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1. Intermediate label : BOY TE
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RX Thusc bén theo don —2V-X16Vién nén baa phim
.~ DNNK: (20 Vién nén bao phim)

Analgesic

(Tramadol HC! 37 5mg + Acetaminophen 325,0mg)

S
San xudt tal kan Qudc béi Iy
PMG Pharm Co., Ltd. _ /
59,Gyecngje-ro, Siheung-si,gyeonggi-do, W
Hén Quéc N
rnmad:m?‘.ll S B 37 5ma E:?q?nﬁ?éung ba ki kin, ndi khd raa, theang [
Acelaminophen 325,0mg mat, franh dnh sdng, d nhigt dd duéi 307 |
I8 8X, SBK, NSX HO| Cde théng tin khdc xem trong 19 hudng déin sd
in xem tai Lot No., Visa No., Mfg Date, Exp Cate dung Kém theo >
| [Ch dnh, L1 ong v Cdeh ding, Chig i . Tde | BE XA TAM TAY TRE EM
i d9C iR 1S - Y .
T ke g BOCKY HUONG DA SU DN TRUAC K DUNG
RX prescription Drug 2 Blis. X 10 Film coated tabs.
(20 Fim coated tablets)
; L]
£ Analgesic
E
33
T g A ala
S

(Tramadol HCI 37,5mg + Acetaminophen 325,0mg)

i | w, Manufactured by
| PMG Pharm Co., Lid.
R 59 Gysongje-ro,Sineung-5: qyeongg-do,
Republic of Koraa

position 18 & [Storage]
L i) ot I Cosled Dot oM™ y7smg  Sire ina tight contanes, dry and cool placs,
Acataminophen 325 Omg temperaturs balow 30T, protected from kight
s iption, Indications, Dosage and Administration For mare (nformation see the insert paper
Contra-indicstion, Side effacts] KEEP OUT OF REACH OF CHILDREN

Please see lhe inser paper.
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1. Intermediate label :

|
RX Thusc ban theo don 10Vi X 10Vién nén bao phim

DNNK : (0 0 i b

J+ 80’16 H opecey )

(Tramadol HCI 37 5mg + Acetaminophen 325 0mg

Sin sl tai Han Cuse bl

PMG Pharm Co., Lid.

59, Gpeangje-ro, Siheunc-sigyecnggi-ds,
Han Quikc

[Thénh Phéin] M vién nén bao phim chia,
Tramadol HCI 37.5mg
Acet han 335 0mg

[Ma Td]
Vidin nén i bao phim médu vang nhat

[58716 SX, SOK, NSX, HO]
Xirs xemm t3i Lot Na, Visa Na., Mfig. Dale, Exp Date

[Chi dinh, Libu luong va Cach ding, (‘o2 v 1M TaY TRE EM
et i e ol Re£P OUT OF REACH OF CHLDREN
mmmmmmmw

[Tiéu chufin chil lugng] USP 38 | READ INSERT PAPER CAREFULLY BEFOR

[Bao Quan]
Bdo qudn trong bao bi kin, nol khd rde, thadng mat, trinh dnh sang, & nhidt
44 dusl 30T

Céic théng tin khac xem trong 18 hudng déh sd dung kém theo.

RX prescription Drug 10 Blis. X 10 Film coated tabs.
(100 Fiim coated tablets)

Analgesic

) HC1 37 5mg + Aetamingphen 325 g

=
=
.
Manutactured by
E | PMG Phamm Co., Ltd.
= 58, Gyeonge-1o, Sinaung-si gyeonggi-do,

Rapublc of Korsa

[Campasition] Ench film coated tablets contairs,

Tramadol HCI 37 Smg
A yphen ——— 326.0mg
[Descrigtion|

A pale yeilow ablong film coated lablet
[Indications, Desage and Administration,

Contra-indication, Side affects
Plaase see the insert paper. } Visa No.(SDK)
Lot Na (56 18 8X)
[Guality specification] Mig Date(NSX)  dd/immiyyyy
usp 38 Exp. Dawa(HD) - dedmmiyyyy
[Staraga] |
Store in a tight container, dry and cool place, tsmperature below 30T
protectad from light

For more (nformalion see 1ne insert papar
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Analigesic

L]
Tacetinos Tab.
Tramadol HCI -—-————— 37 Smg
ACELAMINGENen s——— J25.0mg
Visa Mo {$5K)
Lot M (86 16 5%)

Wig. Daie(NSX) © ddimminsy
Exp. Data(HD) daimmiyyy

& PMG Pham Co, Ltd. Korea

'i'";::tinos Tab.

