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Analgesic

[Thaénh Phén] MGi Vién nén bao phim chia,

Acetaminophen 325,0mg
Tramadol HC| 37,5mg
Mé T3]

Vién nén dai bao phim mau vang nhat.

[S&16 8X, SBK, NSX, HD]
Xin xem tai Lol No., Visa No., Mfg. Date, Exp. Date.
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[Composition] Each film coated tablet contains,

Acetaminophen 325.0mg
Tramadol HCI 37.5mg
[Description]

Pale yellow cblong film coated tablel.

[Indications, Dosage and Administration,
Contra-indication, Side effects]

Please see the insert paper. tﬁstaNN‘:és:?:]SX)
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uwsp 4 apeciioation] Mig. Date(NSX) : ddimmiyyyy
Exp. Date(HD) : ddi
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Store in hermetic containers al room temperature below 30T,
For more information see the insert paper.
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[Composition] Each film coated tablets contains, Store In je containers at raom temperah
Acataminophen 325.0mg below 30T
Tramadol HCI 375mg For more information see the insert paper
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Analgesic :
Kotisol tablet

Acetaminophen -———— 325
Tramadol HCI — ar. %

Visa No.(SDK)

Kotlsol Tablet

2. Label on the smallest packing unit :
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Exp. Date(HD)  : ddmmAyyyy Exp. Date(HD] ddimmiyyyy Exp. Date(HD) adimmiyyyy
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Exp Date(HD) = dd/mmiyyyy Exp. Date(HD) adimmiyyyy
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Tramadcl 3r.5mg

Mig. Date(NSX) . ddimmiyyyy
Ep. Date(HD) -+ daimmiyyyy

mwmmmm
Kotlsol Tablet
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Ry THUOC BAN THEO DON

KOTISOL

(Acetaminophen, tramadol hydroclorid)
Doc Ky hudng dan sic dung trudc khi dzmg
Néu cén thém thong tin, xin hoi y kién - bdc si T hodc dwgc si.

To hwdong dén sir dung

[Thanh phin] M&i vién nén chia:

Hoat chat: 325 mg acetaminophen va 37,5 mg tramadol hydroclorid.

Td dugc: b hydroxypropylcellulose ty trong thap, povidon K-30, crospovidon, magnesi stearat,
opadry II yellow (85F42086)

[Dang bao ché] Vién nén bao phlm j

[Quy cach dong goi] Hop 10 vi x 10 vién nén. Hop 2 vi x 10 vién nén. Dj

[Dic tinh dmi:c Iwre hoc| -

Tramadol 1a thuoe giam dau trung uong hiru hiéu. Co ché tac dung gidng véi co ché cta cac

thudc giam dau gay nghi¢n, nhung it gay nghlc;n hon. Téc dung giam dau tuong duong cac

lhuoc glam dau gay nghién nhung né it giy irc ché ho hip, mot tac dung phu chu yéu cta cac

thudc giam dau giy nghién. Tramadol khong phai la thuéc chéng viém khong steroid va khong
-’ lam tadng nguy co loét da day va chay mau trong.

Acetaminophen la mot chat giam dau ngoai, vi khong gay nghién. so v6i cac thuéc NSAIDS.

acetaminophen ¢ rat it tac dung phy. Co ché va vi tri tac dong giam dau chinh xéc ctia no chua

xac dinh r0 rang.

Khi danh gia trén dong vat & phong thi nghiém, viée phdi hgp tramadol va acetaminophen cho

thdy chiing c6 tac dung hop lyec.

[Dwee dong hoc|

Tramadol bi Lhuyen hod thanh M1 béi CYP2D6. Tramadol 1a mét chit racemic va cac dang

ddng phan ta tuyén va hiru tuyén cua tramadol va M1 dygc tim thiy trong qua trinh luu thong.

Dugc dong hoc cia tramadol va acetaminophen khi udng mét vién nén Kotisol duge mé ta

trong bang 2. lramadol co do hap thu va thoi gian ban thai nhé hon acctammophen

Bing 2: Béing téng két cdc thong sb dwrge dong hoc trung binh ciia cic dang dong phin

quang hge cia tramadol, M1 va cia acetammophen khi uong mot vién nén

Tramadol/Acetaminophen ket hop (37,5 mg/325 mg) & nhirng ngwoi tinh nguyén.

