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80 mg acetaminophen/2.5 mL

Keep out of the reach of children.
Read the leaflet carefully before use.
Shake well before use.

Indications, administration,

contraindications and other
information; refer to enclosed leaflet.

Store below 30°C.

Specification: In-house.
Manufactured by/San xuét tai: OLIC
(THAILAND) LIMITED,

166 Moo 16 Bangpa-In Industrial
Estate, Udomsarayuth Road,
Bangpa-In District, Ayutthaya
Province, Thailand/Thai Lan.

SBK:

CTBK: JANSSEN-CILAG Ltd., Thai Lan.

Relief of
Children's Fever and Pain

Box-of 1 bottle 80ml'with a'measuring cup!

—
Janssen )'

80 mg acetaminophen/2,5 mL

Dé xa tm tay tré em.

Poc ky huéng dan siv dung truée
khi ding.

Lac ky trwoc khi ding.

Chi dinh, cach ding, chéng chi dinh
va cac thong tin khac: xem trong to ,
huwéng dan st dung thude kém theo. {jiﬁm Pau, Ha Sot

Bda quan dudi 30°C. Cho Tré Em

Tigu chuan: TCCS.
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LABELING

Primary packaging of Children’s Tylenol

80 mg acetaminophen/2.5 mL 80 mg acetaminophen/2,5 mL

Dé xa tam tay tré em.
Lic ky trwée khi dung.

Keep out of the reach of children.
Shake well before use.

HON DICH UONG Chi dinh, cach dung, chéng chi dinh va cac

Indications, admir ion, contraindi théng tin khac: xem trong ter hudng dan sit
and other information: refer to enclosed leaflet . . dung thuéc kem theo.

= Giam Day, Ha Sat I
Store below 30°C o Cho ‘Tri Em Béo quéan dudi 30°C.

CTEK JANSSEN-CILAG Ltd,, Thai Lan.

Manufactured by/Sén xuét tai
OLIC (THAILAND) LIMITED, Thatland/Thai
Lan,
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1ANSSEN“

Pé xa tam tay tré em.
Poc ky hwéng dan sir dung trude khi ding.
Lic ky truée khi dung.

THANH PHAN
Thanh phin dwoc chat: Mdi 2,5 mL (1/2 thia cafe) c¢6 chia 80 mg acetaminophen

(paracetamol).

Thanh phén ti dwoe: Siro ngd ham luong fructose cao, propylene glycol, glycerin, dung dich
sorbitol, nude tinh khiét, gom xanthan, cellulose vi tinh thé (Avicel RC 591), acid citric khan,
natri benzoate, butylparaben. d6 FD&C, huong anh dao nhén tao, natri hydroxide.

CHI PINH VA SU DUNG TREN LAM SANG Dj

La thube giam dau-ha sét dé giam dau tam thoi cac con dau tir nhe dén trung binh trong nhiéu
tinh trang lién quan dén dau co xuong, cling nhur cac tinh trang dau khic nhu dau dau (bao gbm
dau ntra dau tir nhe dén trung binh va dau dau cing co), dau tai, dau that lung, dau do viém khop,
dau bung kinh, dau co va dau day than kinh. Thube ciing duge chi dinh dé giam triéu ching sét
do cam lanh théng thudng, ciim va cic nhiém trung do virus hodc vi khuan khac.

CHONG CHI PINH

Quéa méan véi acetaminophen hodc bit ky thanh phdn nao trong cong thirc (xem Thanh phan).
Phan tmg di tmg (cht yéu la phét ban da) hodc bao cdo qua man thir phat v&i acetaminophen 12
rat hiém va thuong duoc kiém soat bang cach ngimng thude va diéu tri triéu ching khi can thiét.
Khéng sir dung ciing voi bét ky san phdm nao khéc c6 chira acetaminophen.

CANH BAO VA THAN TRONG

Cinh bso chung: Nguoi 16m va tré em tir 12 tudi tré 1én khéng duoc ding acetaminophen qua
4 g/ngay hodc sir dung nhiéu san pham cé chira acetaminophen cing mét luc. Tré em dudi 12
tudi khong nén udng nhiéu hon liéu téi da hang ngay duoc ghi & muc Liéu ding va cach dung.
Nhirng gi6i han nay bao gdm ca cac san pham két hop c6 chira acetaminophen.

Cinh bio qui lidu: Udng nhiéu hon liéu khuyén céo (qua liéu) c6 thé dan dén ton thuong gan.
Trong trudng hop qué liéu can tro gitip y té ngay lap tirc. Cham s6c y té nhanh chong 12 rit quan
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trong cho nguoi 16n cling nhu cho tré em ngay ca khi ban khong nhan thay bat ky dau hiéu hosc
triéu chimg nao.

Cac san pham c6 chira acetaminophen nén dugc dé xa tam tay cua tré em.

Ngudi ding thude la nhitng ngudi nghién rugu man tinh hodc bi bénh gan can hoi bac si xem ho
c6 nén udng acetaminophen hodc thudc giam dau khéc hoic thude ha sét hay khong. Cac bac si
nén hiéu va giam sat viéc sir dung acetaminophen & nhiing bénh nhan nghién ruou man tinh, c6
bénh thén nghiém trong hodc bénh gan nghiém trong. Cac béc si nén canh bao bénh nhan, nhiing
ngudi thuong xuyén uéng nhiéu ruou, khong dung vuot qué liéu khuyén céo cia acetaminophen.
Nhimg nguoi nghién ruou ning man tinh c6 thé ting nguy co nhiém doc gan do dung
acetaminophen qua liéu.

Bénh nhan nén duoc tu van dé ngimg sir dung va tham khao ¥ kién béc si néu ¢6 do hoac sung o
ving bi dau, néu cac triéu ching khong cai thién hodc néu tién trién x4u di; néu dau hoic sét vin
con hoac té hon; hodc néu co cac triéu chimg mai nhu sot cao, phat ban, ngtra hoac dau dau dai
dang, vi dy co thé 1a du hiéu cta tinh trang can duoc chim soc y té.

Khéng nén dung acetaminophen dé giam dau nhiéu hon 5 ngay, dé diu tri sét nhidu hon 3 ngay
hodc néu cac triéu chimg méi xuét hién ma khong hoi y kién béc si.

Trén gan: O nhiing bénh nhan bi bénh 1y gan man tinh, chuyén hoa acetaminophen cham hon,
tdng hoat tinh clia hé enzyme cytochrome P450, hodc thiéu hut du trit glutathione dugc xac dinh
la yéu t6 nguy co vé 1y thuyét dbi v6i doc tinh trén gan do acetaminophen. Tuy nhién,
acetaminophen da dugc nghién ctru & ca nguoi 16n va tré em véi nhiéu bénh ly gan bao gdm
nhiéu loai xo' gan, viém gan (bao gdm viém gan C), bién dbi ndt (nodular transformation), xo
hoa gan bam sinh va thiéu hut al-antitrypsin. Khong cé tinh trang bénh 1y nao trong sb nay co
bang ching vé tang nguy co nhiém doc gan & liéu acetaminophen hién dang duoc khuyén céo
nhung céc nghién ctru chua di manh dé xac dinh mue do nguy co. Bénh nhan bi bénh gan nén
tham khao ¥ kién bac si trude khi sir dung. S)ﬁl

Forrest' so sanh chuyén hoa acetaminophen sau mét lidu don 1500 mg & cic dbi twong binh
thuong, bénh nhén bi bénh gan nhe, va bénh nhén bi bénh gan ning. Khéng cé su khéc biét dang
ké vé tong bai tiét qua nudc tiéu 24 gid ctia acetaminophen va c4c san pham lién hop glucuronide,
sulfate, cysteine, va acid mercapturic, bang chimg cho thdy chuyén hoa cta acetaminophen tuong
tu nhu & cac doi tuong binh thudong. Tuy nhién, thoi gian ban thai bi kéo dai dang ké o nhimng
bénh nhéan bi bénh gan nang.

