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Muc dich cua bai trinh bay

Trinh bay quan diém vé xir dung thudc
Acetaminophen va thudc chong viém khong steroid
(NSAID:non steroid anti-inflammatory drugs) trong
diéu tri cac bénh nhiém trung phd bién c6 sot ¢ tré em:

Nhiém khuan hé hap cap tinh

Viém da day ruot ( Ly truc trung)

Nhiém trung vi rit pho bién (dic biét sot Dengue va
Dengue xuat huyét)



PAT VAN PE

Mot so nhian xét dua trén cip nhat thong tin
va kinh nghiém vé xir dung thuoc ha nhi¢t
cho cac bénh nhiém trung pho bién ¢ tré em:



Thuoc dwoc ban tw do khong can ké don

Lam dung: liéu lwgng va thoi gian xir dung



Khuynh hwéng muon ha nhiét nhanh

Khoéng chii y dén cac

can thiép khac: cho

udng nuoc day di G
va theo déi cac dau

hiéu nguy hiém.

Tac dung bat loi

Bénh tat xau di




— .

Trong sot Dengue
Sau khi uong
acetaminophen, nhiét
d9 tré khong ha nhiéu
nhw mong muon




Xir dung acetaminophen hay NSAID ciing phé bién doi
— v6éi nhitng bénh nhiém trung cé sot nhe duwdi 38°5 C.




Acetaminophen dwgc chuyén hoa tai gan.

Dengue va Dengue . Viem da day rugt

xudt huyét

Chit dc chuyén héa




Tac dung bat loi ciia NSAID

“Da day ( xuat huyét)’ | "

“Than ( suy than ) ~




Cac nghién ctru da nguon gin day cho thay tic dung giy ha
nhi€t cia acetaminophen va NSAID khong co su kKhac biét véi
cac phwong phap ha nhiét vat ly.

-

Thudc Ha nhiét vat ly



Tw nhirng ghi nhan trén day
can phai xem xét lai xit dung
thudc ha nhiét trong diéu tri
sot doi voi cac bénh nhiém
trung pho bién & tré em?




“Sinh 1y va bénh ly vé sot,
"Thudc acetaminophen va NSAID , tiac dung,
chuyén héa va ngd déc,

"Gan & than trong mot so bénh nhiém trung.



Nhiém trung, viém hay chan thwong

/ Macrophages \

Ha nhiét noi sinh

Sinh nhiét noi sinh
ei‘%ijIL-l,IL-6,IL-8,Mip 1B, e.g.,IL-10,IL, AVP,TNFa, a-
LN MSH,Glucocorticoids

Ha khau
Nhiét do diém

> e , L 2ol . oA o-MSH ( melanocyte
Khoi phat co ché dieu hoa nhiét stimulating

hormone.)
MIP-1 B (Macrophage- l AVP:Arginine
inflammatory protein-1 3) vasopressin

Molecular Biology of Thermoregulation; Cytokine regulation of fever: studies using gene
knockout mice; Appl Physiol 92: 2648-2655, 2002; doi:10.1152/japplphysiol.01005.2001, 8750-7587/02



Kham pha méi vé cytokine lién quan dén sot:

Hai loai cytokines hoat ddng trong qua trinh giy sot .

<% Cytokine néi sinh gay sot gom interleukin (IL)-1, IL-6, IL-8,
macrophage-inflammatory protein-1 3 (MIP-1 ), va interferon- v.

<+ Cytokine va chat giam sot ndi sinh gom IL-10, arginine vasopressin
(AVP), a- melanocyte-stimulating hormone (o -MSH), va
glucocorticoids.

«»Tumor necrosis factor- a. (TNF- o), vira 1a chat sinh nhiét va giam

nhiét néi sinh tuy theo diéu kién thir nghiém.



Nhu vay: Sot 1a két qua ciia tac dong qua
lai giita cytokine gy sot va cytokine giam
sot va cac hoc mone khac, tao ra mirc do
va thoi gian sot.




Chét sinh nhiét
Noi sinh

Phospholipids

Steroid gay ha nhiét & day
tré em dang diél trj steroid
c6 thé khong sét khi bj
nhiém trung

Prostaglandin va vai tro

Arachidonic acid

cua Acetaminophen va
NSAID

Acetaminophen
va NSAID tac dung & day

Prostaglandin

Chinh lai bd
Diéu nhiét tai
Ha khau Source: Casey G (2000) Fever management in

children.Nursing Standard. 14, 40, 36-40. : March 9

2000.