Tramadol HC| —————— 37 Smg
ACEEMIEARHEN e 325.0mg
\Visn No (SDi)

ot Ne. (B8 16

& PMG Pham Co,, L. Korea

Analgesic

1 ]
Tacetinos Tab.
Tramadol HCI - 37 8mg
Acstaminaghan 325.0mg
\Visa No mx;
Lot No (S8 16 8X)

M. DatedNSK) - ddimmiyyyy
Exp. Date{HD) Aimriyyyy

& PMG Pham Co., Lt Korss

Analgesic

L]
Tacetinos Tab.
Tramadal HCI 37 8§mg
ACHAMINOPHEN smcemeeme 325,0mg
\isa No. (SE)
Lot No (88 1 35X}

M. Dale(NSX) © Simmivyy
Exp Oate{l) admmiyyyy

& PMG Pham Co,, Ltd, Kerea

Analgesic
Tacetinos Tab.

Tramadal HC! - — 37 5mg
Acetaminophen 325.0mg
Visa No (80K

&5 PMG Pham Co., Ltd, Korea

2. Label on the smallest packing unit :

Analgesic
Tacetinos Tab.
Tramadol HCl ——er 37.8mg
Acetarminaphen - 325 Dmg
Visa Ne (8D

Lot No.|34 18 8X)

Mg, Data{NSX]  ddimmiyyyy
Exp Date(HD)  daimmiyyyy

& PMG Pham Oc., Lid Korea

'Em::ﬁnos Tab.

Tramadol HC| —————- 37 5mg
Acalaminoghen --—-—-— 325,0mg
i e (BEIK)
Lot No.(S8 14 83

. Dale(NSX)  ddimmiyyyy
Exi: Dbl 40 adimmipyey

& PMG Pham Co., Ltd, Korea
Anaigesic

Tacetinos Tab.

Tramagoi HCI ——————— 37 .5mg
Acstaminophen 325.0mg
Visa Ne (BEK]|

Lol Mo (56 1 8X)

Mig. Dale{NSX)  deimmiviryy

Exp. Date{HD]  demmiyyyy

& PMG Pham Ca., Lid. Kores
Angigesic

Tacetinos Tab.

Tramadol MOl —s s a7 smg
ACSIAMINORARN smemmemeee 328 0
Visa N SE|

Lt No (56 18 8]

Wig. DaleiNSX)  dammivyyy
Exp. Date(HD] osimmiyyyy

& PMG Pham Co,, Lid Korea

'i'n;::tinos Tab.

Tramadol HC ————— 37 Smg
ACotaminopnen s 328 Omg
Visa Mo (SDK)

Lt o (36 14 5X)

Wig Date(NSX)  ddimmivyyy
Exp. Dois(HO)  odimmiyyyy

& PMG Pharm Co,, Lid Korea

Analgesic

]
Tacetinos Tab.
Tramadol HC —————— 37 5mg
Acataminophen 325.0mg
\Aisa NaiSEK)
Lot Mo {5518 5x)

Mg Dale(NSK) | deimmiyyyy
Exp DutefhD} . ddimndyyy

& PWG Pham Co., Lid. Korea

Analgesic ’
Tacetinos Tan.

Tramadol HCl wemee eeeeee 37.5mg
Acetaminophen - 325.0mg
Visa e (50K

Lot No (54 |4 5X)

Mig DaieiNSX]  daimmyyyy
Exp DateHDi deimmvipyyy

& PMG Pharm Co., Ltd. Korea

Analgesic
Tacetinos Tab.

Tramadol HCl —————— 37.5mg
Acalaminaphen 325.0mg
isa No (SEK)

Lot No {54 16 8x)

Mg, Dalw(NSX] = ddimmipyyy

Exp Date(HD)  dd/mmiyyy

& FMG Pham Co, Lig. Korea
Analgesic

Tacetinos Tab.

Tramadol HCl «wssece 37.5mg
ACSIEMINODNSR s 325 (Mg
Visa Mo, (SEK)

ot o (56 W) 5X

Mg, Oate(NSX]  cdimmivyyy
Exp DatelHO adimmdyyy

&5 PMG Pham Ca,, Lid, Korsa
Analgesic

Tacetinos Tab.

Tramadal HCE -~ woeanee 37 500G
&nelurnmonﬂan ...... azs Gm
\isa Mo, [SEK)

Lot No. (56 W 5X

Pt Db IS}

MY Y
Exp. CatelHO) dammbyyy
&5 PMG Pham Ca., Ltd. Korea

Analgesic i
Tacetinos Tab.

Tramado! HEC| 37 5mg
Acetaminophen 325.0mg
Vina Mo (SOK)

Lot e (5818 5%} ¢

Wiy Dete(NSK}  daimmiyyyy
Exp, Date(HD) . daimmiyyyy

& PUG Pham Co., Lid. Korsa
Analgesic

Tacetinos Tab.