Acetaminophen ciing da dugc nghién ctru & nhitng bénh nhi bi bénh gan. Sau mét liéu don (10
mg/kg) acetaminophen, cac déc tinh duge ddng hoc & bénh nhi c6 bénh gan nhe, trung binh hoic
ning khong c6 khac biét dang ké. Mic di thoi gian ban thai cta acetaminophen trong huyét
tuong kéo dai & nhimg bénh nhén bi bénh gan ning, khong c6 su khac biét dang ké vé bai tiét
qua nude tiéu trong 36 gio (tré em) cua acetaminophen hodc céc chét lién hop cuia no.

O liéu khuyén céo hién nay acetaminophen 1a mot lua chon giam dau thich hop dé sir dung &
nhitng bénh nhan bi bénh gan 6n dinh man tinh khi dugc dung dudi su giam sat cua bac si.

! Forrest JA, Adrianenssens P, Finlayson ND. Prescott LF, Paracetamol metabolism in chronic liver disease. Eur J Clin Pharmacol.
1979:15:427-431.
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Acetaminophen c6 thé gdy doc cho gan trong cac tinh hudng qué lidu ¢  (vi du nhu tu tir), qua
liéu khong chu y (vi du ding qué lidu khi tac dung giam dau khong du), dong thoi sir dung nhiéu
ché phém ¢6 chira acetaminophen, qué liéu vé tinh hodc trong nhiing truong hop rit hiém gap,
la sau khi dung & mirc liéu khuyén céo, mac di mdi quan hé nhan qua chua dugc xac dinh. Phan
tmg doc trén gan c6 thé nghiém trong va de doa tinh mang. Céc triéu chimg ban dau sau khi dung
qué liéu gy doc cho gan c6 thé bao gdm budn ndn, ndn, toat mod hoi, 1o do va mét moi toan than.
Néu khong duoc diéu tri thich hop, cac triéu ching nay c6 thé tién trién dén dau ving trén ron,
la lan, sting s0, va hau qua cua hoai tir gan, chéng han nhu vang da, roi loan déng mau, ha duong
huyét va bénh ly ndo. Suy than va bénh co tim ciing c6 thé xay ra. Trong trudng hop da biét hoac
nghi ng& qua lidu, nén diéu tri bing N-acetyl cysteine ngay 14p tirc (xem phan Qua liéu bén duéi),
ngay ca khi khong c6 triéu chimg 1o rang. Khong diéu tri kip thoi doc tinh trén gan cua
acetaminophen bang N-acetyl cysteine c6 thé dan dén suy gan, din dén ghép gan va/hoac tir

vong.

Sir dung riou man tinh: Sir dung ruou qua muc c6 thé 1am ting nguy co nhiém déc gan do qua
lidu acetaminophen (cép tinh hoic man tinh). D‘T

Dir liéu tién ciru tir Kuffner> chimg minh rang nguoi nghién rwou man tinh c6 thé dung liéu
khuyén cdo ciia acetaminophen ma khong lam ting nguy co tén thuong gan. Trong nhitng nghién
ciru tién ciru, c6 do6i chirng gia dugc, cac nha nghién ctru da danh gia mt nhém bénh nhéan nghién
rugu van dang uéng rugu va cé ty 1é suy dinh dudng cao. Nhimg nguoi tham gia nghién ctru dot
ngdt ngimg udng luong ruou hang ngay va ubng acetaminophen vao ngay hom sau. Piéu nay vé
mat 1y thuyét s& lam cho ho dé bj tén thuong gy ra boi acetaminophen vi CYP2E] cua ho s& bi
cam g t6i da do ruou va s& khong c6 alcol canh tranh véi acetaminophen dé chuyén hoa bang
CYP2EI. Khong c6 su khac biét c6 v nghia théng ké vé gié tri trung binh dbi véi AST, ALT
hodc INR & nhitng ngudi nghién rugu ubng bén gram acetaminophen mdi ngay so véi gia duoc.
Ngoai ra, cic nha nghién ciru da thuc hién phéan tich cc bénh nhan suy dinh dudng cho thdy
khong c6 su gia ting nong do AST hodc ALT & nhiing bénh nhan nay. Cac han ché caa nghién
ctru bao gdém thoi gian chi gidi han 2 ngay va loai trir bénh nhén tir trude d6 ¢ ting AST hoac
ALT 16n hon 120 U/L. Két qua nghién ctru khong loai trir kha ning xay ra phan tmg dic tng
trén gan.

Trén than: Dua trén dit liéu 1am sang hién c6, c6 thé su dung acetaminophen ¢ nhitng bénh nhan
bi bénh than man tinh ma khéng can diéu chinh liéu. Martin* da phat hién ra ring nhitng bénh
nhan bi suy than man c6 ndng d6 trong huyét tuong ciia acetaminophen va cic chét chuyén hoa
lién hop glucuronide va sulfate khong hoat tinh cao hon ¢ cac déi tuong khoe manh trong thoi
gian dung thudc da lidu 1én dén mudi ngay.

Mot sé nghién ciru don liéu cho thay su tich liy cc chat chuyén hoa ctia acetaminophen & nhiing
bénh nhan suy thdn man muc d6 trung binh va ¢ nhitng bénh nhan ma tham phén than duong
nhu 14 con duong thai trir chinh.

? Kuffner EK. Bogdan GM. Dart RC. Evaluation of hepatotoxicity in alcoholics from therapeutic dosing of acetaminophen. I Toxicol
1997:35(5):561

3 Kuffner EK. Dart RC. Bogdan GM. et al. Effect of maximal daily doses of acetaminophen on the liver of aleoholic patients: A randomized,
double-blind, placebo-controlled trial. Arch Intern Med 2001 Oct 8:161(18):2247-2252.

* Martin U, Temple RM, Winney RJ, Prescott LF. The disposition of paracetamol and the accumulation of its glucuronide and sulphate
conjugates during multiple dosing in patients with chronic renal failure. Eur J Clin Pharmacol, 1991:41:43-4
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Khong khuyén khich sir dung acetaminophen thuomg xuyén. Néu ¢6 chi dinh y khoa, viéc sur
dung acetaminophen lau dai nén duoc béc si giam sat.

Mot khuyén cdo cia To chire Than Qudc Gia luu ¥ céc bac si wu tién dung acetaminophen cho
bénh nhéan suy than vi cic bién ching chay mau lién quan dén ASA ¢ nhirng nguoi nay.
Acetaminophen duoc khuyén céo 1a thube giam dau khong gay nghién duge lua chon dé st dung
theo timg dot & nhitng bénh nhan bi bénh Iy nén & thén.