CHUYEN HOA ACETAMINOPHEN
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Source: Black M Acetaminophen hepato-toxicity. Gastroenterology 1980;78:385



NGO POC ACETAMINOPHEN

" Liéu diéu tri : 10-15mg/kg/ q 4 —6 hr.

"Liéu giy ngd ddc cap tré em: 150mg/kg.

"60-90% thudc dugc két hop vai sulfate va glucuronide dé
chuyén thanh hop chat khong hoat dong va dwoc thai boi thén .
"Mt phan nhé (5-10% licéu diéu tri) dwoe chyén hoa béi hé
thong men gan cytochrome P450 (CYP2E1) thanh N-acetyl-p-
benzo-quinone imine, (NAPQI) , 13 mdt chat doc chuyén hoa c6
thé giy chét té bao gan va hoai tir gan.

"NAPQI dwgc nhanh chéng chuyén thanh hop chat khong doc
nho két hop khong hoi phuc véi glutathion va dwore thai qua
than.



NGO POC ACETAMINOPHEN

Thira NAPQI x4y ra khi:

" Lwong acetaminophen uong vao nhiéu

"Hoat dong ctia CYP2E1 gia ting do bi hoat hoa béi
cac thudc khac hay béi ruou.

" Twong tranh giira cac enzyme két hop.

" Thiéu hut du trir glutathion do SDD, viém gan,hay do

uong ruwou man tinh.



CHUYEN HOA NSAID



NSAID la thuoc cé tic dung giam dau, ha nhiét va
chong viem.

Cac thudc chinh ciia nhom nay la aspirin, ibuprofen
(cac thudc khac gﬁm,diclofenac, mefenamic acid,
phenylbutazone, piroxicam celecoxib, nimesulide,
omega-3.)

Acetaminophen co hoat tinh khang viem khong dang
ke vi vay no khong that su 1a chat NSAID.



Tissue injury

]

Phospholipids
Leukotrienes
Arachidonic acid * Bronchoconstriction

Inducers

il
* Cytokines
/ = Growth factors
COX-2

Inhibitors

o NSAIDS (non—COX-2)
= Acnirin \
GCOX-1

(Constitutional

qlndunihle}l‘\

Inhibitors
* COX-2 inhibitors

* NSAIDS (non—-COX-2)
* Aspirin
) . Inflam landin
Gytoprotaciive prostaglandin < Rocrult intammatons calls
:E::'}T'Eﬂf tﬁ:‘f"m “‘“ﬁ]‘,ﬁﬂ * Sensitize skin pain receptors
platelet apgregation * Regulate hypothalamic temperature control

FIGURE 1. Algorithm of the bicchemical pathway shows that the formation of prostaglandins occurs via both
oyclooxygenass enzymes (COX-1 and COX-2).

THE PHYSICIAN AND SPORTSMEDICINE - VOL 31 - NO. 1 - JANUARY 2003



TAC DUNG BAT LOI CHINH CUA NSAID



Tac dung bat loi chinh ciia NSAID

(hiéu qua phu thudc vao liéu lwong)

Tiéu héa: Budn non, kho &, loét da day/xuat huyét, tiéu

chay.

Than: U nuwéc va mudi, cao huyét ap.

Hiém gip: Viém than ké&, hoi chirng thin hw, suy thén cap,
hoai tir ong than cap.

Tai Hoa Ky, khoang 103.000 nguoi st dung NSAID phai
vao vién cap ciru va 16.500 tir vong ( Hoa Ky). 10-20% bénh
nhan bi kho ¢ khi st dung NSAID

Mt thong ké tai Hoa Ky niim 2001: 42% thay thudc ké don
thuoc NSAID khong can thiet.



Chuyén hoa NSAID.

Phan 16n NSAID dwoc chuyén hoa tai gan bang oxy
hoa va bang ket hgp deé cho cac chat chuyén hoa
khong doc va dwgc thai chu yéu trong nuwoc tiéu.

Chuyén hoa thudc c6 thé khong binh thwong trong
mot so0 bénh ly, va co thé ton dong lai trong co thé, du
voi lieu binh thwong.



