwdng & My bao céo dau :
— viém khép la tinh trang dau thwdng gdp nhéat, va
— 17% thwc sy bi dau hang ngay

wRélioving NGUON: (Ch phi) Phu luc C; (Sinh con) Melzack, 1993; Kainu va cs., 2010;
MN (Ph&u thuat) Apfelbaum va cs., 2003; Kehlet va cs., 2006; (Pau diu) Scher va cs.,
; Aty 1998; (Piéu tri cAp ctru) Todd va cs., 2007; (Cép ctru: dau dau) Edlow va cs.,
2008; (Nha diéu dwdng) Ferrell va cs., 1995; Sawyer va cs., 2007; (Pau that lwvng)
Deyo va cs., 2006.
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Thudc ho a phién Tin higu cam
... nhan dau
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Simonnet G va Rivat C, Neuroreport 2003
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Thudc chong tang cam dau




Thudc ho a phién Tin higu cam
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Giam dau /|\ Tang cam dau/ Loan cam day

Tac dung ngan Hé qua Téac dung dai

Simonnet G va Rivat C, Neuroreport 2003



Sy tién trién deén tang cam dau va dau man tinh:
hieu biét va dé phong

Lam thé nao dé phong dau man tinh?

— Ngoai viéc chong ting cam dau, cac khuyén nghi bo sung vé dé
phong PMI sau mo da dugc dua ra.

— Khuyén nghi cia SFAR !

« D6i voi dau tir trung binh dén ning, nén dung Ketamin liéu thap chu
phau dé dé phong tién trién dén dau man tinh sau mo.

e Tiém tham ving dugc mo c6 thé 1am giam khoi phat dau man tinh sau
phau thuat ghép xwong chau.

« Phong bé canh ¢t sdng co thé duge khuyén dung dé giam dau man tinh
sau mo cat bo vu.
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St dung pregabalin trwé'c mo 1am giam dang ké sy tiéu thu thuoc
ho a phién sau mo va tang cam dau co’ hoc sau mo cat bo than
qua mang bung

H. Bornemann-Cimentil, A. J. Lederer3, M. Wejbora?, K. Michaeli!, C. Kern-Pirschl, S. Archan?,
G. Rumpold-Seitlinger?, R. Zigeuner? and A. Sandner-Kiesling™*

Table 2 Results [mean (so)]. *Statistically significant
Informed consent,
nelusion in stud
neusion in sy Plocebo Pregabalin P-value
L Mean NRS score at LE1 (0.49) 1.83 (0.50) 0.45596"
Preoperative pain rest during the first
threshold assessment 48 h after operation
. Mean NRS score 169 (069)  377(054 03680
/,f” T during miobilization
<~ Randomization > during the first 48 h
e - after operation
~ Summative 77.37 (15.88) 5149 (16.25) 0.0004*
J' : ‘l piritromide
mnsumption (mg)
Pregabalin 300 mg Placeba during the first 48 h
1h before operation 1h before operation aft .
er operation
l | Poin threshold before 197 (029) 199 (0.24)  0.6738
‘L operation [logig)]
Postoperative Poin threshold 48 h 1.20 (0.56) 1.05 (0.58)
piritramide PCA ofter operation
1 lloglall
48 h postoperative pain MNormalized area ?f 143 (87) B4 (54) 0.0497*
thresholdhyperalgesia hyperalgesia (cm”)
- measured 48 h after
operation

Fig 2 Flowchart of the study.

300 mg trudc mo
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Total pirittamide consumption in 4 h {mg)
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Fig 1 Normalization of the area of hyperalgesia. The influence of
the length of the incision was excluded by caleulating a normal-

a’b( u}h RO RPN rﬁ’ﬂ rhr,:_“i" nﬁ*‘ " S A ized area defined by the measurements taken fram the left and
¥ & o rﬁ;r" o ,hﬁ{bp b;{w hf right end {a and ¢) and above and below the middle (b and d) of

»
v v the incision.