Trén da: Céc béc sinén canh bao bénh nhan vé cac dau hiéu ctia phan tmg c6 hai trén da nghiém
trong nhu hdi chimg Steven-Johnson (SJS), hoi ching hoai tir biéu bi nhiém doc (TEN) hoac hoi
ching Lyell, hoi chitng ngoai ban mun mu toan than cép tinh (AGEP). Cac phan img nhu vay da
duoc bao cdo rat hiém gip & nhitng bénh nhan ding acetaminophen. Can théng béo cho bénh
nhén vé cac dau hiéu cua cac phan ung da nghiém trong, va cin ngimg st dung thude & 1an xuét
hién ddu tién ctia phat ban da hodc bét ky ddu hidu khac ctia qua man. ﬂ.‘

Quin thé bénh nhan dic biét: Mic du c6 cac than trong thich hop, acetaminophen 1a mot lwa
chon giam dau phi hop cho phin 16n céc phan nhém c6 nguy co gia tang cac bién cb ¢ hai do
str dung thude giam dau. Nhom nay bao gdm ngudi bi bénh hen, ngudi cao tudi, bénh nhan dung
nhiéu loai thubc ké don, bénh nhan dang dung thudc chéng dong, bénh nhan dang cho con bu,
cling nhu cac bénh nhan c6 thé bi nghién rugu man tinh, bénh than hodc bénh gan ning.

Két qua ctia cac nghién ciru 1dm sang dugc thiét ké t6t chi ra rdng giam lidu acetaminophen, dé
tranh tang nguy co doc tinh tiém tang, 1a khong can thiét & ngudi cao tudi va ngudi 16n béo phi.
Ngoai ra, cic bang chimg c6 trong lugng hién c6 khéng chi ra sy can thiét phai diéu chinh liéu &
bénh nhan bi bénh than man tinh hoic bénh gan man tinh 6n dinh.

Bénh nhdn cao tuéi: Liéu khuyén cdo cia acetaminophen & liéu dang dugc khuyén cdo c6 thé
duoc str dung an toan cho bénh nhan cao tudi. Két qua ctia cac nghién ciru 1am sang duoc thiét
ké tdt cho thiy rang giam liéu acetaminophen, dé tranh nguy co tang nguy co ddc tinh, 1a khong
can thiét. Trong mot nghién ctru chuyén hoéa toan dién duge thue hién boi Miners®, su hinh thanh
va thanh thai c4c chat lién hgp glucuronide va glutathione la giéng nhau & ngudi 1on tré tudi va
ngudi cao tudi, mic du thanh thai chét lién hop sulphate va acetaminophen dang khong doi da
giam. Phat hién nay cung cap dir liéu khoa hoc tién ctru rang lugng acetaminophen duge chuyén
hoa qua con dudng oxy héa, tir d6 chét trung gian phan tmg cao, NAPQI, dugc tao ra, khong
tang theo tudi. Gan ddy, Bannwarth® da danh gia duoc dong hoc da lidu cua acetaminophen ¢
bénh nhan cao tudi. Sau bay ngay dung lidu 13p lai, acetaminophen khong tich liiy trong huyét
tuong, va thoi gian ban thai gidng nhu da bao cdo & ngudi tré tudi.

Bénh nhan cao tudi can diéu tri 14u hon 5 ngay nén tham khao y kién bac si dé theo dai tinh trang;
tuy nhién, khong can giam lidu khuyén cao. Huong dan thuc hanh 1am sang cua Hoi Lao khoa
My vé quan ly dau man tinh & nhimg nguoi 16n tubi khuyén ding acetaminophen nhu thude duoc
lua chon dé giam dau co xuong murc do tir nhe dén trung binh, véi lidu tbi da khong vuot qua
4000 mg mdi ngay. Str dung acetaminophen 14 an toan trén quan thé ngudi cao tudi nhu duoc
cAp phép hién nay.

3 Miners JO. et al. Comparison of paracetamol metabolism in young adult and elderly males. Eur J Clin Pharmacol 1988:35:157-160,
® Bannwarth B. Pehourcq F. Lagrange F, et al. Single and multiple dose pharmacokinetics of acetaminophen (paracetamol) in polvmedicated
very old patients with rheumatic pain. J Rheumatol 2001:28:182-184.
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Nguoi thiéu hut Glucose-6-Phosphate Dehydrogenase (G6PD): O cac lidu diéu tri,
acetaminophen khong rat ngan tudi tho cia céc té bao hong cau va khong tao ra bat ky su pha
huy c6 thé nhan thiy trén 1am sang cua cac té bao hong ciu dang tudn hoan.

Nguoi Iom béo phi: Két qua ciia cac nghién ciru 1am sang duoc thiét ké tét chi ra rang giam liéu
acetaminophen, dé tranh ting nguy co doc tinh tiém tang, 12 khong can thiét. O’Shea’ da nghién
ctru duoc dong hoce cuia chlorzoxazone (duoc coi 1a mot chét tham do cho hoat tinh CYP2E1) dé
danh gia anh hudng ctia béo phi trén hoat tinh cia CYP2E1. Céc tac gia két luan rang CYP2E]
bi cam mg & nguoi 16n béo phi va diéu nay c6 thé anh huéng dén con dudng chuyén héa cia
moét s6 loai thude duoc chuyén hoa boi CYP2EL, bao gém acetaminophen. Tuy nhién, dir liéu
dugc dong hoc cua acetaminophen da duoc nghién ciru ¢ ngudi 16n béo phi. Trong nghién ctru
tién ciru nay, 650 mg acetaminophen dugc tiém tinh mach cho nam gidi béo phi (297 1b), phu nit
béo phi (193 1b), nam gidi di chimg (155 Ib) va phu nit dbi chimg (121 1b). Thé tich phan bd
clia acetaminophen trén tong trong luong co thé hoi thip hon & ngudi béo phi, nhung quan trong
hon, thoi gian ban thai va thanh thai qua giai doan chuyén hoa trén tong trong lwong co thé khong

W

khéc nhau giita cdc nhom.
Mang thai va cho con bu
Chua c6 nghién ctru 1am sang ddy du va c6 déi ching tét & phu nir ¢6 thai hodc dang cho con bu.
Anh huwéng 1én kha nang lii xe va van hanh may mée

Khong ap dung.

TAC DUNG PHU

Tic dung trén hé thin kinh trung wong: Acetaminophen & liéu khuyén céo khong c6 tac dung
rd rang trén chirc nang hé than kinh trung wong. Trong tinh trang qué liu, tic dung trén hé than

kinh trung wong la it gap.

Tic dung trén hé tiéu héa: Acetaminophen & liéu khuyén céo khong gdy kich ting da day, trot
da day, mat mau tir duong tiéu héa dang 4n hodc ¢6 biéu hién rd rét hoac loét dudng tiéu hoa.

Blot va McLaughlin® da tién hanh mot phén tich doc lap cac dit liéu bénh ching tir mot nghién
ciru duoc tién hanh boi Hiép hoi Tiéu hoa M§. Nguy co chay méau dudng tiéu hoa ting gip hai
dén ba lan trong s6 nhimg ngudi gan day dung ASA, ibuprofen va cac NSAID khéc & lidu thong
thuomg (OTC), va nguy co ciing lién quan dén lidu. Nguoc lai, viéc sir dung acetaminophen

khong lam tang nguy co xuat huyét tiéu hoa.