GAN TRONG SOT DENGUE



"Vi rit dengue dwgc tim thay trong gan.
" Xuat huyét xay ra tai gan.
®Gan lon va va ¢6 thim nhiap mé.
®Transaminase tang.
"Protein mau giam.
"Bién chirng trong sot Dengue:
<+ Ton thuwong nao do choing
kéo dai, do xuat huyét nao.
“*Viém co tim.
“*Suy gan.




CAC NGHIEN CUU VE HIEU QUA VA
BAT LOI CUA XU DUNG

ACETAMINOPHEN VA NSAID
TRONG PIEU TRI SOT O TRE EM.




Hiéu qua cua
acetaminophen trén sot



CHIEN LUQC TIM KIEM TU LIEU: Pé tim hiéu hiéu qua ciia
acetaminophen trong diéu tri sot ngwoT ta da tim hiéu: Cochrane
Infectious Diseases Group specialized trials register (November 2001),
The Cochrane Controlled Trials Register (The Cochrane Library Issue
4,2001), MEDLINE (1966 to November 2001), EMBASE (1988 to
November 2001), LILACS (2001, 40a Edition CD-ROM), Science
Citation Index (November 2001).

TIEU CHI CHON :(1) acetaminophen véi placebo hay véi khong diéu
tri; (2) Acetaminophen vai ha nhiét bang vat ly ( chwom, tam va quat)
Keét qua nghién ciru la thoi gian hét sot, va co giat do sot.

Két qua:
Khong co bang ching rang Acetaminophen gay ha nhi¢t hon

placebo.
Khong co suw khac bi¢t giira vé hiéu qua ha nhi¢t bang
acetaminophen hay ha nhiét bang phwong phap vat ly

Source: Meremikwu M, Oyo-Ita A.Paracetamol for treating fever in children. Cochrane Database Syst Rev.
2002;(2):CD003676.Ann Emerg Med. 2003 May;41(5):741-3.



Bat lgi ciia acetaminophen trén bénh tat.

( Plaisance KI, Kudaravalli S, Wasserman SS, Levine MM, Mackowiak

PA .Effect of antipyretic therapy on the duration of illness in experimental
Influenza A, Shigella sonnei, and Rickettsia rickettsii infectionsPharmacotherapy.
2000 Dec;20(12):1417-22.)

“Piéu tri ha nhiét giy kéo dai thoi gian bénh & ngwéi tinh nguyén
nhiém influenza A, nhiém Shigella sonnei.

Graham NM, Burrell CJ, Douglas RM, Debelle P, Davies L.Adverse
effects of aspirin, acetaminophen, and ibuprofen on immune function, viral
shedding, and clinical status in rhinovirus-infected volunteers.J Infect Dis.
1990 Dec;162(6):1277-82

"Xir dung aspirin va acetaminophen lam giam dap @ng khang thé
trung hoa (p<0.05 so vai placebo) va tang triéu chung ¢ mui (p<0.05
so vOi placebo)

"Xir dung thudc aspirin va acetaminophen lam ting thoi gian luu tri
vi riit trong co thé.



Bat lgi ciia acetaminophen trén bénh tat.

Kramer MS, Naimark LE, Roberts-Brauer R, McDougall A,
Leduc DG.Risks and benefits of paracetamol antipyresis in young

children with fever of presumed viral origin.Lancet. 1991 Mar
9;337(8741):591-4

"Khong c6 sw khac biét gitra nhém udng thudc acetaminophen
va placebo vé thoi gian trung binh ciia sot ( 34.7 so voi 36.1 gio)
hay cac triéu chirng khac ( 72.9 so vai 71.7 gio), khong co6 su
khac biét c6 y nghia vé tinh tinh, dé chiu, thém iin hay uong
nudc gitra hai nhom.



Bat lgi ciia acetaminophen trén bénh tat.

Sugimura T, Fujimoto T, Motoyama H, Maruoka T, Korematu S, Asakuno Y,
Hayakawa H.Risks of antipyretics in young children with fever due to infectious

disease. Acta Paediatr Jpn. 1994 Aug;36(4):375-8.).