Tramadel HO! ———ssmeeee 57 Smg
Acataminaphen —-—-—- 325.0mg
Wiz N (SEIK)

Lt Mo (34 l6 SX)

Mg Dalo(NSX) - dammvyyyy

Exp Duie{HD} - ddimrriyyyy

& PMG Pram Co, Ltd. Kerea

Analgesic
a
Tacetinos Tab
Tramadol HC| — [
Acetaminophen

Viaa No. (SEK)

Lot Mo (58 1 5x)

Mg Date(NSX)  ddimmiyery

Exp Date(HO} | aaimmiywyy

& PMG Pham Co., Ltd. Korea

Analgesic .
Tacetinos Tab.

Tramadol HC| —ceems - 3T.5mg
Acataminophen s—--——- 325.0mg
Yisa Na (DK

Lot Mo (54 18 5X)

Mg Diste(NSx)  adimmiyyyy
Ein CataHD) | adimmivyyy

& PMG Pham Ca, Lid, Kerea

Analgesic -
Tacetinos Tab.

Tramadol HCI 37.5mg
Acataminophen —-—— 326.0mg
isa b (SDH)

Lot N (S48 5K)

My Data(NGX)  admmiyyy
Exp Dalel0) adfmmyy

& PMG Pham Co., Lid. Karea
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To hwéng din sir dung Ry THUOC BAN THEO DPON

TACETINOS tab.

(Acetaminophen, tramadol hydroclorid)
Doc kj huéng dan sw d:mg triwdc khi ding
. Néu can thém thong tin, xin hoi yr kién - bdc st hodc dwoe si.
Thanh phin : Mbi vién nén chira:
Hoat char: 325 mg acetaminophen va 37.5 mg tramadol hydroclorid.
Ta duge: cellulose vi tinh the, tinh bot bién tinh. crospovidon, magnesi stearat, mau vang opadry
1T 82F420033.
Dang bao ché : Vién nén bao phim.
Quy ciach dong gai : Hop 10 vi x 10 vién nén. Hop 02 vi x 10 vién nén.
bac tinh dwgc lye hoc:
Tramadol 14 thude giam dau trung vong hitu higu. Cor ché tac dung gidng véi co ché cua cac thude
giam dau gay nghi¢n, nhung it gdy nghi¢n hon. Tac dung giam dau tuong duong cac thude giam
dau gay nghién nhumg no it gdy e ché ho hdp mot tac dung phu chu yéu cta cac thube giam dau
gdy nghién. Tramadol khong phai la thude chéng viém khong steroid va khéng lam ting nguy co
loét da day va chay méu trong.
Acetaminophen la mot chat giam dau ngoai vi khong gay nghi¢n, so voi céc thuéc NSAIDS,
acetaminophen ¢6 rat it tac dung phu. Co ché va vi trf tac dong giam dau chinh xdc ctia né chua
xac dinh rd rang.
Khi danh gid trén déng vit ¢ phong thi nghiém, viée phdi hop tramadol va acetaminophen cho thiy
chung co tac dung hop lye.
Dwoe ding hoc:
Tramadol bi chuyén hod thanh M1 bai CYP2D6. Tramadol la mét chét racemic va edc dang dong
phén ta tuyen va hiru tuyen cua tramadol va M1 dugc tim thiy 11'0n5 qua trinh luwu thong.
Duge déng hoe cua tramadol va acetaminophen khi uong mot vién nén TACETINOS tab. dmjc:
mo ta trong bang 1. Tramadol ¢ d¢ hap thu va thoi gian béan thai nho hon acetaminophen.  /
Bang 1: Bang tong két cac thong ) duwge dong hoc trung I)mh cua cac dang dong
phiin quang hoc cua tramadol, M1 va cua acetaminophen khi uong mot v
tramadol/acetaminophen két hop (37,5 mg/325 mg) o nhirng nguoi tinh

B £ (+)- (-)- 3 1 . .
Thong so Tramadol Tramadol (+)-Ml1 (-)-Ml1 Acetaminophen
Cmax 5 i . .
: 3 5 ¢ 2.8 (4.2 4,2 (0,
(ng/ml) 64.3(9.3) 55.5(8.1) 10,9 (5.7) 12,8 (4.2) 4.2 (0.8)
Tmax (gio) 1.8 (0.6) 1.8 (0,7) 2.1 (0,7 2.2 (0,7 0.9 (0.7)
CL/F S 2 h N foa
388 (226) 736 (244) - - 365 (84)

(ml/min)

12 (g10) 5.1(1.4) 4,7(1.2) 7.8 (3.0) 6.2 (1,6) 2,5 (0,6)