Tic dung trén huyét hoc: Acetaminophen khong c6 bét k¥ tic dung nhanh hodic chdm nao trén
cAm mau & mach mau nho, duoc do bang thoi gian chay mau. O nhitng ngudi tinh nguyén binh
thuong ding mét liéu don acetaminophen (975 hodc 1950 mg) hoic da lidu acetaminophen (1950
mg mdi ngay trong 6 tudn), khong thiy c6 thay déi vé thoi gian chay mau hoic ngung tap tiéu

7 0°Shea D. Davis SN, Kim RB. et al. Effect of fasting and obesity in humans on the 6-hydroxylation of chlorzoxazone: a putative probe of
CYP2E! activity, Clin Pharmacol Ther 1994 Oct;56(4):359-67

¥ Blot W1, MecLaughlin JK. Over the counter non-steroidal anti-inflammatory drugs and risk of gastrointestinal bleeding. ] Epidemiol Biostate
2000:5(2):137-142.
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cau. Trong mot nghién ctru khac, mot lidu acetaminophen 1000 mg duy nhit duge ding cho
nhitng ngudi tinh nguyén binh thudng va khong gy anh huong dén thoi gian chay méu hodc
ngung tap tiéu cau. Bénh nhén bi bénh wa chay méu dung da liéu acetaminophen cho thiy khong
c6 thay doi déng ké trong thoi gian chay mau.

Céc phan tmg trén huyét hoc bao gdm giam tiéu cau, giam bach ciu, giam toan thé huyét cau,
giam bach cau trung tinh, va mét bach cau hat da duoc bao cdo, mic di cac phan tmg nay la hiém

gdp va quan hé nhéan qua chua duogc thiét lap.

T4c dung trén gan: Nhu mot minh hoa vé ngudng an toan cua acetaminophen & liéu cao hon
liéu diéu tri, so sanh ndng do acetaminophen trong huyét thanh theo thoi gian ctia mot liéu chuan
15 mg/kg va liéu gép 5 lan lidu chuin (75 mg/kg) duoc thé hién trong Hinh 1. Nong do trong
huyét thanh dugc v& so sanh dudng nguy co déi voi doc tinh gan va duong diéu tri cia toan db
Rumack-Matthew dugc sir dung dé quan 1y qua lidu cap tinh. Nong db trung binh trong huyét
twong & liéu cao hon lidu diéu tri nay ciing thdp hon duong nguy co va duong diéu tri ctia toan
d6 & moi thoi diém. Tuy nhién, dé giam thidu nguy co tac dung phu, khong nén vuot qué liéu toi

da khuyén cdo.

Hinh 1: Di liéu trung binh cho mét Liéu Chudn (1g, 15 mg/kg) va Liéu Cao hon (5.6 g, 75
mg/kg) so véi cac Puong nguy co va Diéu tri ctia Toan dd acetaminophen.
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Qua lidu acetaminophen c¢6 thé gdy doc tinh trén gan. O ngudi 16n va thanh thiéu nién (>12 tubi),
ddc tinh trén gan c6 thé xay ra sau khi udng nhiéu hon 7,5 dén 10 g trong khoang thai gian it hon
hozc bing 8 gio. Tir vong 1a it gip (dudi 3% dén 4% céc truomg hop khong duoge diéu tri) va
hiém khi dugc bao cdo khi qua lidu dudi 15 gram. O tré em (<12 tudi), qué lidu cap tinh dudi
150 mg/kg khong lién quan dén doc tinh trén gan. Cac triéu ching sém sau khi diing qué liéu ¢
kha nang gy doc gan c6 thé bao gdm: Chan an, budn non, ndn, toat md hoi, tai xanh va mét moi
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toan than. Cac bang ching 1am sang va xét nghiém vé doc tinh gan c6 thé khong biéu hién 16
rang cho dén 48 dén 72 gio sau khi udng. Pdc tinh nghiém trong hoic tir vong 1a cuc ky it gap
sau khi ding qué liéu paracetamol cép tinh & tré nho, c6 thé do su khéc biét trong cach chuyén

hoa paracetamol ¢ tré.

O ca nguoi 16n va tré em, doc tinh lién quan dén acetaminophen thuong do udng sé luong thude
lén hon dang ké so véi liéu khuyén céo. Nhiém doc gan, biéu hién tir ting transaminase nhanh
thoang qua dén suy gan tbi cap, gy tir vong, 1 két qua thudng gip nhit cua qué lidu c6 ¥ nghia
lam sang.

Trong mdt nghién ctru 1am sang mu doi, ¢6 d6i chimg gia duoc, ngudi 1ém khoe manh duoc cho
ding acetaminophen 4, 6 va 8 g/ngay trong 3 ngay. Nong do trong huyét twong khéng tich liy
khi dung da liéu. Trén 1am sang tit ca céac lidu déu dwoc dung nap tét & cac dbi tuong va cac gia
tri aminotransferase nam trong gi¢i han binh thudng trong sudt nghién ciru. Nhitng dir liéu nay
cung cap thong tin lién quan dén ngudng an toan nhung khong nham muc dich hd tro ché do lidu
vuot qué liéu khuyén céo t6i da 4 g/ngay. D‘T

Mot béo céo da cho thdy rang doc tinh trén gan sau mot lidu Ién hon liéu khuyén céo cua

acetaminophen c6 thé bi gia tang khi ubng ruou kéo dai va/hodc man tinh.

Sur dung ruou ca';U tinh: Uéng ruou cé‘ip tinh dé cap dén viée sur dung ruou khong thuong xuyén
hoic khong lién tuc. Khi ubng ciing, ruou canh tranh véi acetaminophen trén CYP2E1. CYP2E1
chép nhan ruou dé dang hon acetaminophen; do d6, it NAPQI duoc san xuét. Khi ¢é ruou,
acetaminophen c6 thé duge chuyén huéng dén céc con duomg glucuronid héa va sulfat hoa. Két
qua chung 12 mt ty 1& acetaminophen nho hon du kién c6 thé s& duoc chuyén hoa thanh chét
trung gian doc hai, NAPQI, hon la trong trudmg hop khong c6 ruou. Su tao thanh NAPQI tang
1én so v6i trude khi dung thudc trong giai doan 1én dén 18-24 git sau khi thanh thai ethanol tir
co thé. O nhing ngudi truong thanh khoe manh, véi lidu acetaminophen khuyén cdo thong
thuong, su gia ting tao thanh NAPQI tam thoi 13 nhiéu hon luong duoc chuyén hoa boi
glutathione du trir binh thuong trong gan.

Qui min: Céc phan tmg nhay cam la hiém gip va co thé biéu hién dudi dang phét ban, may
day. khé th, ha huyét ap, phu thanh quan, phii mach, co thét phé quan hodc séc phan vé. Phan
tmg chéo & nhitng ngudi nhay cam véi ASA hiém khi dugc bao céo. Néu nghi ngd bi man cam,
phai ngimg sir dung thudc.

Tic dung trén thin: Poc tinh cp trén than da duoc béo céo sau khi ding qué lidu voi luong
1én hodc do hau qua cua suy gan hoac, thi thoang, khong cé suy gan.

Dit liéu 14m sang da thiét 1ap cho thiy rang acetaminophen & liéu khuyén cdo khong phai 1a chét
géy doc cho than.

Mét s6 nghién ctru cho thdy méi lién hé giira viée st dung acetaminophen lau dai va céc tac dung
trén than. Két qua, tuy nhién, con mau thuan, han ché do sai léch nhé lai va bi nhidu do khong
c6 kha nang xé4c dinh xem viée str dung thudc giam dau truée hay sau khi khdi phat bénh than.
Céc nghién ctru bénh chimg da goi ¥ médi lién hé yéu gifta viéc su dung acetaminophen thuong
xuyén va tan suit suy thdn man tinh va bénh than giai doan cudi. Khuyén cdo cta Té chire Thén
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Quéc Gia két luan ring acetaminophen dugc béc s§ khuyén céo wu tién cho bénh nhan suy than
va khéng c6 bang chimg cho thdy viéc sir dung khong thudng xuyén acetaminophen gay ton
thuong thén. Trong bdo c4o nay, acetaminophen duge khuyén cdo 1a thude giam dau khong gay
nghién dugc lua chon dé sir dung timg dot & nhitng bénh nhan bi bénh than.