Nghién ctru trén 208 tré tir 6 thang dén 15 thang tudi bi sot do
mic ciac bénh nhiém khuan. So liéu acetaminophen,10mg/kg/ ngay
x 3 ngay bénh dwoc ghi nhan.Nhém viém phdi, gom 101 tré 1a
nhirng tré c6 tién trién dén viém phoi, nhém chirng gom 107 tré la
nhirng tré bi bénh nhung khong tién trién dén viém phoi

Két qua cho thay so liéu acetaminophen trung binh/ngay & nhém
viém phai (2.52 +/- 0.80) cao hon so véi nhém chirng (1.37 +/- 0.72,
P < 0.001); khong c6 su khac biét vé nhiét do co thé giira nhém
viém phdi va nhém chirng Iiic bi bénh (38.7 +/- 0.65 vs 38.8 +/- 0.54
d$ C). Két luan:cho nhiéu thudc ha nhiét cho tré em bi bénh nhiém
trung c6 thé 1am cho bénh tién trién xau di.



Tac dung bat lgi ciia NSAID
trén bénh tat



Bat lgi ciia NSAID trén bénh tat.

Diaz-Quijano FA,Villar-Centeno LA, Martinez-Vega RA. Effectiveness of early
dipyrone administration on severity of dengue virus infection in a prospective
cohort. Enferm Infecc Microbiol Clin. 2005 Dec;23(10):593-7.)

"Dipyrone c6 kém theo nguy co gia ting dengue xuit huyét (RR
=17.29; 95% CI: 1.79-29.34; p = 0.0016).S6 lwong dém tiéu cau
cua nhom st dung dipyrone (trung binh: 105,588.2 plat/microl)
thap hon ré rét c6 y nghia so voi nhém chirng (TB: 145,698.9
plat/microl) v6l suw khac biét = 40,110.69 plat/microl; 95% CI:
1597.36-78,624.02; p = 0.0414.

"Két luan ciia nghién ctru:xir dung sé'm thuoc dipyrone, mjt loai
NSAID, cho nhirng bénh nhan bi nhiém virat dengue dan dén
giam ti€u cau va gia tang nguy co tién trién dén dengue xuat
huyét..



Bat lgi ciia NSAID trén bénh tat.

Ulinski T, Guigonis V, Dunan O, Bensman A.Acute renal failure after
treatment with non-steroidal anti-inflammatory drugs.Eur J Pediatr. 2004
Mar;163(3):148-50. Epub 2004 Jan 24

Trong vong 20 thang bénh vién Trousseau da nhan 7 tré em bi tieu
chiy,non va sot di dwoc diéu tri ibuprofen véi liéu tir 11.5-
32mg/kg/ngay trong 1-3 ngay trudce khi xuat hién suy théan cap.
Creatinin huyét twong ciia cac tré déu ting dén 180-650 micromol/l.
C6 mot bénh nhén can phai chay thian nhin tao cap ciru vi ting Kkali,
uré va phosphat. Sau khi cho ngung NSAID va hoi phuc nuéc cac
tré di hoi phuc hoan toan trong vong 3-9 ngay va vé sau.

Nghién ctru két luan: cac thudc khang viém khong steroid tré
thanh nguy hiém trong truomng hop ¢6 mat nwoc nhe..



Ban luan.



> St — c6 hai hay co lgi?

> C6 nén cho thubc ha nhiét cho tat
c4 bénh nhiém trung c6 sot?



Sot — ¢6 hai hay c6 lgi??

"3000 trudc cong nguyeén-1700 : sot co loi

" Tir thé ky 19: sot c¢6 hai do nhiém trung va vi thé thudc ha nhiét cho
dén nay van dugec str dung .

" Quan diém hién nay: Chirng cir cho thay sot 1a phan ing c6 loi cho
co’ thé doi voi nhiém trung.

" Nam 1917: Wagner von Jaure dwgc giai Nobel vi chira giang mai
than kinh bang sot rét.

®Sot cao va kéo dai lam giam tién trinh ung thw ( Bénh Hodgkin giam
tién trién sau khi bi so1 )

® Cé6 ich vi ting bién duéng co ban

" Nhiét do cao tiéu diét cac tac nhan xAm nhip vio co thé va quét
chung nhanh ra khoi co the.