0.00

Két luan, nghién ctru cla chung téi cho thay ding 300 mg
pregabalin treé'c mé trén bénh nhan dwoc méb cat bé than
qua mang bung lam giam 33% murc tiéu thu thubc ho a phién
trong vong 48 gi& dau. Hon nira, ching t6i con cé thé chirng
minh rang pregabalin lam gidm c6 y nghia ving tdng cam
dau. Nghién ctru sau thém trong Iinh vwc nay can tap trung
vao tac dung cla pregabalin trén sy phat trién dau sau mé
dai dang, gidm tac dung phu lién quan v&i a phién, va kha
nang qui thuéc “tay trén” cua no.

o [} [}



Nefopam, thuoc giam dau c6 tinh chat chong ting cam dau.
LLaboureyras E, Chateauraynaud J, Richebe Ph, Simonnet G

Anesthesia & Analgesia. 109(2):623-
631, August 2009.
DOI: 10.1213/ane.0b013e3181aa956b

Nghiém phap cét tiéng kéu khi kep ban chan (chudt)
Fentanyl (4x100 pg/kg)
600 - ¢ A
120
500 - |
C
j= 400 -
C
(@]
C
S 300
o =
]
S 200
%
|
100 - |
| |
D , D y D D D
0 2 0 2 4 6
1 I 1 I
0 2 4 6
Ngay Gio Ngay
lIme

@. Wolters Kluwer | OvidSP

Health

Tac dung dw phong
cua nefopam trén
tang cam dau do
fentanyl gay ra.

Chi sé tdng cdm dau (HI) la viing
nam gitra dwérng nén va dwdng
cong ngwdng cam nhan dau vao
nhirng ngay sau khi dung
fentanyl, dwoc chudn hoa dé ddi
chirng. Vung trdng = nhém
fentanyl 6 vudng den = nhém
nefopam-fentanyl . Cac trj sb
dwoc biéu dién la trung binh +/-
do léch chuan. *Test Dunnett; P <
0,05 khi so sanh v&i nhém
fentanyl Fenta = fentanyl; Nefo =
nefopam, 52




Nefopam va ketamin lam tang vo cam sau mo

twong tw nhau
Kapfer va cs. Anesth Analg 2005

Bién sb nefopam | Ketamin Péi

N=22 N =22 ching
N=21

Morphin bd 10 + 5* 9+ 5§ 17 +10

sung (mgQ)

Diém sb thoi

g'éa:\;“;ép:; 153+112 | 166+135 | 122+101

(phat)

Thét bai giam

dau véi 0# 0# 4

morphin (n)

p<0,005 § p<0,001 #p

Tang liéu morphin

- Pau kéo dai han 60 phut

<Z05

- Hoac thong khi khong du (n=2)

90,
80
70
60
50
40
30
201
107

XKk kX

10 15 20 30 45 60

** p < 0,01
Ti |Ié % bénh nhan
dau it hoac khong dau

1 |m d6i chimg
| |l ketamin
| |3 nefopam




5. Nefopam, bwoc ngoat cua

giam dau da mo thurc:

Co ché tac dong
Dir liéu l1am sang
Nefopam trong thwc hanh



Tac dung chong cam nhan dau ctia Nefopam

* Nefopam hoat hoa dwong monoaminergic
ly tim trc ché daul 2
— Qua su uc ché khong chon loc su thu hoi
cac monoamin?
« Serotonin, dopamin, norepinephrin 3
— Tac dong qua trung gian thu thé aminergic
. . < 2 Hoat hoa dwdng
 Epinephrin: a, va a,

monoaminergic ly
° DOpamin: D2 2 Spinal level I tam rc ché dau

« Serotonin: 5-HT g, 5-HT,?va 5-HT-4 ’

N

Pwong cam nhan dau
hwéng tim

({3

Xi-nap ré sau tity song

1. Guirimand F. Le nefopam diminue fortement le réflexe nociceptif de flexion RIII chez I’homme, Pain, 1999.
2. Girard p. va cs., Nefopam analgesia and its role un multimodal analgesia: a review of preclinical and clinical studies, Clin Exp Pharmacol

Physiol, 2016.

3. Girard p. va cs., Role of catecholamines and serotonin receptor subtypes in nefopam-induced antinociception, Pharmacological Research,
2006.

4. Lee va cs., Intrathecal nefopam-induced antinociception through activation of descending serotonergic projections involving spinal 5- 55

HT7 but not 5-HT3 receptors, Neuroscience Letters, 2015.



Tac dung chong cam nhan dau ctia Nefopam

* Nefopam lam giam tinh chiu kich
thich ciia noron trung wong !