Quin thé bénh nhin dic biét:

Tre em: Lesko va Mitchell® thu nhan hon 84.000 tré em bi st trong mot thir nghiém ngau nhién,
mu déi, dbi chimg acetaminophen dé danh gia nguy co cua cac bién cb bt loi nghiém trong
nhung hiém gap sau khi sir dung ibuprofen trén tré em. Trong s cac tré dugc dwa vao phan tich,
28.130 tré da dugc dung acetaminophen va khong c6 phan ung phan vé, hodc cic tac dung
nghiém trong trén gan, tiéu hoa hoac than. M

Mang thai va cho con bii: Cling nhu véi bat ky loai thubc nao, nhimg bénh nhén dang mang thai
hoic cho con bt nén tham khao y kién béc si true khi ding san phdm nay.

Mang thai: Céc van dé rii ro trong thai ky 1a do nhiéu yéu td. Théng tin duoc cung cip khong
thé thay thé cho tu vén truc tiép cho bénh nhan. Acetaminophen dugc cho la khéng gay quai thai
¢ nguoi. Tuy nhién, cac nghién ctru hién ¢ da khong danh gid hiéu qua ctia nhitng lidu rét cao.
Du an Motherrisk Collaborative Perinatal theo doi 50.282 cap me-con, trong d6 226 ba me da
dung acetaminophen trong 3 thang dAu va 781 ba me da sir dung acetaminophen bét ky ltic nao
trong khi mang thai. Khong thiy c6 bing chimg goi v vé médi lién quan gitra viéc sur dung
acetaminophen va di tat I6n hodc nhé. Trong mét nghién ciru gidm sat clia ngudi nhan chuong
trinh Medicaid & Michigan thuc hién tir nam 1985 dén nam 1992 bao gdm 229.101 thai ky da
hoan thanh, 9.146 tré so sinh da c6 phoi nhiém véi acetaminophen trong quy dau tién cua thai
ky. Dir liéu nay khong cho thiy c6 mdi lién quan giira viée sir dung acetaminophen va su xuét
hién cia di tat bAm sinh. Mot nghién ctru doan hé khac, sir dung giam sat ké don, khong tim thay
nguy co qua mic cua di tat, va khong c¢6 bang chimg cho thiy acetaminophen anh huong dén su
phat trién cta thai nhi. Cudi cling, nhu mét phan ciia mét nghién ctru 1én hon, 697 phu nr sur
dung acetaminophen c6 hodc khong c6 codein trong ba thang dau tién cua thai ky. Khong tim
thdy nguy co giy quai thai.

Mot nghién ctru tién ctru diéu tra két qua thai ky & 300 phu nir d4 tu diing qua liéu acetaminophen,
don tri liéu, hodc mot thanh phan cua ché phdm phéi hop. St dung qué liéu xay ra & tit ca cac
quy cta thai ky. Phan 16n céc thai k¥ ¢6 két qua binh thudng. TV 1é di tat nim trong pham vi du
kién. Khong c6 méi quan hé r3 rang gitra thoi gian sir dung va thoi gian sinh. Két ludn chung 1a
qua liéu acetaminophen khong phai 12 mét chi dinh cta chdm dit thai ky.

Trong mot nghién ctru theo ddi su phat trién dai han, acetaminophen khong anh huong x4u dén
chi s6 1Q hodc hanh vi & thoi diém bdn tudi. Chiéu cao, can nang va chu vi vong dau ciing khong
bi anh hudng boi viée phoi nhiém véi acetaminophen trong tir cung.

Khac véi ASA, da dugce ching minh 1a anh huéng 18 rang dén chirc nang tiéu ciu, dudng nhu
khong c6 nguy co xuat huyét lién quan dén viée sur dung acetaminophen luc sinh.

9 Lesko SM. Mitchell AA. An assessment of the safety of pediatric ibuprofen: a practitioner-based randomized clinical trial. JAMA.
1995:273:929-933.
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Hién tai khéng c6 bang ching cho thdy acetaminophen gy quai thai khi dugc st dung nhu
khuyén cdo. Tuy nhién, dit liéu cho liéu cao hang ngay lién tuc 1a chua day du, va chua thiét 1ap

duoc tinh an toan trong khi mang thai.

Cho con bii: Sau mét lidu diéu tri dién hinh, acetaminophen dugc bai tiét trong sira me ¢ néng
d6 rat thap. Dua trén mot s6 bao cao duoc cong bd, mire dd phoi nhidm ¢ tré so sinh nhiéu nhat
14 4,5% liéu diéu tri & tré em tinh theo can nang. Ngoai ra, acetaminophen duoc coi 1a phi hop
khi cho con b theo Vién Han lam Nhi khoa M¥.

Théng bdo ngay cho bic sy hodc dwoc sy nhitng phan trng c6 hai gdp phdi khi si dung thuéc.

TUONG TAC THUOC :D’Y

Thubc giam dau

Cén thén trong khi str dung két hop cac thude giam dau vi c6 thé tang bién cb bét loi (vi du: doc
tinh trén thén, ton thuong dudng tiéu hoa, chay mau).

Ruwou: Nghién ciru danh gia chuyén héa cua liéu 1én dén 20 mg/kg acetaminophen & nhirmg ngudi
nghién rugu man tinh va mot nghién ciru danh gia tic dung cia 2 ngay ubng acetaminophen 4000
mg/ngay & nhitng ngudi nghién ruou man tinh dang trong giai doan giai doc., da mang lai két qua
khong théng nhit lién quan dén tac dung trén duoce dong hoc ciia acetaminophen va cho thiy
khéng c6 bing chimg vé tac dung c6 hai trén cac xét nghiém chirc ning gan.

Cdc thuéc chéng dong mdu dwong uéng: Bénh nhan ding dong thoi thude chdng dong mau
kiéu warfarin va acetaminophen thuong xuyén doi khi dugc bdo cdo 1a c6 tang INR khéng du
kién dugc. Cac bac s nén hiéu vé tuong tic tiém tang nay va theo dai chit ché INR & nhimg
bénh nhan nay khi thiét 1ap phac d6 diéu tri. Nhiéu yéu tb, bao gdm ché d6 an, thubc, va tinh
trang moi truomg va thé chét, c6 thé anh huong dén cach bénh nhan dap tmg véi liéu phap chéng
dong mau. Pa c6 mot sd béo cdo cho thiy rang acetaminophen c6 thé gy ra giam prothrombin
mau (ting ty 1& chuén hoa qudc t& [INR] hodc thoi gian prothrombin) khi ding véi cac dan xuét
coumarin. Trong céc nghién ctru khac, thoi gian prothrombin khéng thay d6i. Nhimg thay doi
duoc bao cdo noi chung cé y nghia 1am sang han ché, tuy nhién, nén danh gia dinh ky thoi gian
prothrombin khi céc thude nay duoc ding ddng thoi.

Trong giai doan ngay sau khi xut vién hodc bt ctr khi nao bit diu dung, ngimg hodc udng
thuong xuyén céc loai thude khéc, diéu quan trong la theo doi phan tmg ctia bénh nhan véi liéu
phap chong déng bang cach ting cudmg xac dinh thoi gian prothrombin hodc INR. Mac di 6
kha ning tuong tic, acetaminophen la thuc giam dau OTC c6 kha nang anh huéng it nhit dén
lidu phap chéng déng va do d6 van 1a thude giam dau OTC duoc lua chon dé sir dung dong thoi.

