SU DUNG THUOC GiAM PAU HAU PHAU
TS. Nguyén Ngoc Khéi

I. Dai cwong:

Xuét phat tir tiéng Latin Poena, co
nghia Ia sy tring phat, dau dugc

dinh nghia 1a mot trdi nghiém cam

gidc va xtc cam xuat phat tir ton
thuong mo tiém tang hay t6n

thuong hién tai.

1. Giai Phau Hoc Cua Cam Giac Pau
C6 3 loai thy thé cam nhan dau: thu
thé co nhiét A-0, thy thé da thirc C,

va thy thé dau ¢ da duoc mé ta gan day
chi bi kich hoat trong qué trinh viém.
Thu thé cam nhan dau co-nhiét A-0 c6
lién quan dén soi nho myelin A-3 va

dap tmg chu yéu véi kich thich co hoc.
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Hinh 1.1. Truc than kinh cdm gidc dau

Kich thich thu thé co nhiét A-0 gay ra dau nhu dao dam.

Thu Thé Pau Nhire C (C polymodal cociceptors) c6 lién quan dén soi khéng myelin

C va dap Gmg véi nhiéu kich thich nguy hai khac nhau (d6 13 héa hoc, nhiét va co

hoc). Thy thé dau nhirc C gay ra cam giac nhu bi bong khi bi kich thich. Loai thu thé

dau nay cling dong vai tro trong quang do cua da c6 lién quan dén hi¢n tugng viém

do than kinh.

Thu Thé Kich Thich Viém Pwge Cau Thanh Tir Cac Soi Khong Myelin C. Khi

khong c6 viém, chung yén lang va khong dap tng véi ca kich thich nguy hai manh

liét nhat.

Xung tiép nhan dau chuyén tir ngoai vi vao tily song qua ré sau nhu cac xung dién

trong qua trinh dan nap (transduction)..



Cé 2 loai no ron ¢ ngay
sau tiry sdng.

No ron tiép nhan dac
hiéu va no ron co dién
dong rong (wide-
dynamic range neuron).
No ron tiép nhan dac
hiéu dap ting vo1 mot
loai kich thich dac biét
(thi du nhu nhiét, ap
lyc, v...v...). N6 co
dién tham chiéu nhé va
duoc to chirc theo dinh

khu co thé.
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Hinh 2. Dén truyén tin hiéu dau

No ron c6 dién dong rong dap ung voi nhidu loai kich thich. N6 c¢6 dién tham chiéu

rong.

Céac buong Pén ciia ca Thu Thé Pau A-6 va C ¢6 than té bao & Hach R& Sau. Soi di

vao tiy song va cho ra cac nhanh bén di 1€n va di xuéng dé tao thanh bo Lissauer trén

16p ndng cua sung sau trude khi di vao sting sau. No ron ¢ sung sau tao thanh dudng

cam nhan dau di lén.

Céc recepor dau va dan truyén ngoai bién:

Loai soi Ky hiéu | Puong kinh | Toc do (m/s) Chtre ning

A — alpha and beta II 5-20 30-70 Va cham ap luc

Lén, myelin hoa nhiéu

A — gamma Ia 3-6 15-30 Huéng cot song

A —delta I 2-5 12 -30 Dau va nhiét do,

Nho, it myelin hoa xuc giac (vat nhon,
dau nhoi, kim

cham)
C v 03-1,1 05-2 Pau cham va nhiét
Nho, khong myelin do (phoéng, con dau




hoa

khong xac dinh vi

tri)

Céc thudc gidm dau hoat dong trén nguyén tic:
— Uc ché& phéng thich cdc ch't trung gian gdy viém (NSAID)

_ Uc ch€ sy din truyén than kinh (cdc opiate)

rc CHE
N
puoNs TRUYEN | o
CAM GIAC PAU . = ; ’/V

-—@

HOAT KiCH THICH
K:<$|'-<|§Tc':_|rl|(|:5| PONG ——> DAN TRUYEN ———————>
b C- FIBRE THAN KINH
/ /O/ \ )\ (Gic’ o
= | ENKEPHALIN, GABA
PHONG THICH SAN XUAT PHONG THICH
CHAT TRUNG GIAN NGF NEUROPEPTID =
(BK, 5-HT, PGs...) (SP, CGRP...) ? Cac neuron
t / | lien két tai chd

\ Y spviom ——

Co ché tac dong can thi¢p giam dau (Rang HP et al, Pharmacology,

Eservier, 2007)
2. Phan loai dau:

, g 0 N A
C6 hai ki€u dau: dau “nhanh” va dau “chim”