Noron tién xi-nap Noron hau xi-nap

— Qua viéc phong bé kénh natri nhay - —
cam di¢n thé (VSSC) tién xi-nap * T
va kénh calci TRPV123

v

Kich thich thy |
thé NMDA

— Qua d6 giam phong thich glutamat?!

v

— Vagiam hoat héa thu thé
NMDA hiu xi-nap,
can du vao tang cam dau?

Pﬁé’)rig thich
glutamat

N Thu thé NMDA

Verleye, nefopam blocks voltage-sensitive sodium channels and modulates glutamatergic transmission in rodents, brain research, 2004.
Girard p. va cs., Nefopam analgesia and its role un multimodal analgesia: a review of preclinicall and clinical studies, clin exp pharmacol physiol, 2016.

Verleye m, contribution of transient receptor potential vanilloid subtype 1 to the analgesic and hyperalgesic activity of nefopam in rodents,
pharmcaology, 2009.
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NEFOPAM

Lo1 ich cua nefopam trong giam dau sau mo

— Tac dung tiét kiém morphinl-5

Tiét kiém

‘ Phau thuat Liéu dung/ngay ‘ Thei gian
Mc Lintock Bung B .
1988 (n = 53) 80 mg 24 gio
Du Manoir Chinh hinh TM khéng lién tuc 24 qiey
2003 (n = 200) 120mg 9
Tramoni Bung TM lién tuc 48 aic
2003 (n = 62) 80mg 9
Mimoz Gan TM khong lién tuc 24 qidy
2001 (n = 110) 120mg 9

morphin

30%
(44 so vé&i 62mQ)

22%
(21 so v&i 27mQ)

33%
(39 so v&i 58mgQ)

50%
(21 so v&i 43mQ)

SARE IR

Alfonsi P. Néfopam. Conférences d’actualisation. Elsevier. 2004, p. 709-714.
Chauvin M. L’ analgésie multimodale. Les essentiels. Elsevier. 2005 : 295-308.
Tirault M., Anesth Analg 2006.

Sunshine va cs. Nefopam and morphine in man, Clin Pharmacol Ther, 1975.

Mok M.S. va cs. Comp_arison of intravenous nefopam versus morphine for the relief of postoperative pain. Clin
Pharmacol Therapeutics 1979
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Nefopam trong du phong dau sau mo:
tong quan dinh luong co h¢ thong

Evans MS, Lysakowski C, Tramer MR.
British Journal of Anaesthesia 2008; 101
(5): 610-617.

Téng phén tich déc I14p

& nghiém ngau nhién
X . " GDL = Tai liéu huwdng dan
Thir nghiém then chot

Nghién ctru thuwc nghiém
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Nefopam trong du phong dau sau mo:
tong quan dinh lwgng co hé thong

 Muc dich:

— Lwong hoéa hiéu qua gidm dau va dién mao anh hwéng bat loi ctia nefopam
khi ding 1am thudc gidm dau dé dé phong dau sau mé.
 Phuwong phap:
— Céc thtr nghiém ngau nhién trén ngwoi (> 10 bénh nhan) so sanh nefopam voi
nhom dbi chirng khdng c6 hoat tinh (gid dwoc hoac khdng diéu tri) dé dw
phong dau sau md va cé bao céo két cuc dau hodc anh hwéng bat I

— Céc két cuc dau thich hop:
*  Murc do dau khi nghi va khi C,l]’ dong (hoac khi ho)
*  Murc tiéu thy morphin sau mo cdng don

- Két qua:
— 9 RCT, 847 bénh nhan nguwdi I&n dwoc phan bd ngau nhién, bao gébm:
« 359 nguw¢i dung nefopam
« 352 nguwdi dung gia duoc
« 136 nguwoi ding thubc gidm dau khac*
«Ketamin, diclofenac, tilidin, va propoxyphen

Evans MS, Lysakowski C, Tramér MR. British Journal of Anaesthesia 2008; 101 (5): 610-617. 59



Nefopam trong du phong dau sau mo:
tong quan dinh lwong c6 hé thong

« K&t qua chinh: mirc tiéu thu morphin cong don
—  Muc tiéu thy morphin céng don trung binh 24 gié @ nhom dbi chimg 13 47 mg
«  Mirc tiéu thy morphin cong don 24 gid (mg)