Nguoi dung thude nén duge hudng dan dé hoi béc si hodc duoc si trude khi st dung néu ho dang
ding thube 1am loing méu warfarin hodc cac dan xudt coumarin khac.

Thuéc chong co gidt: Mot sb bao céo da goi y rang nhitng bénh nhan dang dung thudc chéng co
giat lau dai va qua lidu acetaminophen, c6 thé ting nguy co nhiém doc gan do ting chuyén héa
acetaminophen. Dt liéu hién c6 con mau thuin. M6t nghién ctru hdi ctu kéo dai 7 nam danh gia
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cac trudng hop nhap vién do qué liéu acetaminophen cho thay ty 1é tir vong chung khéng khac
biét dang ké dbi voi cac bénh nhan dang ding thuée chéng co gidt dong thoi.

Hydantoin: O li¢u diéu tri bang dudng udng théng thudong cua acetaminophen va hydantoin.
thuong khong can diéu chinh lidu hodc theo doi dac biét. Cac nghién ctru duge dong hoc cho
thay phenytoin chii yéu gdy cam tmg con dudng glucuronide hoa, trong khi cac chét chuyén hoa
c6 dan xut glutathione khéng ting & cac bénh nhan dang diéu tri phenytoin man tinh. Ngoai ra,
dir liéu gan day chimg minh ring phenytoin dugc chuyén héa chi yéu béi CYP2C9 va CYP2C19,
trong khi acetaminophen chu yéu duoc chuyén hoa béi CYP2EL. Dir liéu nay cho thdy nguy co
doc tinh trén gan do acetaminophen khong ting ¢ nhitng bénh nhan dang diéu tri hydantoin man
tinh. nhitng ngudi str dung liéu acetaminophen khuyén céo.

Carbamazepine: O liéu diéu tri bing duomg udng thong thudong ctua acetaminophen va
carbamazepine, thudong khong can diéu chinh liéu luong dic biét. Carbamazepine cha yéu duoc
chuyén héa boi CYP3A4 trong khi acetaminophen dugc chuyén héa chu yéu qua CYP2E1. Chua
biét liéu c6 tang nguy co khi qué lidu acetaminophen & nhimg bénh nhan diéu tri carbamazepine
man tinh hay khong. Dﬂ

Diflunisal: Ti liéu chuyén nganh tir nha san xuét diflunisal canh bdo ring ding ddng thoi voi
acetaminophen tao ra mic ting nong d acetaminophen trong huyét twong khoang 50% & nhimg
ngudi tinh nguyén binh thudng. Acetaminophen khong anh hudng dén ndng d6 diflunisal trong
huyét trong. Y nghia lam sang ctia nhitng phat hién nay chua dugc thiét 1ap. Tuy nhién, can than
trong khi sir dung dong thoi diflunisal véi acetaminophen va bénh nhén cin duoc theo doi can
than.

Isoniazid: Mot s6 bao cao cho thay bénh nhan diéu tri isoniazid man tinh ¢6 thé c6 nguy co Xut
hién dc tinh gan do qué liéu acetaminophen. Do bénh nhan dang diéu tri isoniazid c6 thé xudt
hién cac tac dung trén gan tir viéc dung isoniazid don dgc, dir liéu tir cac béo cdo ca riéng 1é la
chua 16 rang ring lidu dung isoniazid man tinh c6 thé lam tang nguy co ddc tinh cua
acetaminophen hay khong. Isoniazid chu yéu dugc chuyén héa bai CYP2E] va cam tng
CYP2E1. Cac nghién ctru & cac dbi tuong khoe manh chimg minh rang isoniazid ngan chan su
tao thanh chat chuyén hoa NAPQI doc hai khi dung dong thoi véi acetaminophen, nhung lam
tang su hinh thanh NAPQI khi acetaminophen dugc dung mot ngay sau khi ngimg isoniazid. Do
do. viée sir dung ddng thoi isoniazid duong nhu khéng lam ting nguy co doc tinh trén gan do
acetaminophen & liéu khuyén céo. Cam tng CYP2E1 do isoniazid 1a ngén, chi kéo dai 12 dén 48
gio sau khi ngimg isoniazid; trong giai doan nay. doc tinh ctia qua liéu acetaminophen ¢6 thé bi
gia tang.

Bing 2. C4c phin iing c6 hai ciia thude dwge xdc dinh sau khi lru hanh véi lidu diéu tri cia
acetaminophen theo loai tin suit dwoc wéc tinh tir ty 1 bdo cdo tw phat*

Phan loai hé co quan Thuét ngir bién cb bat loi hay dung
Tén suat

Xét nghiém

Rét hiém gap Téng transaminase
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Roi loan hé mién dich

Rét hiém gip Phan tng phan vé

Rét hiém gap Qua man

Roi loan da va mo6 dwdi da

Rét hiém gap May day
Rét hiém gap Ban nglra
Rét hiém gap Phat ban

* Bénh nhan phoi nhiém dugc ude tinh bang cach tinh tir dir liéu ban hang tir IMS MIDAS™

+ Nong dé transaminase gia ting nhe c¢6 thé xay ra & mot sé bénh nhan dung liéu cép phép cua
acetaminophen: nhitng trudng hop ting nay khéng di kém véi suy gan va thuong hdi phuc khi tiép

tuc diéu tri hodc ngimg diing acetaminophen.

Twong ky DT
Khong ap dung. ‘

LIEU DUNG VA CACH DUNG

Tré em dwéi 12 tuoi: 10 dén 15 mg/kg mdi 4 dén 6 gio, néu can, khong duoc vugt qua 50-75
mg/kg/24 giv. Déi voi tré em nang hon 53 kg, khong vuot qua lidu t6i da cho phép 4000 mg
acetaminophen. Ngoai ra, liéu don sau ddy (xem Bang 3) c6 thé dugc diung mdi 4 dén 6 gio
khong duoc vuot qué 5 liéu trong 24 gio. Thude c6 thé duoc dung ciing hodc khong cung thire
an (vi du: stta, stta cong thuc, nudc trai cay, v.v.).

Bang 3:
Liéu & Tré em
Can nang (kg) Nhém tubi Liéu don (mg)
2,5-5.4 0-3 thang? 40
5,5-7,9 4-11 thang 80
8-10,9 12-23 thang 120
11-15.9 2-3 tubi 160
16-21,9 4-5 tudi 240
22-26,9 6-8 tudi 320
27-31,9 9-10 tudi 400
32-43.9 11-12 tudi 480
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@ Luu y: Liéu dung huéng dan danh cho bac si khi khuyén cdo cho bénh nhan. Luu y: Khéng ¢6 san
dir liéu cho chinh liéu phu hop. néu cén trong giai doan so sinh ban dau. Str dung thudc ha sbt trong
giai doan nay 1a hét sirc han ché.

QUA LIEU

Cic triéu chirng va diéu tri: Acetaminophen: Hoi chirg nhiém doc dién hinh: ton thuong gan
1a tac dung gay doc chi yéu ctia qué lidu acetaminophen thuc su. O nguoi 16n va thanh thiéu nién
(tlr 12 tudi tror 1én), doc tinh trén gan c6 thé xdy ra sau khi uéng nhiéu hon 7.5 dén 10 gram trong
khoang thoi gian it hon hodc bang 8 gio. Tir vong 1a it gap (it hon 3-4% céc truong hop khong
dugc diéu tri) va hiém khi duoc bao céo khi qué lidu dudi 15 gram. O tré em (<12 tudi), qué liéu
cAp tinh duéi 150 mg/kg khong lién quan dén doc tinh trén gan. Cac triéu chimg xuét hién sém
sau khi diing qua liéu c6 kha nang gy doc trén gan c6 thé bao gdm: chan 4n, budn nén, nén, toat
mé hoi, tai xanh va mét moi toan than. Céc bing chimg 14m sang va xét nghiém vé doc tinh trén
gan c6 thé khong biéu hién ro rang cho dén 48 dén 72 gio sau khi udng.