- Dau nhanh: x4y ra khi va cham vé6i vat nhon hoic dién, thudng xud't hién &

ngoai bién, khdng c6 G cac ndi tang
- Pau chim: do su t6n hai cdc mé nim siu trong cd thé
3. Nhén thitc dau va gidi tinh:

Dich té hoc:

Nhitng biing chitng dich t& hoc déu cho thid'y phu nif thudng bi dau hon, con dau

x4y ra trén nhiéu viing clia cd thé véi cudng dd cao hon va thdi gian kéo dai hon



so vdi nam gidi. Theo s& liéu thong ké dudc, sau khi phau thuat, chi c6 277 nam
can dén morphin d€ giam dau, trong khi & nit con s6 nay 1a 423.
Mot s& bénh ma triéu chitng dau 12 dau hiéu chli y&u nhu nhitc dau, dau khép...
cing xuat hién nhiéu hon trén nit gidi.
Mot nghién citu dugc ti€n hanh trén 4.506 ngudi tudi tir 20 d&€n 64 tai Thuy Pién
da cho thdy nif giGi c6 nhi€u con dau hon, mic d6 dau ciing nhiéu hon va dau
thudng kém véi mot tinh trang khdc nhu lo au, tram cdm.
Y hoc lam sang chirng cd cling da chitng minh c6 sy khic nhau gitra hai giéi trong
diéu tri dau. Khi st dung kappa opioid, butorphanol va nalbuphine trong gidm dau
hau phiu, ngudi ta thi'y ring nit c6 ddp ¢ng t6t hon nam.
Nghién citu hinh anh nio:
— Khi diing phudng phdp chup tia positron dé so sdnh su khdc biét vé cdm gidc
dau trén hai gidi tinh bi€u hién trén viing ndo dugc hoat héa, ngudi ta nhan thiy &
nit gi6i, dau do nhi€t d§ 1am gia tdng hoat h6a vung anterior insula va thalamus
hon so v6i nam.
— Khi gy dau bing tia laser: Nit hoat héa nhiéu & viing cdm xtic (perigenual
Cingulate), nam hoat héa nhiéu & viing phu trach cdm gidc (vd primar va
secondary somatosensory cortices).
Su khéc biét vé cdm gidc dau trén 2 gidi do nhiéu y&u to gy ra:

* Yé&u td sinh hoc

*  Di truyén hoc:
Trén loai gim nhim:
Mot cudc nghién cttu dudc ti€n hanh trén cdc loai gim nhadm bdi cdc nha khoa
hoc thuoc Bo mon Tam 1y than kinh, trung Pai hoc Illinus (Hoa K¥) da cho thay
rang sy khic biét giita 2 gidi tinh vé& nhan cdm tdn thuong do nhiét va tdc dung

gidm dau ctia morphin phu thudc vao ki€u di truyén (genotype)



Trén ngudi: Ngudi ta nhin thdy nhitng ngudi téc dé cAn mot lugng desfluorane
16n hon nhitng ngudi téc den dé dat dugc cdm gidc nhu nhau. Vay thuc su c6 mdi
lién hé gilta mau téc véi cam gidc dau hay khong?

- Céc nghién citu cho thdy gen MC1R dnh hudng trén cdm gidc dau va tic dong
cia thudc gidm dau. Gen MCR1 1a gen chiu trdch nhiém sin xuit sic t6 cho co
thé. Mot sy dot bién vé gen nay sé& khi€n cho téc trd nén dé va ting do nhay cdm
vdi cam gidc dau.

- Hormon sinh duc ciing gay ra sy khdc biét vé cdm gidc dau trén hai gigi. CAm
gidc dau clia nit gigi thay d6i trong sudt chu ky kinh nguyét theo sy dao dong nong
do estrogen-progesteron trong méau. Tuy thudc vao phuong phap giy dau, ngudi
phu nit s€ c6 nhitng ddp ing khac nhau trong nhitng giai doan khac nhau cua chu
ky kinh. D6i véi kich thich dién, ngudng dau clia ngudi phu nif ting 1&n trong giai
doan hoang thé (luteal phase). Vi nhitng phuong phap giy dau khic, ngudng dau
tdng 1€n trong giai doan nang (follicular phase).

I1. St dung thud'c giam dau sau khi mé bit con

Phu nif sau khi mé bit con thudng c¢é nguy cd bi huyét khdi do bat dong 1au ngay
va thudng budn ngti do tdc dung clia thudc gidm dau opioid. Trong trudng hop
nay, ngudi phu nit thudng mong mudn di lai duge, mudn trd vé trang thdi tinh tdo
va khde khodn. Do d6, thudc gidm dau sit dung sau md bat con phai ddm bio sy
thuin tién va thodi mdi cho ngudi me, it &nh hudng 1én viéc chim séc tré dong
thdi phai it qua sira me, it anh hudng 1€n tré sg sinh.