.-(I-\:.’k:

Thongsd | - 1 L O 1 @M1 | (9-M1 | Acetaminophen
Cmax "

(ng/mL) 64,3 (9.3) 55,5(8.1) 109 (5,7) | 12,8 (4,2) 4,2 (0.8)

tmax (h) 1.8 (0.6) 1,8 (0,7) 2.1 (0,7) 2,2(0.1 0,9 (0,7)
CL/F

(LAmii) 588 (226) 736 (244) - . 365 (84)
Y2 (h) 5.1(1.4) 4,7(1.,2) 8030 6,2 (1.6) 2,5(0.6)

V&i acetaminophen, Cmax duge tinh theo don vi ng/mL

Mot nghlen ctru duge dong hoc cho mot liéu don Kotisol duge tién hanh trén nhitg nguoi tinh
nguyén da chi ra rang khong c6 su tuong tac gitra tramadol va acctaminophen. Tuy nhlcn s1nh
kha dung cua tramadol va chat chuyén hoda M1 & dang vién nén két hop thép hon & d

chat. Dién tich dudi duong cong bi giam 14% d6i véi (+)-tramadol, 10,4% do: vl (-)-t _;\Mnadok_ AN
11,9% dbi vai (+)-M1 and 24 2% dbi v&i (-)-M1. Nguyén nhin cia viéc giam sinli'k} duhL N2 %
chua duqr(. blet mot cach ro rang W
Khong ¢6 déu hiéu thay doi vé dugc dong hoc clia acetaminophen & dang phdi hQ‘p Vd } N
don.

HAP THU:

- Sinh kha dung tuyét di ctia tramadol HCI khi uéng liéu 100 mg vao khoang 75%. Nong dff
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grm}g huyeét twong sau khi uong liéu 2 vién nén cia tramadol dat cuc dai sau 2 gi¢r va cua M1 la
3 gio. ) )

- Trong huyet twong, nong dé cua acetaminophen dat dinh trong vong 1 gio va khéng bi anh
huong béi tramadol. Khi uéng acetaminophen duoc hap thu cha yéu & rubt non.

- Nhimng anh huéng cna thirc an: ) )

- Khi Kotisol duge uong cung thirc an, thoi gian dé dat nong dé cyc dai bi cham hon khoang
35 phut doi véi tramadol va gan nhu mgt gio doi véi acetaminophen. Tuy nhién, nong do cuc
dai va mirc d9 hap thu cua tramadol va acetaminophen thi khong bi anh huéng.

PHAN BO: ] )
- The tich phéan bo ctia tramadol khi tiém tich mach liéu 100 mg la 2,6 I/kg & nam va 2.9 I/kg &
nir.

- Lién két cuia tramadol v6i protein huyét trong vao khoang 20% va lién két nay chi hinh thanh
khi nong d¢ dat dugc 10 pg/ml. ) . .
- Acetaminophen phin bég réng vao hau hét cac mé cua co thé ngoai trir md md. Theé tich phan
bd vao khoang 0.9 I/kg. M6t ty 1€ nho (khoang 20%) acetaminophen lién két véi protein huyét
tuong. | )

CHUYEN HOA: .

Tramadol bi chuyén hod béi CYP2D6 va CYP3A4. Khoang 30% cua liéu thai trir qua nuéce
ticu dudi dang khong doi va 60% liéu bai tiet dudi dang chuyén hoa. Cac cach chuyén hoa
chinh la xuat hign cac lién két N-, O-, loai methyl, két hgp vdi acid glucuronic hodc sulfat &
gan. Chét chuyén hoa M1 (O-desmethyltramadol) la hoat phﬁl ¢o hoat tinh sinh hoc. Sy hinh
thanh M1 phu thude vao CYP2D6 ciing nhu cac chat tic ché c¢6 anh hudng dén dap tng diéu trj.
- Acetaminophen bi chuyén hoa chu yéu & gan bang ba con dudmg chinh:

> Lién két véi acid glucuronic. |'%
> Lién ket véi sulfat,
~» Oxy hoé qua cytochrom P450. ) ) .
-0 ngudi 16n, acetaminophen bi chuyén hod chu yéu do két hop véi acid glucuronic va mgt phan
nho hon két hgp vai sulfat. Sy két hgp nay tao thanh cac chat chuyén hoa khong c6 hoat tinh
sinh hoc. . .
-0 tré em., tré so sinh, tré sinh non, su két hop véi sulfat chiém wu thé.
THAI TRU: ) . )
- Tramadol dugc thai trir cha yéu nho sy chuyén hoa ¢ gan va cac chét chuyén hoa nay dugc
thai trir chti yéu qua than. Sau'khi udng tramadol, thoi gian ban thai cua tramado trong huyét
twong la 3-6 gi& va cia M1 1a 7 gid. Thoi gian ban thai cia tramadol trong huyet tuong téng
1én 7-9 gi¢r khi udng liéu tiép theo cua tramadol. . . )
- O ngudi 16m, thoi gian ban thai cua acetaminophen vao khoang 2 dén 3 gid va c6 phéan ngéan
hon ddi véi tré em va dai hon & tré so sinh va ¢ bénh nhan xo gan. Acetaminophen thai trir chu
yéu nher su hinh thanh cac lién két véi acid glucuronic va sulfat. Khoang 9% acetaminophen
thai trir qua nudce tieu dudi dang khéng chuyén hoa.
POI VOI BENH NHAN SUY THAN
~— - Duge dong hoc cta Kotisol trén bénh nhén suy thén chua duge nghién ctu. Thcg nhimg
nghién ctru khi str dung tramadol & dang khong két hop, sy thai trir cia tramadol va chat chuyén
hod M1 bi giam & bénh nhan cé 6 thanh thai creatinin nho hon 30 ml/ phit. Vi véy, cén diéu
chinh li¢u & nhirg bénh nhan nay. ) 3
POI VOI BENH NHAN SUY GIAM CHUC NANG GAN .
~ Duoc déng hoc cuia Kotisol trén bénh nhén suy giam chirc ning gan chua duge nghién ciru.
Do tramadol va acetaminophen déu dugc chuyén hod chu yéu béi gan, vi vy khong nén chi
dinh Kotisol cho bénh nhan suy gan.
DOI VOI NGUCI GIA , o : .
_ Mdt sb két qua nghién ciru thu duge cho thay khdng co nhimg thay doi dang ke vé duge dong
hoc cuia tramadol va acetaminophen & nguoi gia ¢ chire nang gan va than binh thuong.
[Chi dinh| . .
Thuoe duge chi dinh diéu tri cac con dau tir trung binh dén nang. Ju—
[Liéu lwgng va cich dung| '

-

Ngudi 16m va tré em trén 12 tudi: . o g??\/ o
[iéu tdi da 12 1 dén 2 vién mdi 4 dén 6 gity va khong qua 8 vién trong 1 ngay. Thube f\lgghj
anh hudéng béi thirc an. L™

Tré em (dudi 12 tudi): DY an toan va hiéu qua cua thuée chura duge nghién clu & lI‘é_"GI}i.t] &
Ngudi gia (hon 65 tudi): Khong ¢ su khéc biét nao ve do an toan hay tinh chat duge donghpe) /

cta nhimg nguoi dung hon 63 tudi va nguoi dung it tudi hon. =
Thuéc chi ding khi cé sw ké don cua Bac si.
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[Chéng chi dinh]

Khéng nén dung thude cho cac bénh nhan cé tién sir nhay cam véi tramadol, acetaminophen

hay bat cir thanh phan nao cua, thude hodc véi cac thude opioid, Thudc ciing chong chi dinh

trong cédc truomg hop ngd doc cap tinh do ruou. thude ngi, cac chat ma tiy, cac thudc giam dau

trung wong, thuoc opioid va cac thudée hudng than.

[Thén trong]

- Do thudc co chira paracetamol nén béc si can canh bao bénh nhan vé cac déu hiéu cua phan

ang trén da nghiém trong nhu hoi chimg Steven-Johnson (SJS), hoi chimg hoai tir da nhiém

doc (TEN) hay hoi chimg Lyell, hoi chimg ngoai ban myun mu toan than cap tinh (AGEP).

- Thén trong khi st dung thudc vi ¢6 nguy co gy co giat khi dung dong thdi tramadol véi cic

thude SSRI (trc ché tai hap thu serotonin), TCA (céc hop chat 3 vong), cac opioid, IMAO, thube

an than hgy cac thuoe lam giam ngudng co giat: hay trén cac bénh nhin bi dong kinh. bénh

nhan c¢o tién sur co gidt, hay ¢6 nguy co co giét. )

- Thén trong khi sir dung thudc vi ¢é nguy co géy suy ho hép trén nhitng bénh nhan ¢6 nguy co

suy hd hap; dung liéu cao tramado] véi thuoc té, thuoe mé, rugu. .