Doc tinh nghiém trong hodc tir vong la cuc ky it gap sau khi ding qua liéu acetaminophen cép
tinh & tré nho, ¢6 thé do su khéc biét trong cach chuyén hoa acetaminophen.

Cac bac s can luu y rang khong c6 biéu hién sém nao 1a dac trung cho qua liéu. Phai luén canh
giac muc do cao vé lam sang. p'r

Qua liéu acetaminophen khéng dugc diéu tri ¢6 thé giy doc tinh trén gan. Déc tinh trén gan cla
acetaminophen xut hién duéi dang ngudng tac dung va duoc dic trung boi khong ¢ tinh trang
doc tinh & liéu thip hon/ lidu didu tri. Poc tinh trén gan cuia acetaminophen xay ra sau khi thiéu
hut nghiém trong glutathione, mot chét giai doc noi sinh. Khi vurot qua ngudng, viéc tang liéu
acetaminophen c¢ thé lam ting mirc do ddc tinh trén gan, trir khi ding N-acetylcystein (NAC).
Tinh trang qu4 lidu acetaminophen va doc tinh trén gan c6 thé xay ra bao gom qua liéu c¢b y cip
tinh va qua liéu khi dung nhiéu lidu cao hon liéu diéu tri & ngudi 16m va vo tinh nubt hoac qua
liéu cap tinh va dung nhiéu liéu cao hon liéu diéu tri & tré em.

Dién tién lam sang cia qua liéu acetaminophen thuong xay ra theo mot kiéu dién tién ba giai
doan. Giai doan dau tién bat ddu ngay sau khi udng va kéo dai trong 12 dén 24 gid. Bénh nhén
c6 thé biéu hién céc déu hiéu kich img dudng tiéu héa, budn ndn, non, chan an, toat md hoi, tai
xanh va mét moi toan than. Néu doc tinh tiép tuc, cé mot giai doan tiém an 1én dén 48 gidr. Trong
giai doan thir hai nay, cac triéu chimg ban dau s& giam di va bénh nhén c6 thé cam thiy tt hon.
Tuy nhién, cdc men gan, bilirubin va thoi gian prothrombin hodic cac gia tri INR s& dan déan ting
[én. Pau dudi ha suon phai cé thé xut hién khi gan tré nén to va mém. Hau hét bénh nhan khoéng
tién trién vuot qua giai doan nay, dic biét 1a néu diéu tri N-acetylcysteine (NAC) sém trong giai
doan dau. Céc dau hiéu va triéu chimg cua giai doan thit ba phu thudc vao mirc d6 nghiém trong
clia ton thuong gan va thuong xay ra tir ba dén ndm ngay sau khi ubng qua liéu. Céc triéu chimg
c6 thé gi6i han & chan an, budn nén, mét moi toan than va dau bung ¢ nhimg truong hep it
nghiém trong hoiic ¢ thé tién trién dén 1u 14n, sting so va di chimg ctia hoai tir gan bao gom vang
da, ri loan dong mau, ha duong huyét va bénh 1y néo, cling nhu suy than va bénh co tim. T
vong. néu c6, thudong 1a két qua ctia cac bién chitg lién quan dén suy gan tbi cap. Ty 1 tir vong
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& nhitng bénh nhan c6 ndng do huyét tuong & ngudng doc hai, nhimg nguoi khong dwoc diéu tri
thube giai doc 1a tir 3% dén 4%.

Do acetaminophen rat phd bién, thubc thuomg bi qua liéu ¢ dang thudc don thanh phan hoac
thube phéi hop va bac s nén sang loc sy hién dién cuia n6 trong huyét thanh cua bénh nhan. Poc
tinh cip sau qua lidu acetaminophen c6 thé dugce du doan khi lidu vuot qua 150 mg/kg. Nhimg
nguoi lam dung rugu man tinh, nhiing nguoi bi suy kiét, va nhiing nguoi diung cac chét cam tng
duoc 1y cua hé thong enzyme microsome P450 & gan c6 thé cé nguy co véi ndng do thudc thap

hon. ™

Thube giai doc dac higu: Bt ky ca nhén nao c¢6 kha nang bi—qué. lidu acetaminophen can duoc
diéu tri bang N-acetylcystein (NAC), ngay ca khi lugng acetaminophen dua vao 1 khong 1 hodc
6 nghi ngd. Nén 14y miu mau dé xac dinh nong d6 acetaminophen trong huyét twong cang sém
cang tbt, nhung khong sém hon bdn gitr udng thude. Dimg chd doi két qua xét nghiém nong do
acetaminophen trong huyét tuong trude khi bit diu didu tri NAC. Néu ndng d6 acetaminophen
trong huyét trong duoc tim thay 1a mot diém & phia trén dudng can diéu tri trén toan d6 qué liéu
clia acetaminophen, nén tiép tuc diéu tri NAC véi toan bd liéu trinh day di. NAC duoc sir dung
trén 1am sang dé diéu tri qua liéu acetaminophen cép tinh, va tac dong bang cach tuong tac véi
trung gian oxy hoa, NAPQI. NAC dung theo dwdng tiém tinh mach hodc dudng udng, duoc biét
12 mot thude giai doc c6 hiéu qua cao ddi véi ngd doc acetaminophen. N6 ¢6 hiéu qua nhat khi
ding trong vong 8 gid sau khi dung qua liéu dang ké nhung cac bao cdo d chi ra loi ich khi bt
dau diéu tri sau khoang thoi gian nay. Bat budc phai ding thude giai doc cang sém cang tot trong
thoi gian nhiém doc cép tinh dé c6 duoc loi ich day du vé tac dung bao vé cua thude giai doc. Pé
biét thong tin ké don ddy du, hay tham khao chuyén luan san pham NAC.

Piéu tri chung: Khi ¢6 kha nang qua liéu acetaminophen, can bat dau diéu tri ngay lap tirc va bao
gdm khir doc dudng tiéu hoa, cham séc hd tro thich hop, danh gia can than udc luong ndng do
acetaminophen huyét thanh diing thoi gian dugc dénh gia trén toan dé6 Rumack-Matthew, ding
kip thoi NAC theo yéu ciu va cham séc theo dai thich hop. Xét nghiém chirc ning gan nén dugc
thuc hién ban dau va lap lai véi khoang cach 24 gio.

Qua liéu trong thai ky: Acetaminophen la mét trong nhitng truomg hop qua liéu phé bién nhét
trong thai ky. DPoc tinh trén gan cta acetaminophen sau khi tao thanh chét chuyén hoa c6 hoat
tinh cao N-acetyl-p-benzoquinoneimine dugc san xuat boi qué trinh chuyén hoa acetaminophen
thong qua hé théng oxi hoa chirc nang hon hop cytochrome P450. Suy gan c6 thé duge ngan
ngtra bang cach ding kip thdi NAC bing dudng ubng trong 72 gio, hodc tiém tinh mach (IV)
trong 20 gio.