Trong vong ba thing dau sau md, ngudi phu nit s& bi dau bung nhiéu hon so véi
sinh thudng. 60% phu nif s& c6 dau & vét thuong trong vong 24 tuan sau khi md.
Tuy nhién, trong ca 2 trudng hgp, tinh trang dau ddy chiau va dau lung xay ra
tuong ty.

1. Lua chon thudc giam dau:

Nguyén tic chung dé chon lua thudc giam dau hau phau:

- Thudc ding duoc cho tré so sinh, s& an toan khi sir dung cho phy nit cho con bu



- Cho tré bt truéc mdi 1an uong thude

Ngoai ra, can dya trén muc do dau va doi tuwong diéu tri dé lya chon thude giam dau

phu hop
Murc d6 dau Déi tuong Tri liéu dé nghi
Nhe Trong ngay/ nfi tra Paracetamol
Nhe - trung binh  Trong ngay/ ndi tra Paracetamol + opioid nhe (codein,
dihydrocodein)
Trung binh — ndng Trong ngay/ ndi tru Paracetamol + opioid nhe (codein,
dihydrocodein) + NSAID
Nang Noi tra 1.v./i.m. opioid (vd. morphin) + NSAID
R4t nang NOoi tra Giam dau diéu chinh tuy bénh nhan
morphin + NSAID
Cuc dau Noi tra Té ngoai mang cung opioid + té tai chd

(Theo Richards D, Oxford Handbook of Practical Drug Therapy Oxford University Press 2005)
* T¢ chiic NICE (National Institute for Health and Clinical Excellence) da
dua ra nhitng huéng din vé viéc sit dung thudc giam dau hau phiu:
- St dung diamorphine (0.3-0.4 mg tiém tiy song) trong va sau khi md bdi vi
né 1am gidm viéc si dung bs sung cic thudc gidm dau khic. C6 thé thay thé bing
gdy té ngoai mang ciing v4i diamorphine (2.5-5.0 mg)
- Triliéu bing cdc thudc gidm dau opioid nén diéu chinh tiy theo bénh nhin
(Patient-controlled analgesia)
- N&u khong c6 chong chi dinh, NSAIDs nén st dung lam mot thudc gidm dau
bd trd vi 1am gidm lugng opioid
- Khuyén cdo phu nit sau khi mé bit con nén diing cic thudc gidm dau:
e dau nhi€u: co-codamol (codeine phosphate and paracetamol) vé6i ibuprofen
e con dau muc trung binh: co-codamol

e dau nhe: paracetamol



*  Cong thic giam dau cho mé bit con dua ra bgi bénh vién St Michael’s
Hospital, Bristol, UK:

- Sau khi m&, bénh nhin dugc tiém morphin 1 mg (1 ml) bing cdch st dung
thi€t bi gidm dau c4 nhan (patient-controlled analgesia- PCA). Pay 1a mot thi€t bi
phan phdi thudc ¢6 bd phan bom thudc gin véi ddy truyén dich dua thudc vao co
thé qua tinh mach chi trén hoic chi dudi. Thé tich cia mdi 1an bom dugc giit hiing
dinh, do d6 bénh nhan dudc phép tu dung thudc gidm dau trén co sé'as need'
basis. Khi xuat vién bénh nhan dugc ké thudc gidm dau dudng udng

- Diclofenac 100 mg dit sau khi k&t thic phAu thuat (chdng chi dinh & ngudi bi
tri hay tién sdn giat)

- St dung thudng xuyén paracetamol va diclofenac trong 3 ngay dau

2. Céc loai thu6c gidm dau hau phiu:

Céc thudc gidm dau opioid:

Codeine Thudng gdy budn nén

Oxycodone Phd&i hdp v6i acetaminophen hay
aspirine

Morphine

Hydromorphone Téc dung ngin hon morphine sulfate

Levorphanol Téc dung dai hon morphine sulfate; hap

thu t8t khi uéng

Methadone Gay budn ngi kéo dai do thdi gian ban

thdi kéo dai

Meperidine Hap thu ké m khi udng; normeperidine

12 mot chat chuyén héa giy doc

Fentanyl Ti€ém hay dén

Phé bi€n nha't 14 morphin, dugc tiém vao truc thin kinh (neuraxial). Morphin dudc

NEEPN ~ N R 3 A . R 1< ~ N A A
xem la ti€u chuan vang dé€ di€u tri dau sau mo bat con. Chat nay gay t€ chon loc




cot song bing cdch gin véi cdc opioid receptor § substantia gelatinosa ctia dorsal
horn & cot song gan vi tri tiém.