Tac gia n Trl';'nzfgﬁﬁn(‘sm n T:‘:’Jﬁ; (t;?ntr:rzgo) Trongsé  WMD (KTC 95%)
McLintock va cs!® 23 44.1 (34.5) 26 62.5 (35.2) —_{— 6.20 -18.4 (-37.9 dén 1.14)
Mimozvacs® 36 24.6 (18.1) 38 45.2 (18.7) 0 33.8 -20.6 (-29.0 dén -12.2)
Du Manoir vacs® 93 34.5 (19.6) 90 42.7 (23.6) == 600 -8.20 (14.5 dén -1.90)
TATCA 152 154 =+ [ -13,0 (-17,9 dén-8,15)

| I | I |
-40 -30 -20 -10 0 10
WMD (KTC 95%)

WMD, khac biét trung binh gia quyén ; KTC, khodng tin cay. Kiém dinh tinh thuan nhét:
P=0,06, 1°=64,8%

— 6 nghién ciru b4o c4o vé mire tiéu thu morphin cong don trong 13.0m
¢ nhirng thoi diém sau mo khac nhau: , g
« 3 trong sd nhitng nghién ctru ndy béo c&o vé muc tiéu thu morphin cong don sau 24 gio

Evans MS, Lysakowski C, Tramér MR. British Journal of Anaesthesia 2008; 101 (5): 610-617. 61



Nefopam trong du phong dau sau mo:
~ tong quan dinh lwgng co hé¢ thong
« K¢&t qua chinh: mtrc d§ dau

— Trong nhém dbi chtmg , mic d6 dau trung binh lic 24 gid sao dong tir 24 dén 40

mm
* Mic do dau Iic 24 gio:
L Nefopam D6i chirng Trong .
Tac gia Trung binh (sD) n Trung binh (SD) sb WMD (KTC 95%)
- ]
Mimozvacs® 36 25.1 (19.0) 38 40.0 (20.0) 16.5 -15.0 (-23.9 dén -6.11)
{1}
Du Manoir vacs® 93 24.0 (19.0) 90 35.0 (8.00) 73.9 -11.0 (-15.2 dén -6.80)
I 'l |
Tramoni va cs3° 31 15.5(21.5) 31 24.4 (25.2) 9.6 -8.90 (-20.6 dén 2.75)
TATCA 160 159 -11,5 (-15,1 dén -7,85)
[ I I | | 1
-25 20 -15 -10 -5 0 5
WMD (KTC 95%)
— 7 nghién ctru bdo cdo vé mic d6 dau sau md _
g - 11,5 mm

* 3 nghién ctru sir dung VAS 0-10 cm hodc 0-100 mm thong thudng
WMD, khac biét trung binh gia quyén ; KTC, khoang tin cay. Kiém dinh tinh thuan nhat: P=0,66, 12=0%

Evans MS, Lysakowski C, Tramér MR. British Journal of Anaesthesia 2008; 101 (5): 610-617. 62



Nefopam trong duw phong dau sau mo:

tong quan dinh lwong c6 hé thong

Bién cb bat loi

Bing 2 Céc bién co bat loi

Két cuc S nghién %0 nhin S$6 nhin gii Nguy co tromg Pheters  NNT (KTC95%)  Tailiéu tham khio
cinu nefopam/So co dwroc/Sa co ket dii
ket cyc (%) cue (%) (KTC 95%)

An thin 2 18/61 (29.5) 2059 (33.9) 0.87 (0.52-147) 054 23 14, 20
Budn nén 4 60/202 (29.7) 68184 (37.0) 0.89 (D.68-1.17) 050 14 6, 18, 26, 30
Buon non hodc non 4 39123 (3L.7) 3308 (33.7) 0.95 (0.64-1.40) 0.02 50 12, 14, 19, 20
Neigi 2 61/148 (41.2) 63/127 (49.6) 097 (077-122)  0.16 12 36
Nén 3 241171 (14.0) 24/153 (15.7) 102 {061-1.70)  0.70 60 3.6, 18
Khé miéng 3 14/111 (12.6) 984 (10.7) 141 (0.67-297) 050 -33 3, 14,20
Hoa mit 3 117111 (9.9) 4184 (4.8) 1.76 (0.54=577)  0.15 -19 3. 14,20
Li En 2 671 (8.5) 2151 (3.9) 205 (055-763) 035 -2 19, 30
Nhip tim nhanh 2 13/61 (21.3) 4459 (6.8) 312(L11-879) 059 =7 (=41 to =3) 14, 20
Pn mé hai 7 26/297 (8.8) 31276 (1.1) 492 (200-12.1) 097 =13 (=241 =9) 1,3.6,14,18,20, 30