Vai acetaminophen. Cmax duge tinh theo don vi pg/ml

Mot nghién ctru duge dong hoe cho mot licu don TACETINOS tab. duoc tién hanh trén nhing
ngudi tinh nguyén da chi ra rang khong ¢6 sy twong tde gitra tramadol va acetaminophen. Tuy
nhién, sinh kha dung cua tramadol va chiit chuyén hoa M1 & dang vién nén két hop 1hap hon ¢ dang

dom chat. Dién tich dum dudng cong bi giam 14% ddi vai (+)-tramadol. 10.4% déi véi (-)<tramadols.
11,9% dm vi (+)-M1 and 24.2% dbi vai (-)-M1. Nguyén nhan cia viée giam sinh kha dung chua

duoe biét mot LdLh rd rang.
Khang c6 ddu hiéu thay doi vé duge dong hoe cia acetaminophen ¢ dang phéi hop va & dang don.
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HAP THU:

- Sinh kha dung tuyét déi cua ramadol HCI khi udng liéu 100 mg vao khoang 75%. Néng do trong
huyét tuong sau khi népg liéu 2 vién nén cua tramadol dat cuc dai sau 2 giér va ctia M1 1a 3 gio.

- Trong huyét trong, nong df cua acetaminophen dat dinh trong vong 1 gi¢r va khong bi anh huong
boi tramadol. Khi uong acetaminophen duwoc hidp thu chu yéu o rudt non.

- Nhitng anh hudmg cua thie an:

- Khi TACETINOS tab. dugc udng cung thuc an, thoi gian dé dat nong d¢ cue dai bi cham hon
khoang 35 phut doi véi tramadol va gin nhu mét gitr dbi véi acetaminophen. Tuy nhién, nong do
cue dai va muce do hap thu cua tramadol va acetaminophen thi khéng bi anh huong.

PHAN BO: _

Lién két cua tramadol véi protein huyét tuong vao khoang 20% va lién két nay chi hinh thanh
khi nong d¢ dat duoc 10 pg/ml. o ) _

Acetaminophen phan bo rong vao hau hét cac ma cua co thé ngoai trir mé mé. Thé tich phz"m bo
vao khoang 0.9 /kg. Mot ty 1§ nho (khoang 20%) acetaminophen lién két voi protein huyét tuong.
CHUYEN HOA:

Tramadol bj chuyén hod boi CYP2D6 va CYP3A4. Khoang 30% cua li¢u thai trir qua nudc [iéu
dlrm dang khdng doi va 60% liéu bai tiét dudi dang chuyén hoa. Cac cach chuyén hod chinh la xuét
hién cac lién két N-. O-. loai methyl. két hop véi acid glucuronic hoiic sulfat & gan. Chat chuyén

~  hoa M1 (O-desmethyltramadol) 1a hoat chit ¢6 hoat tinh sinh hoc. Su hinh thanh M1 phu thude
vao CYP2D6 ciing nhu cac chét (rc ché ¢6 anh huong dén déap tmg didu tri.

Acetaminophen bi chuyén hod chu yéu ¢ gan bing ba con dudng chinh:

~ Lién két vai acid glucuronic.
» Lién két vai sulfat.
»  Oxy hoa qua eytochrom P450,

-0 nguai 1on, dLClle‘llﬂU[_‘-‘hLll bi chuyén hod chu véu do két hop voi acid glucuronic va mot p an
nho hon két hop vai sulfat. Su két hop nay tao thanh cée chét chuyén hoa khong ¢o o
hoe.

-0 tré em. tré sor sinh. tr¢ sinh non. sur két hop v sulfat chiém wu thé.

THAI TRU"

- Tramadol duge thai trir chu \-f'u nhér sur chuyén hod o gan va cde chét chuyén hod nay dugc thii
trir chi yéu qua than. Sau khi udng tramadol. thai gian ban thai cua tramadol trong huyét tuong
5-6 gio vacua M1 la 7 gio. Thoi gian bin thai cua tramadol trong huyét turong tang lén 7-9 gid
uun[, lidu tiép theo ctia tramadol.

O nguoi 1on, thoi gian ban thai cua acetaminophen vao khoang 2 dén 3 giér va ¢6 phan nf,{ln hon
d6i vai tré em va dai hon o tré so sinh va & bénh nhan xo gan, Acetaminophen thai trir chi yéu nhéy
sir hinh thanh céc lién két vai acid glucuronic va sulfat. Khoang 9% acetaminophen théi trir qua
nude ticu dudi dang khong chuyén hod.