Acetaminophen di qua nhau thai nguoi do vay thai nhi c6 nguy co vé mit ly thuyét khi me bi qua
liéu acetaminophen. Acetaminophen cé thé dugc chuyén héa thanh chét chuyén hoa doc hai do
kha nang oxy héa cia cac microsome bao thai c6 mat & thai nhi tir khi 14 tuan tudi thai.

Céc nghién ciru vé van chuyén NAC qua nhau thai & chudt cong va ciru mang lai két qua mau
thudn nhau. Viéc van chuyén N-acetylcystein & ngudi di duge chimg minh & 4 phu nit diéu tri
bang NAC khi ding qué liéu acetaminophen trong khi chuyén da. Nong d6 NAC trong méu thai

P1_Children’s Tylenol_Canada SmPC 09Aug2018_687DAV14Jan2014 v 13/16



https://trungtamthuoc.com/

nhi nim trong khoang tuong ung véi liéu didu tri NAC dung cho nguoi lon bi ngd doc
acetaminophen.

Doc tinh trén thai nhi va thai chét luu sau khi dang qua liéu acetaminophen véi luong 16n (vi du:
30 g) da dugc bio cdo, nhung nhimg truong hgp khac quan sat thay két qua binh thuomg dbi voi
con sau khi diing qué liéu acetaminophen trong thai ky. Nghién ctru 16n vé mot loat trudng hop
diéu tra két qua thai ky & 300 phu nit da dung qué lidu véi acetaminophen. Trong nhom nay, 118
truong hop xay ra trong quy dau tién, 103 trong quy thir hai va 79 trong quy thir ba. Bén muoi
chin trong sé nhitng ba me nay duoc diéu tri bang thudc giai doc dac hiéu (33 voi NAC va 16
v6i methionine). C6 219 tré so sinh séng, 11 tré bi di tat (ké ca mirc d6 nhe); khong tré nao da
tiép xtc véi acetaminophen trong quy dau tién. Chin phu nit dugc diéu tri bing NAC trong ba
thang dau; ¢6 hai ngudi chdm dut thai ky chi dong; hai nguoi say thai tu nhién, va ndm dia tré
khoe manh trong nhom nay.

T6m lai. qué liéu acetaminophen trong khi mang thai nén duogc diéu tri theo céc quy trinh thong
thuong dé ngin ngira doc tinh trén me va doc tinh tiém tang ¢ thai nhi. Trir khi ¢6 doc tinh nang
trén me, qua liéu acetaminophen khong 1am ting nguy co di tat bAm sinh hodc két cuc x4u cta
thai ky. D/\

Céc béc si chua quen v6i viée didu tri qué liéu acetaminophen hién tai nén tham khao ngay lap
tire v kién ctia Trung tAm Chéng doc. S6 dién thoai ctia cac Trung tim Chdng doc tai dia phuong
¢6 sdn trong danh ba dién thoai dia phuong. Su cham tré trong viéc bat dau liéu phap thich hop
c6 thé gay nguy hiém cho co héi hdi phuc hoan toan cta bénh nhan.

Sau day la cac bién c6 1am sang lién quan dén qua liéu acetaminophen ma néu thay khi qua liéu
thi duoc coi la nam trong du kién, bao gom cac bién c6 gay tir vong do suy gan t6i cap hoac di

chimg cua no.

Bing 4: Cac phan ting ¢6 hai ciia thuéce khi qua liéu Acetaminophen

R6i loan chuyén héa va dinh dwang:
Giam them an
Réi loan tiéu héa:

Non, Buon non, Kho chiu ¢ bung

Roi loan gan mat: (
Hoai tr gan, Suy gan cap, Vang da, Gan to, Pau ¢ viing gan

Réi loan toan than va tinh trang tai vi tri ding thudc:
Tai xanh, Tang tiét mo hoi, Mét moi

Xét nghiém: )
Tang bilirubin mau, Tang men gan, Tang ty s6 binh thuong hoa quoc te, Kéo dai thoi gian
prothrombin, Tang phosphate mau, Tang acid lactic mau

Cac bién c0 1am sang sau day la di chimg cua suy gan cap va co thé gy tr vong. Néu nhirng bién
cO nay xay ra trong boi canh suy gan cap tinh lién quan dén qua liéu acetaminophen (nguoi 16n
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va thanh thiéu nién: >12 tudi: >7,5 g trong vong 8 gio; tré em <12 tudi: >150 mg/kg trong vong
8 gi0), chung duoc coi la nim trong du kién.

Bing 5: Di chirng du kién cho suy gan cip tinh lién quan dén qua liéu acetaminophen

Nhiém trung va phiém ky sinh trung: .,
Nhiém triung huyét, Nhiém nam, Nhiém khuéan

A - N ~ A
Roi loan mau va hé bach huyét:
Dong mau rai rac ndi mach, Bénh ly dong mau, Giam tiéu cau

Réi loan chuyén héa va dinh dwdng: ) i 3
Ha duong huyét, Giam phosphate mau, Nhiém toan chuyén hoa, Nhiém toan lactic

Réi loan hé than kinh: . . )
Hoén mé (voi qua lieu acetaminophen lugng 16mn hodc qua lieu nhiéu thudc), Bénh 1y ndo, Phu
nio

Réi loan tim: .
Bénh co tim }[

R6i loan mach mau:
Ha huyét ap

Roi loan ho hip, ngue va trung that:
Suy hé hép ‘
R6i loan tiéu héa: /

Viém tuy, xuat huyét tiéu hoa

Roi loan than va tiét niéu:
Suy thén cap

Réi loan toan than va tinh trang tai vi tri dung thude:
Suy da co quan

Réi loan mau va hé bach huyét

Thiéu mau tan mau (& nhitng bénh nhén thiéu glucose-6-phosphate dehydrogenase [G6PD]): Tan
mau da duoc bdo cdo & nhitng bénh nhéan bi thiéu G6PD, khi sur dung paracetamol qua lidu.

BAO QUAN

Bao quan dudi 30°C.

DANG BAO CHE

Hén dich uéng.
TUQ.CUC TRUGNG
P.TRUSNG PHONG

Pl Glr M fo 4l 4
v fa[-q-?'}? Ahi Vin Hant

Hoén dich mau do ¢6 mui anh dao.
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QUY CACH PONG GOI

Hop c6 1 chai 60 mL kém theo mot cde dong. Ne'ip chai dugc boc nhwra. Khong sir dung néu lop
boc nhua bi rach.

HAN DUNG

2 nam ké tir ngay san xut.

TIEU CHUAN CHAT LUQONG

Tiéu chuan co so.

TEN, PIA CHI CUA CO SO SAN XUAT
San xuit tai: OLIC (Thailand) Limited.

Dia chi: 166 Moo 16 Bangpa-In Industrial Estate, Udomsorayuth Road, Bangpa-In District,
Ayutthaya Province, Thai Lan.

Co st dang ky: JANSSEN-CILAG Ltd., Thai Lan.

Moi ciu héi/B4o c4o tic dung ngoai y/ Than phién chit lwong sian phim xin lién hé:
VPDD Janssen-Cilag Ltd., TP H6 Chi Minh.

Tel.: +84 28 38214828

E-mail: jacvndrugsafety(@its.inj.com

Tai liéu tham khao: Canada SmPC 09Aug2018; 687/QLD-PK; 815/QLD-PK; 7668/0LD-PDK
Phién ban: Pl _Children’s Tylenol Canada SmPC 094ug2018 687DAVI14Jan2014 vi
Ngay sira doi: 05/09/2018
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