Két luan

« C6 mdt sO bang chirng cho thay nefopam 1a mét diéu tri bd trg hiku ich cho
thudc chtra a phién, giam dau da mo thirc trén bénh nhan phau thuat

Evans MS, Lysakowski C, Tramer MR. British Journal of Anaesthesia 2008; 101 (5): 610-617.
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NEFOPAM

o Liéu luong

— DPé c6 dugc hiéu qua cao nhat cua nefopam, ngay sau mo nén:

« Bat dau dung nefopam (20mg) trong lac mo, it nhat 1 gid trude khi két

thuc phau thuat;
* Ti€p tuc dung sau mo véi 80 dén 120 mg (4 dén 6 10) sau 24 gio
So d6: hai dwong dung us
Dung @ LIEN TUC
Truyén tinh mach chdm méi4giv  Tiém bap méi5gio Truyén tinh mach cham thé tich I6n Bom tiém dién
i | Deep (ex. ._?l.asﬁ :eJ'Jaq :
50 mL infusion I |ntramuscu|ar administered over 8 hr
= (100mL in combination)
: | @\ "y
= OR HisH) Y ?‘ OR
: Diffusion: 30 to 60 minut}
1;,; 4h dh 4h 4k
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Hudng dan dicu tri dau sau mo
Roger Chou, ™ Debra B. Gordon,
Khuyén nghi 11

e Ban soan thao khuyé,n nghi cac bac st lam sang tranh dung
duong duwdng tiérr) bap dé tiém thuc“?c giam dau nham diéu tri
dau sau mo (khuyén nghi manh, chat lwong bang chirng trung
binh).

Viéc st dung dwéng tiém bap dé tiém thudc gidm dau nham diéu
tri dau sau mé khdng dwoc khuyén khich vi tiém bap co thé gay
dau dang ké va két hop v&i sy hap thu khéng dang tin cay, dan
dén tac dung gidm dau sau mé khéng nhat quan. Puwdng tiém bap
cling khdng cho thay wu diém rd rang so v&i cac dwéng dung
thubc khac (vi du dwdng ubng, tinh mach, trwc trang, hoac dung
ngoai)



NEFOPAM

Nefopam: cac tac dung phu c6 thé co

Céc tac dung phu dugc béo cao gom cd budn nén/ndn, d6 md hdi (5 dén 25%), dau chd tiém, chong miit.
nhip tim nhanh, bi tiéu, va khd miéng.

Dé phong thoa dang s& 1am giam va tham chi (e ché nhitng tac dung phu nay.

Mot s6 yéu t6 da biét 1am ting nguy co budn ndn, ndn, dé md hdi va nhip tim nhanh .
Gio tiém va liéu tiém c6 anh huong trén cuong do cua nhirng tri¢u chirg nay.

Pudng ding va dugc dong hoc (Cmax va Tmax) ciing can dugc xem xét .

Nén truyén tinh mach cham mét lo 20 mg trong 30 phut.

Nefopam: chéng chi dinh va thin trong

Nefopam bi chdng chi dinh trén bénh nhan c6 rdi loan co giat hodc tién sir co giat; bénh nhan c6 nguy co bi tiéu lién quan
V@i cac r6i loan niéu dao-tuyen tién liét; bénh nhan c6 nguy co glécdm gdc hep; tré em dudi 15 tudi vi khéng co cac
nghién ctru 1am sang .

C6 thé ké don Nefopam mét cach than trong trong truong hop:

e Suygan;

«  Suy than, dic biét 1a trén ngudi cao tudi, vi chat chuyén hda c6 hoat tinh dugc thai trir trong nude tiéu.
Trong trudng hop nay can chinh lius;

*  Bénh tim mach, vi Neopam c0 tac dung lam nhip tim nhanh.

Tém tit dic tinh sin phAm Nefopam.