POI VOI BENH NHAN SUY THAN

Duge dong hoe cua TACETINOS tab. trén bénh nhin suy thén chua duge nghién ciru. Theo
nhimg nghién ciru khi sur dyng tramadol ¢ dang khong két hop, sy thai trir ctia tramadol va chal
chuyén hoa M1 bi giam & bénh nhén ¢6 d6 thanh thai creatinin nhd hon 30 ml/ phut. Vi vdy. cin
diéu chinh liéu & nhimg bénh nhan nay.

POl VOI BENH NHAN SUY GIAM CHUC NANG GAN

- Duge dong hoe cua TACETINOS tab. trén bénh nhan suy giam chire nang gan chura duge nghién
ciru, Do tramadol va acetaminophen déu duoe chuyén hod chu yéu boi gan. vi vily khong nén chi
dinh TACETINOS tab, cho b¢nh nhan suy gan.

POI VOI NGUOI GIA o

Mot s6 két qua nghién ctru thu duoe cho thiy khong c6 nhing thay doi dang ke veé duge dong

hoe cua tramadol va acetaminophen & ngudi gia ¢o chire nang gan va thén binh thuéng.

Chi dinh:

Thudc duoc chi dinh diéu tri cac com dau ¢ip va man tinh, véi mic do tir vira dén nang. P
Li¢u lwong va cach dung:

»N ™
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Nguoi 16n va tre em trén 12 (uoi:
Licu toi da la 1 dén 2 vién mdi 4 dén 6 gio va khong qua 8 vién trong 1 ngay. Thude khong bi énh
huong boi thie an.
Tré em (dudi 12 tum] D an toan va hiéu qua cua lhum, chua duge nghién clru o tré em.
Neuoi gia (hon 65 tudi): Khong ¢o surkhac bigt nao vé do an toan hay tinh chit duge dong hoc cua
nhirng ngudi ding hon 63 tudi va ngudi dung it tudi hon.
Thuoc chi dang khi co sw ké don cua Bic si.

Chéng chi dinh:
hhon;: nén dung thude cho cic bénh nhan ¢ tién st nhay cam voi tramadol, acetaminophen hay
bét ¢r thanh phan nao cua thude hodc vai cdc thude opioid. T ‘hude cung chong chi dinh trong céac
truomg hop ngo doc mp tinh do ruou, thude ngu, cac chat ma tay, cac thue giam dau trung vong,
thude opioid va céc thude hudng thin.
- Bénh nhan dang dung thude tre ché MAO hodce nglmg dang IMAO trong vong 2 tudin.
- Nguoi suy gan niang .
- Dong kinh chua duoc kiém soat
- Phu nir dang ¢6 thai. cho con bu.
Thén trong:
- Béc s cdn canh bao bénh nhéin vé cac dau hi¢u cua phan (mg trén da nghiém trong nhu hi chimg
Steven-Johnson (SJS). héi chimg hch.] tr da nhiém doc (TEN) hay hoi chimg Lyell. héi chimg
ngoai ban myun mu toan thin Lf]p tinh (AGEP).
- Than trong khi st dung thude vi ¢6 nguy co gay co gidt khi ding dong thoi tramadol véi céc thude
SSRI (ire ché tai hap thu serotonin), TCA (cac hnrp chit 3 vong), cac opioid, IMAO, thube an thin
hay cdc thude lam giam ngudng co gidt: hay trén cdc bénh nhin bi dong kinh, bénh nhén ¢ tién sir
co gidt, hay c6 nguy co co giat. '
- Thén trong khi sur dung thuoe vi 6 nguy co gay suy ho hap trén nhimg b¢nh nhan co nguy co suy
ho hap; ding liéu cao tramadol véi thude té, thude mé. rugu.

- Than trong khi su alunn thude dunn thoi voi cde thude e ché hé thin kinh trung vong I]hll' TN,
opioid. thude té. thude mé. thude ngt va thude an thén.
- Thin trong khi sir dung thude cho cic bénh nhan bi tang ap lye ndi so hay chén ng dau.
- Thén trong khi sir dung cho cic bénh nhin nghi¢n thude phién vi co thé gdy tai ng
- Than trong khi st dung thude cho cde bénh nhan nghién rugu man tinh vi ¢6 nguy co gdy doc
tinh trén gan.
- Viée dung naloxon trong xu ly qua liéu tramadol ¢ thé gdy tang nguy co co gidt.
- Véi nhimg bénh nhan ¢6 d¢ thanh thai creatinin dudi 30 ml/phat duoc l\huycn cao lidu dang
khdng qua 2 vién cho mdi 12 gié.
- Thin trong véi bénh nhan suy gan nang,
- Khong dung qud licu chi dinh.
- Khong dung vai cac thude khie chira acetaminophen hay tramadol.
Tac dung khong mong muun.
Tac dung khong mong muon duge phan logi theo co quan va tan suét gap:
- Rit pho bién (>1/ 10)
- Phé bién (=1 / 100 dén < 1/10)
- Khang pho bién (=1 / 1.000 den <1/100)
- Hiém (=1 / 10.000 dén <1/ 1.000)
- Rat hiifm( <1/10.000)
- Khong biét (khong thé wde tinh tr dir ligu co siin)
Cac tac dung khong mong m uon duge bao cao pho bién nhat trong cde thir nghiém lam sang la
budn non, chong mat va budn ngu. duoc quan sat thay & hon 10% bénh nhén.