- Than trong khi sir dung thude ddng théi véi céc thude (e ché hé than kinh trung wong nhu

rugu, opioid, thuoc t€, thuée mé, thude ngu va thudc an than. .

- Than trong khi sir dung thuoc cho cac bénh nhan bj tang ap lyc ndi so hay chén thuong diu.

- Thén trong khi sir dung cho cac bénh nhan nghién thudc phién vi ¢6 thé gdy tai nghién.

- Thén trong khi sir dung thuée cho cac bénh nhan nghién rrou man tinh vi ¢6 nguy co gy doc

tinh trén gan. . .

- Viéc dung naloxon trong xir ly qua liéu tramadol cé thé gdy tang nguy co co giat.

- Vi nhimg bénh nhan c6 d§ thanh thai creatinin dudi 30 ml/phat duge khuyén cao liéu dung

khéng qua 2 vién cho méi 12 gio.

- Théan trong véi bénh nhan suy gan ndng.

- Khong dung qua liéu chi dinh. (P

- Khong dung véi cac thude khace chira acetaminophen hay tramadol. -

[Tic dyng phy] ;

Céc tac dung plill_.l thudmg xuyén xay ra nhét 1a trén hé thin kinh trung wong va hé tiéu hoa. Phd

bién nhat la buén nén, hoa mat chéng mat, buon ngu.

Mot so tac dun% phu sau day cling xay ra, tuy nhién it thuong xuyén hon:

- Toan bg co the: suy nhuge, mét moi, xtic dong manh.

- Hé thén kinh trung wong va hé than kinh ngoai bién: dau dau. ring minh.

- Hé tiéu hoa: dau bung, tao bon, tiéu chay, kho tiéu, day hoi, khé miéng. ndn mira.

- R&1 loan tam than: chan an, lo lang, nham 14n, kich thich, mat ngu, bon chén.

- Da va cac phan phu thugc da: ngra, phat ban, tang tiet mo hoi. ) )

Cac bao c4o vé tac dung phu trén [dm sang hiém gap ¢6 thé c6 nguyén nhan lién quan dén thude

gom co: ) ) )

- Toan bd co thé: dau ngye, rét run, ngat, hdi chimg cai thuoc. )

- Ro1 loan tim mach: tang huyét 4p, tang huyét ap tram trong, tut huyét ap.

- Hé than kinh trung uong va hé than kinh ngoai bién: mat thang bang, co giat, cing co, dau

ntra dau, dau nira dau tram trong, co co khong tu chu, di cam, ngan ngo, chong mat.

- H¢ tiéu hoa: kho nudt, phan den do xuat huyét tiéu hoa, phu ludi.

- Ri loan vé tai va tién dinh: 0 tai. )

- R&i loan nhip tim: loan nhip tim, danh trong nguc, mach nhanh.

- Cg quan gan va mat: cac xét nghiém vé gan bat binh thuong.

- Rgi loan chuyén hoa va dinh dudng: giam cén. ) = .

- Réi loan tdm than: hay quén, mat y thirc, tram cam, lam dung thudc, tam trang bat on, ao giac,

bat luc, 4&c mong, c6 nhimg y tudng di thuomg.

- R6i loan hong cau: thiéu mau.

- H¢ ho hap: kho thé. ) . . .

- Hé tiét niéu: albumin nigu, rdi loan tiéu tién, nude tieu it, bi ticu. Y a

- Roi loan thi lye: tam nhin khong binh thuong. /<

Cac tac dung phu khéc cta tramadol hydroclorid trude giai doan thir nghiém |

khi d luu hanh trén thi truong: . ) )

Cac truong hop duge bdo cdo khi dung tramadol gom co: tang huyet ap thé dim

di img (gom phan Gng phan vé, nbi mé day, hoi chimg Stevens-Johnson), roi lean chirc mf?;’
M

fsang . S'a_u’n.\ll
2 o )
Scéc 1@,& 1y _'3

nhan thire, muon ty sat va viém gan. Cac bét thuong duge bdo céo 9‘ phong thi nghié

creatinin tang cao. Hoi chimg serotonin (céc triéu chimg ctia n6 c¢6 the la sot, kich th"iE_ﬁ.’er
ry. cang thang lo au) xay ra khi ding tramadol cuing vai cac chét tac dong dén serotonin nhu
céc thude e ché chon loc tai hap thu serotonin va trc ché MAO. Viéc theo doi giam sat tramadol

v,

Y

- -

L\
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sau khi luwu hanh trén thi truomg cho thdy no rat hiém khi lam thay déi tac dung ctia warfarin.
k€ ca tang thoi gian dong mau. )