Nén dung thudc ha
nhiét

Khong nén dung thudc ha nhiét

" Quan diém hién nay cho
rang sot nguy hiém va c6 hai
cho sirc khoé

®Sot néu khong diéu tri sé
din dén nguy hiém, giy ton
thwong hé than kinh trung
wong

"Lam cho b6 me yén tim

" Nguy co giy co giat

"Lam giam sy kho chiu va
cac triéu chirng khac kem
theo véi sot nhw dau co, budn
ngu, va noi sang.

"Ha nhiét d¢ givup giam thiéu

mat nwoc.

®S6t ban than tu khéi va it khi nguy hiém véi diéu kién
nguyén nhan dwoc biét ré va nwéc mat dwoce bu day di

® Sot, ngoai trir treong hop sdt qua cao, thwong dwoc
dieu chinh béi ha khau dé khong gay tang qua mirc.

® Thudc ha nhiét khong phong ’ngl‘r,a dwgc co giat.
Nhiét do tang cao dot ngot la yéu to khai phat co giat
hon la mire d cao cia nhiét do.

®am ha nhiét d9 biang thudc sé khuyén khich hoat
dong va mat niing lwong, trong khi sét cin nghi ngoi va
dé danh niing lwong dung trong viéc san xuat khang thé.
® S6t dién bién theo m§t khudn miu, qua d6 gitip chan
doan dwgc bénh. Dung thudc ha sot ¢6 thé 1am thay doi
khuén miu sot khién gay khé khiin cho chan doan. Hiéu
qua ciia viéc dung khang sinh cuing lic c6 thiét bj che
dau.




Nén dung thudc
ha nhiét

Khong nén dung thudc ha nhiét

" Thudc han nhiét c6 thé cac tac dung phu, ddi khi rat
nguy hiém.

" Thudc han nhiét giy d6 mé héi gdy mat nuwéc va giy
mat thing bing dién giai. Sir dung thudc ha nhiét lidu
cao va lién tuc sé giy cho tré mét va co thé gay soc.

" Sot giup bao vé co thé chong lai nhiém trung. Dung
thudc ha nhiét anh huéng dén sw bio vé nay.

®Thoi gian ding dé ké don thudc c6 thé dworc sir dung dé
gidi thich cho bo me vé lgi ich cua

Source: Wong Chin Khoon, fever in children. www.med.nus.edu.sg)




Acetaminophen doi v6i bénh sot
Dengue va Dengue xuat huyéet?




Theo WHO: Trong sot Dengue, acetaminophen dwoc khuyén
cao xur dung khi can thiet.

Theo y Kién ciia tdi, khong nén cho Acetaminophen trong diéu
tri sot Dengue vi nhirng ly do sau:

Duwa trén kinh nghiém thuwc té thi trong sot Dengue,
acetaminophen lam giam it nhiét do; gia dinh co khuynh huong
tiép tuc cho thuéc mong lam giam nhiét dp, va nguy co ngé déc
thuoc la diéu khong tranh khéi? Vin dé nay can dwoc nghién ciru
them.



Khéng so co gidt trong sot Dengue vi co gidt it gip trong
sot Dengue.

Gia dinh co khuynh hu’é’ng xem trong thuoc ha nhiét
hon viéc cho uong nwoc. Hiau qud la thiéu nuwoc va dién
gidi va sé din dén suy tudn hoan. Gan dé bi ton thwo‘ng vd
suy gan.

Non la trieu chwng cua ngo doc acetaminophen va ciing
la trieu churng chiém den 57,9% trong sot Dengue xudt
huyet. Non gay can tro viéc uong nuoc.

Trén thi trwong hién nay, paracetamol dwoc phéi hop
VOl cac thuoc khac nhw chlorpheniramine. Tre deé bi ngu
ga va kho chiu, vi vay sé han che tre uong nwoc.



Chi cho nwoc uong mot minh, gia dinh sé thdy tam quan trong cua
uong nwoc (can gidai thich cho gia dinh vé vai tro quan trong cua nwoc va
dién giai trong sot Dengue).

Ciu héi dit ra la phdi ching cé mét sé truwong hop ning la do diing
acetaminophen som qua lieu ma van nghi la do thé nang cua bénh: Day
la van de can dwoc nghien cuu !!!