Tén suat cac tac dung khong mong muon duge 1iét ké theo cac hé co quan: e

/ O -/.,-w A-.. \
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tiéu hoa

bon, kho
miéng, tiéu

chay, dau

bung. kho
tiéu. déiy hoi

“Réi loan da
va 1o chie
duoi da

D6 mo hoi.
ngira

phéan den

Phan tmg dd
(phét ban. noi
may day)

Rat pho Pho bién Khung pho Hiém Riit l(h(mg
_______ bien bi¢n hiém biét
| R&i loan Ha dudng
chuyén hoa huyeét
va dinh
dubmg |
Roi loan Réi loan Trim cam, &0 Quen Lam
tim thin trang thai. gidc, ac thuée dung
tam trang mong. mét tri thude*
thay doi. lo nhd
lang. cang
thang, tam
trang phfin
chan. roi
loan gidc
et - —— — Illgu ——d — - ——
Hé than Chong Nhire déu. Co gidt co Mit ngu.,
kinh mat, buon run ngoai y, mat co giat,
ngu cam gide ngat
Miit Mo mit
Tai - - i U tai
Réi loan béanh trong
nhip tim ngyc, nhip
tim nhanh,
loan nhip
. _tim /
Roi loan Téng huyét /
mach mau _ép A
RGi logn o ) | Khé the “S‘%V
ha hép.
lon;__ nguc
va trung
thét o - _
Roi loan Buon non Non, tao Kho nuot,

Thén va
tict ni¢u

Albumin ni¢u.
chimg kho bai

- ni¢u
Chung On lanh. dau
ey nguc =
Theo diéu ling
tra | lransaminase l,;-":-g;..
* Puge bao cdo trong kiém tra hau mai 2 {" LELS

Maic da khong duge quan sét thay trong cac thu nghiem lam sang,

khong thé loai trir Eac tae dung

khong mong mudn ¢o lién quan dén viée sir dung tramadol hodc paracetamol.
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Tramadol
-Ha huyét ap. nhlptlm chéam. truy (tramadol).
- Kiém tra hau mai cua tramadol da cho thiy lam thay doi tac dung ctia warfarin, bao gbm ting
thoi gian prulhrombm
- Hiém gap: phan tmg di ing voi cdc tri¢u chimg ho hip (nhu kho the, co thét phé quan. the kho
khe, phu mach) va tinh trang qua man.
- Hiém gap: them an. suy co va suy giam hd hép.
- Tac dung phu trén tim thén ¢ thé xay ra sau khi dung tramadol phu thugc vao co dia va thoi gian
dung thude. Nhimng thay doi nay bao gom su thay dcn tdm trang, (thinh thoang bon chon, phcm
Chdll] thay ddi hoat dong (déi khi tang 1én) va thay doi vé nang lye nhan thire va cam giac (vi du
roi loan hanh \1} )

- Tinh trang suyén tram trong da duoc bao cdo mac du nguyén nhan chua duge thiét 1ap.
- Céc tri¢u chimg cua phan tmg cai nghién. tuong tu nhu cae triéu chitng xay ra trong qua trinh cai
nghién thude phién ¢o thé xay ra nhu: kich dong, lo Iam_ cang thing. mat ngu, tang kali, run va
cae tricu chimg tiéu hoa. Cae tri¢u chimg khac rit h1e m lhd\ néu tramadol ngung dot ngot bao gom:
cac con hoang loan. lo lang trim trong. do gidc, mat ngu, U tai va cdc triéu ching than kinh trung
wong bt thudmg.
Paracetamol:
- Tac dung phu cua pamutdnwl rit hiém nhung co thé xay ra hi¢n tugng man cam bao gbm phat
ban da. DA ¢6 bao cdo vé rdi logn méu, trong do ¢é giam tiéu ciu va ting bach cau, nhung khong
chic chin la lién quan dén paracetamol.

- Co mt 0 bdo cao cho thay rang paracetamol ¢ thé giy ra giam prothrombin huyét khi dung vi
cac hop chat giong warfarin. Trong cac nghién ciru khac, thoi gian prothrombin khong thay doi.
- Cae truomg hop hiém gap phan tmg da nghiém trong da duge bao céo.