Thong bdo ngay cho bidc sy khi g@p phii cdc tic dung khong mong muén ciia thuéc.
[Twong tic thuoc) . .
Dung vai cac thuoc vc ché MAO va ike ché tGi hdp thu serotonin: )
Str dung dong thoi thude véi cée thude (e ché MAO hay thude (e ché tai hap thu serotonin ¢o
thé lam tang nguy co xay ra cac tac dung phy, gdom chimg co giat va hdi chimg serotonin.
Diing vai carbamazepin:
Str dung dong thoi tramadol hydroclorid véi carbamazepin lam tang déng ké su chuyén hoa
tramadol. Tac dung giam dau cua tramadol trong thudc ¢o thé bj giam sut v6i cac bénh nhan
uong carbamazepin.
Diung voi quinidin: | )
Tramadol duge chuyén hoa thanh M1 (chét chuyén héa ¢6 tac dung) bang CYP2D6. Ubng
quinidin cung voi tramadol s& lam tang ham lugng cia tramadol. Két qua 1am sang cda tuong
tac nay khong rd.,
Diing vdi cac chat thuge nhom warfarin: .
Theo nguyén tic y te, phai dinh ky danh gid théi gian dong mau ngoai lai khi dung dong thoi
thude v6i cée thude nay do ghi nhan INR (chi sb binh thuong quéc té) tang & mot s6 bénh nhan.
Ding voi cac chat ke che CYP2D6: )
Cac nghién ciru trong Ong nghiém vé tuong tac thude trén microsom cta gan ngudi cho thay
uong thude clng véi cée chat e ché CYP2D6 nhur fluoxetin, paroxetin va amitriptylin c6 thé

> lam han ché chuyén héa tramadol.
Ding vai cimetidin: .
Dung dong thoi thuoe véi cimetidin chua duge nghién ciru. Str dung dong thoi tramadol véi
cimetidin khong lam thay doi tinh chat duge dong hoc cta tramadol trén phuong dién ldm sang.
|Str dung thuﬁ' cho phu nir ¢6 thai va cho con b
Phu ni¥ co thai: .
Tramadol di qua nhau thai. Khong cé nghién ctru day du va dang tin c@y trén phu nir co thai.
Str dung an toan cho phu nir ¢6 thai chua dugce khang dinh.
Phu nix cho con bii: )
Khong nén ding thudc cho phu nir cho con bu vi d¢ an toan ctia né doi véi tré nhd va tré so
sinh van chua dugce nghién ciru.
|Anh huwéng dén kha nang Lii xe va vin hanh may moéc|
Do thude ¢6 téc dung khong mong muon gay dau dau nén cén than trong khi ldi xe va van hanh
may mac.
|Qui liéu] L , . ,
Thuoc 1a mgt san pham két hgp, vi vay cac bicu hi¢u lam sang cua tinh trang qua liéu c6 thé
bao gom cdc dau hiéu va triéu ching cta ngd dc tramadol hodc ngé doc acetaminophen hodc
ca hai. ) .
Céac triéu ching ban dau cua qua liéu tramadol c6 thé 1a: suy hd hap va/ hodc bat thuong vé

L hanh vi. Hau qua nghiém trong cha viéc qua liéu tramadol la gay uc che hé than kinh trung

wong, suy ho hap va tir vong. Dé diéu tri tinh trang qua liéu, cing véi cac phuong phap diéu tri
hé trg ndi chung, can chi y duy tri day du lugng oxy cho qua trinh lgc mau bang oxy.

Cac triéu chimg ban dau duge phat hién trong vong 24 gi¢ sau khi qua liéu acetaminophen la:
chéan @n, budn non, nén, phién mudn, xanh xao va toat moé hdi. Hau qua nghiém trong cla qua
lidu acetaminophen 14 hoai tir gan, ddn dén suy gan va tir vong. Néu c6 nghi ngd qué liéu thi
phai tién hanh diéu tri ngay lap tic ngay ca khi cac triéu chimg qua liéu chua xuat hign.

[Bido quan]| .

Bao quan trong bao bi kin, tranh am va l‘rémh anh sang, & nhiét d§ dudi 30°C.

[Han duang] 36 thang ké tir ngay san xuat.
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