Thai gian tdc dong cia morphin 1a 15 phiit né€u tiém vao cdt sdng (intrathecal)
va 30 phit n€u tiém ngoadi mang citng (epidural).

Téc dung ngoai y ctia morphin khong ddng k€. Theo s liéu thong ké dudc, cit
100 phu nif sit dung 0.1 mg of morphin tiém tiy sdng d€ gy té cot song thi 43
ngudi c6 hién tuong ngira, 10 ngudi budn ndn, 12 ngudi 6i mira nhung khong can
diéu tri. Tdc dung tc ch€ ho hap clia morphin rat thap.

Céc opioid dung udng:

Codeine 60 mg uéng mdi 4 d€n 6 gid (24gid, t6i da 240 mg)

Oxycodone 5 mg udng mdi 4 gid (24 gid, 30mg)

Cic thudc giam dau khong opioid:

Acetylsalicylic acid | C6 dang vién tan trong ruot
Acetaminophen it c6 tac dung phu
Ibuprofen
Naproxen Tac dung dai do thoi gian ban huy dai
Ketoprolac Dung trong hiu phau dé bo cac thude giam dau
Co6 thé tiém bap
Trisalicylate It tac dung trén tiéu hoa va tiéu cau hon aspirin
Indomethacin Tac dung phu trén duong tiéu hoa: thuong xuyén
Tramadol Giam dau manh, tac dung phu twong tu nhung it gay uc
ché ho hap

*  Aspirin: khong dugc sit dung trong trudng hgp md bit con vi theo Uy ban an
toan Y khoa(Committee on Safety of Medicines), aspirine c6 lién quan d€n hoi

chiing Rey & tré em.



*  Acetaminophen (paracetamol): 12 mdt chat c6 tdc dung ha nhiét, gidm dau
nhung khong c6 tinh khang viém. Hoat dong theo co ché tc ché cyclo-oxygenase
tai trung uong va lam giam nhe prostaglandin ¢ ngoai bién.

- Liéu dung:

+ Liéu 1.000-mg 1am gidm dau nhiéu hon hin so véi liéu nhd (325 d&€n 650 mg)
+ Don liéu 100 mg/kg giy tdn thuong gan

+ Liéu khuyén cdo 1.000 mg uéng ngay khi sau khi c6 thé udng dugc

+ Liéutdidaladg

*  Thudc khang viém khong steroid (NSAID)

Lua chon NSAID nén dua vao:

+ T&c dung phu

+ Gid thanh

+ Liéu ddu: dit tryc trang ngay sau khi m8

+ Sau d6 dung liéu udng

- St dung NSAID

+ Naproxen 500 mg truc trang sau d6 1a naproxen sodium

500 mg uéng mdi 12 gid, 6 licu, rdi tly theo tinh trang bénh nhan

+ Diclofenac 100 mg (dit truc trang) = udng diclofenac 100 mg mdi 12 gid, 6
liéu, sau d6 tuy theo tinh trang bénh nhan

+ Uong ibuprofen 400 mg sau mdi 4 dén 6 gid 72 gid dau tién. Phdc dd nay dva
trén k&t qua cia mot nghién cttu dugc thuc hién bdi Peter Jakobi va cong sy trén 2
nhém bénh nhan udng ibuprofen 400 mg trong ngay diu sau mé 14y thai (Am J
Obstet Gynecol, 187(4), 1966-1969). Nhém thit nhi't ¢ 60 bénh nhin udng
ibuprofen tuly theo nhu cau va nhém thit 2 gdm 54 bénh nhan dugc udng thudc
theo khodng thdi gian dinh truéc. K&t qua thong ké cho thdy mic dd gidm dau

trén nhém udng thudc theo khodng thdi gian dinh trudc cao hon.



+ S dung kem (NSAIDs) vdi opioid lam gia ting hiéu lyc cia opioid, gidm s
dung opioid va lam gidm tdc dung phu khi st dung opioid giam dau toan than hay

gdy té truc than kinh sau khi mé.
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So sdnh hiéu qua gidm dau giita phdc d6 dung NSAID kém theo opioid vdi phéac
dd chi dung opioid ( Dahl V et al, International Journal of Obstetric Anesthesia

(2002) 11 91-94)