Thong bav ngay cho bdc si khi gip phii cdc tic dung khong mong muon cia thuoc.

luung tic thude:
C hong chi dinh s dung domr thoi:
- Thube (e ché MAO khong chon loc:
Nguy co hdi chimg serotonin: tiéu chay. nhip tim nhanh, d6 mé héi. run ray, lan. tham chi hén
me, ‘ '
- Thudc e ché MAO chon loe A:
Sy phéng thich tir ciac chét e ché MAO khong chon loe. nguy co hgi chimg huyét tha
chay. nlup tim nhanh. d6 mo héi, run riy, 1an. thim chi hon mé.
- Thude e ché MAO chon loc B
Cac tricu Llurn;: kich thich than kinh nhu hoi chimg serotonin: tiéu chay, nhip tim nhanh, d6 mé
hoi, run ray. lan. tham chi hon mé.

Trong truomg hop diéu tri vai thude tre ché MAO. nén hodin hai tudn trude khi diéu trj voi tramadol.
Khong sw dung dong thoi vii:
- Ruuu Ruou lam tang tde dung an thin cua thude giam dau opioid. tac dg)ng Ién sy tinh tao nén
anh huong dén viée lai xe va vin hanh may moe. Tranh su dung cac thire udng ¢ cbn va céc thude
¢o chua con.
- Carbamazepin va cac chit gdy cam mg enzym khae: lam giam tdc dung va giam thai gian do
nong dé tramadol trong huyét trong giam.
- Thude dbi leng opioid (buprenorphin. nalbuphin. pentazocin)
Giam tac dung giam dau bang tac dong ngan thl!'l canh tranh & cdc thu thé, vai nguy co xudt hién
lma ching cfu nghign,
Cin can nhic khi sir dung drmg thoi:

Tramadol c6 thé gy co gidt va tang tac dung cho cdc thude te ché tdi thu 1101 serotonin chon loc
(SSRIs), thude re ché tai hap thu serotonin- nmeplnephrm (SNRI), thude chong tram cam ba vong,
thude ching loan thin va cac thube giam ngudng giy co gidt khic (nhu bupropion, mirtazapin,
tetrahydrocannabinol).
- Viée st dung dong thoi tramadol va thude serotonergic nhur thude (e Lhe Lai hap thu serotonin

(SSRIs), thude (e ché tai hap thu serotonin nmcplm.plum (SNRIs), thude e ché MAU lhué‘c\_
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chéng tr:;'im cam ba vong va mirtazapin c6 thé gdy doc tinh serotonin. Hoi chimg serotonin ¢6 thé
xay ra néu mot trong nhirng diéu sau day quan sat thay:

- Rung gidt tu phat

- Giat mat, kich déng. dé mé hai

- Run va tang phan xa

- Tang truong e co va nhiét do co thé > 38°C va gidt mat

Ngimg thuoe serotonergic s& cai thién triéu ching nhanh chong. Diéu tri phu thude vao dang va
murc 4o nghiém trong cua cdc triéu chimg.

- Cac din chit opioid khéc (bao gom cac thude chéng déng va cac thude thay lhe) benzodiazepin
va barbiturat: ting nguy co suy ho hip ¢ thé gay vong trong tr uong hop qua liéu.

- Cac thude giam dau tlmn kinh trung wong khéc. nhu ¢éc din chat Oplold khac (bao gom thude
ghong dong va cac thude thay the). barbiturat. benzodiazepin. thude giam dau khac, thude ngu,

thude chong tram cam gay ngu. thude Lh(l]‘lg loan than, thuoc giam dau than kinh, thuée ha huyét
ap, thd]ldomld va baclofen. Nerng chat hoat tinh nay ¢6 thé lam ting trim cam trung wong, tac
dong 1én sur tinh téo nén anh huong dén viéc lai xe va van hanh mdy moc.

- Can thén trong Khi diéu tri donu thoi tramadol/ paracetamol va dan xuat coumarin (vi du warfarin)
do bao cao v tang INR vai xudt huyét va mang xudt huyét & mét s6 bénh nhan.

- Sy chuyén hoa cua tramadol duge trung gian boi céc isoenzym CYP2D6 va CYP3A4. Viée ding
cae thube uc ché dic hiéu cac enzym nay c6 thé lam ting nong d¢ tramadol va lam giam nong do
chit chuyén hoa ¢6 hoat tinh, va nguy cocon dﬂmC kinh hodc héi chimg serotonin ¢o thé tang lén.

- Viée dung ondansetron trude phau thudt lam giam hiéu lye giam dau cta tramadol.

Swr dung thube cho phu nir ¢6 thai va cho con ba:

Phy niv co thai: , o ‘ .