Tramoni G. va cs. Morphine-sparing effect of nefopam by continuous intravenous injection after abdominal surgery by laparotomy. Eur J 66
Anaesth 2003.

Mimoz 2011.



Liéu trung vi c6 hiéu qua (ED50) ciia Nefopam va Ketoprofen
trén bénh nhan sau mo:
Nghién ciru twong tac qua phan tich trinh tw va phan tich biéu do
twong tac (isobolographic analysis)

 Muc dich:

— Xa&c dinh liéu giam dau trung vi co hiéu qua ctia mdi thudc va xac dinh
xem su twong tac gitra nefopam va ketoprofen cé phai la hiép lwc hay
khdng

— Ghi chép cac bién cb bat lgi da biét vai nefopam va ketoprofen Itc 30,45
va 60 phut sau khi bat dau truyén tinh mach va méi 30 phdt sau do

« Bénh nhan:
— 72 bénh nhan > 18 tudi
—  Ph&u thuat gy dau @ muc trung binh (nhw mé thodt vi ben hoéc tiéu phiu tai, mi,
hong)
— ASA | hoacll

Delage N, Maaliki H, Beloeil H, va cs. Anesthesiology 2005; 102:1211-1216. 67



Liéu trung vi giam dau

Dung don doc

Ketoprofen

30 mg (14 dén 46 mg)

Nefopam

28 mg (17 dén 39 mg)

Phéi hop

4.3 mg (2,2 dén 6,5 mg)

1.75 mg (0,9 dén 2,3 mg)

Liéu trung vi ¢ hidu qud (ED) cua Nefopam va Ketoprofen

trén bénh nhdn sau mo

Biéu dd isolobogram vé twong tac thubc

Delage va cs. Anesthesiology 2005
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Liéu trung vi c6 hiéu qua (ED50) cua paracetamol
va nefopam dung cho dau sau mo:
phan tich biéu dé twong tac vé tac dung chong cam
nhan dau

Van Elstraete A, Sitbon P. Minerva Anestesiol 2013;79:232-239.
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Két qua: Sw hiép Iwc quan trong ctia phdi hop v&i paracetamol
e Liéu trung vi gidm dau cé hiéu qua (tri sé trung vi va khoang tin cay 95%)

Liéu trung vi giam dau Paracetamol Nefopam
Duing don doc 628 mg (600 dén 656 mg) 21.7 mg (21,1 dén 22,3 mg)
Phdi hop 265 mg (256 dén 274 mg) 8,9 mg (8.7 dén 9,1 mg)

800

700 4

600 4

500 4

400

Paracetamol (mg)

300 4

200 4

100 4

 Phan tich isobologram chirng minh sw twong
tac trén cong lwc (supra additive) cua hai
thuoc .

15 1I8 20 24 28 32
Nefopam (mg) 71 | BlocODEX™
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Liéu trung vi 0 hiéu qua (ED50) cua paracetamol va nefopam dung cho dau
sau mo: phan tich biéu dé twong tac vé tac dung chdng cdm nhan dau

Két luan:

Phdi hop cac thude gidm dau thuéc cac nhém duwoc ly khac nhau
cho thay cai thién viéc giam dau.

Paracetamol va nefopam Ia hai thudc gidm dau thudc hai nhém
dwoc ly khac nhau.

Nghién ctru nay cho thay phdi hop nefopam va paracetamol c6
tac dung giam dau hiru hiéu v&i mot sw twong tac hiép lwe cho
phép giam liéu maoi thudc.

Do d6, phdi hop paracetamol va nefopam c6 hiéu qua dé diéu tri
dau lam sang.

76 | BIOCODEX®™
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Keét luan
Diéu tri dau sau mo c6 nhitng van dé dao dirc
Pau c6 thé gy nhitng hau qua ning né
Giam dau da mé thirc 1a tiéu chuan vang
Muc dich 1a giam licu ctia thudc ho & phién sau mo VA
t1 1€ bi€n c06 bat lo1 lién quan a phién (ORADE)
Nefopam la thude khong chira 4 phién c6 tinh chat
chong tang cam dau.
Nefopam gitip giam dau, giam dung thudc ho 4 phién,
giam ti ¢ ORADE.
Phoi hop hiép luc: paracetamol + nefopam va
ketoprofene + nefopam