Xem xét giira loi va bat lgi ciia viéc ding acetaminophen trong diéu tri
sot Dengue va Dengue xudt huyét thi toi khuyén khong nén cho:Nhitng
diém loi ciia acetaminophen ( giam dau co, va ha nhiét it ) it cé gid tri so
v6i nhitng tdic hai ciia né cé thé gay ra trén gan.

Chung ta cé thé sir dung cdc phwong phap ha nhiét khac, khong gay
ton thiwong cho gan nhwng lai cé loi nhw uéng ORS. Chwom am, tam am
cing la mot phwong phap ha nhiét co hiéu qua nhw dung thuéc ha nhiét
nhwng it tac hai hon.



Acetaminophen & NSAID
doi voi bénh tieu chay?




Sot khong phdi la yéu to chinh gady co gidt trong nhiém tring
shigella.

Prostaglandin va tumor necrosis factor alpha (TNF-alpha) truoc day
dwoc xem la nhitng chat tién co gigt trong nhzem trung Shlgella vd
Enterohemorrhagtc E.coli. Cac nghién curu gan dday ghi nhdn nong do
cao prostaglandin D2 and TNF-alpha, co thé co tic dung i ché co giat
trong nhioém trung Shigella.

Cdc nghién ciru gan ddy cho thay Corticotropin-releasing hormone
(CRH) tang kha nang gady co giat khi nhiem S. dysenteriae.

Kinh nghiém cho thdy, trong diéu tri ly truce triing,boi phu nwée va
di¢n giai va khang sinh nhay cam kip thoi la hai can thi¢p quan trong
lam cai thién bénh nhanh trong vai gio hon la cho thuoc ha nhiét..

Voi tac dung bat lgi, c¢é thé dwa dén Suy thin,thuéc NSAID khong
nén cho trong ly truc trung hay cdac nguyén nhan gay tiéu chay khac co
kem theo sot.



Acetaminophen &NSAID
d6i véi bénh nhiém khuan hé hap cap tinh?




v Acetaminophen va NSAID la hai logi thuoc dwoc siv dung rit pho
bién trong NKHHCT. T. huéc dwoc sir dung rleng le hay phoz hop voi
cdc thuéc khang histamin hay long dom, vi vy khd néing sir dung liéu

cao la khong thé tranh khéi.

v' Phén tich da bzen cho théy diéu tri ha nhiét lam tang thoi gian bi
bénh va cho thuoc ha nhiét tre by benh nhiém trung lam cho benh

xdu di va lam tang thoi gian nam vién .

v Thuee té cung cho thdy co mot so trwong hop NKHHCT ( Viém
amidan cdp, hay viém phoéi do mycoplasma) acetammophen khong co
tac dung ha nhiét, va steroid dwoc ghi nhdn co hiéu qua rdt ro trong

nhirng truwong hop nay.[2]

v Y kién ciia t6i cho rang doi véi nhitng trygong hop NKHHCT nhe (
sot <38.50C ) chiing ta khong nén cho thfibc ha nhiét, va cé thé cho

trong nhirng truong hop sot cao trén 390C.



KET LUAN.



Cap nhat thong tin hién nay veé sinh 1y bénh ciia sot, vé co ché
tac dung cua thuoc ha nhiét va dwoc hoc ciia no s€ giap cho
nguoi thay thuoc quyét dinh : ¢6 hay khong swr dung thuoc ha
nhiét.

Théng thwong thuoc ha nhiét dwoe cho vi y mudn ciia bo me
hon la do y muon cua tré .

Poi véi tré em, cho hay khong cho thudc ha nhiét nén dua trén
the trang cua tré hon la nhié€t do cua nhiét ke..

Khong nén cho thudc ha nhiét d6i véi sot Dengue va DHF xuat
huyét.



Khong nén cho Acetaminophen va NSAID cho cac
bénh nhiém trung duwong ruot co sot, va dac biét co
mat nwoc.

Khong nén cho Acetaminophen va NSAID ddi voi
NKHHCT c6 sot <3805C.

Phan 16m sot trong trong bénh tit sé tw khoéi. B6 me
thwong lo ling va so hai.Nhiém vu ciia thay thuoc la
giai thich cho b6 me ring, sot 13 mét phan ing binh
thuwong ciia co' thé doi véi bénh nhiém trung, va sot
gitp tré thang dwoc bénh tat.
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Body temperature too hypothermic
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