Nghién ctru trén dong vat voi tramadol cho thdy & licu rit cao anh hudmg dén sur phat trién cua céc
CO quan, xuong va gay tu vong o tre so sinh. Tramadol qua nhau thai. Chua ¢é bang chimg day du
vé sir an toan cua tramadol trong thai ky mang thai. do do tramadol khong duge suir dung & phuy nir
mang thai.

Phu niv cho con bii:

Tramadol va chat chuyén hoa cua no duoc tim thay véi lugng nho trong sira me. Do do. khnng,

dung tramadol khi cho con bu. /
Anh hwong dén kha ning lai xe va viin hanh may moc:
Do thude ¢6 tac dung khong mong mudn gy dau dau nén cin than trong khi lai xe v anh

may moc.
Qui liéu va xir tri:

]huoc la mét san pham két hop. vi vy cée biéu hiéu lam sang cua tinh trang qua lidu ¢6 thé bao
gbm cde ddu hidu va tridu chimg cua ngd doc tramadol hodc ngd doc acetaminophen hodc ca hai.
Cac triéu chimg qua liéu tramadol twong tyr nhur cae thude giam dau opioid khdc, bao gom: budn
ndn, non, tryy tim mach, ro1 loan ¥ thire, hon mé, co gidt, suy ho hap dén ngimg tho.

Céc trigu chimg qua licu at.a.ldl]lll]ophml <.|lld licu la moi quan tam dac bi¢t ¢ tr¢ nho. Céc tri¢u
chimg cua qu liéu paracetamol trong 24 gio dau tién 1a budn ndn, non, chén an va dau byng. Ton
Ll'urmm gan ¢6 thé ro rang sau 12 dén 48 gio sau khi udng. Nhimg bit thuong ve Lhuven hoa glucose
v toan chuyén hoa ¢6 the xay ra. Trong ngd doc néng. suy gan c6 thé tien trién dén chirng dau thit
ngue, hon mé va tu vong, Suy than cap voi hoai ta ong than cip tinh ¢ thé phat trién ngay ca khi
khong ¢6 ton thuong gan nghiém trong. Roi loan nhip tim va viém tyy da duge béo cdo.

X trt:

- Chuyén ngay bénh nhin dén co so y té gan nhit.

- Duy tri cae chire nang ho Imp va tudn hodn.

- Trude khi bit diu dicu tri, nén liy mau mau cang som cang 1ot sau khi dung qua lidu dé do nong
dd paracetamol va tramadol trong huy ét trong va dé thue hig¢n xeét nhhu.m gan.

- Thyc hi¢n xét nghi¢m gan luc bat diu (qua licu) va lap lai mdi 24 gio. Su gia ting cic enzym gan
(ASAT. ALAT) thuong t]m) va trod lai binh thudng sau mt hoac 11.11 tuan.

- Gay non (khi bénh nhan tinh) hodce rua da day,
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- Can phai ¢6 cac bién phap hd trg nhu duy tri sy tudn hoan cua duong tho va duy tri chir nang
tim mach; naloxon nén duoc sir dung dé giam tinh trang suy ho hip; ¢6 thé duge kiém soat vaoi
diazepam.
- Tramadol der. loai bo khoi huyét thanh bang tham tach mau hode loe méau lién tuc. Do dé diéu
tri nhiém déc cép tinh véi tramadol / pamcuamol voi tham phén mau hodc loc mau lién tuc don
doc khong thich hop dé g giai doc
Piéu tri ngay lap tie la can thiét trong qua licu paracetamol. Mic du thi¢u cac trigu chimg sém,
nhung bénh nhan nén duge dua dén bénh vién khan cdp dé duge cham soc 3 té. Ngudi lon uong
khoang 7.5 ¢ pamutdmol hode nhiéu hon trong 4 gitr hode tr¢ em da uong > 150 mg / kg
pdrau.ldmol trong 4 scur nén duge rira da day. Nong do paracetamol trong mau nén duoc do sau 4
gio sau khi dung qua liéu dé ¢ thé danh gia duge nguy co phat trién ton thuong gan (thong qua
biéu dd qua liéu pai racetamol). Co thé can phdl ding methionin dudng udng hodc N-acetyleystein
(NAC) tiém tinh mach, néu chira dén 48 gio sau khi dung qua lidu. Vige str dung N-acetylcystein
tiém tinh mach ¢6 hiéu qua nhét trong vong 8 gior sau khi ubng qua liéu. déng thoi phai ¢o céc big
phip ho trg chung.
Bio quan:
Bao quan trong bao bi kin. noi kho rio. thoang mat. ¢ nhiét dé dudi 30°C, tran
Han dung: 36 thing ké tir ngay san xudt.
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