TO HUONG DAN ¢

Rx_Thuébc ké don
1. TEN THUOC:

CURAM® 1000 mg

2. CAC DAU HIEU LU'U Y VA KHUYEN CAO KHI DUNG THUOC
Boc ki huang dn st dung trudc khi ding,

Thube nay chi diing theo don thuée.

Dé xa tAm tay tré em.

Thong bao hgay cho bac s§ hodic dugc s§ nhitng phén ting 6 hai
gap phai khi st dung thube.

3. THANH PHAN CONG THU'C THUGC

Thanh phan dugc chét:

M&i vién nén bao phim c6 chira:

Amoxicillin (duéi dang amoxicillin trihydrat) 875 mg

Acid clavulanic (du¢i dang kali clavulanat) 125 mg

Thanh phan ta dwoc:

Silic dioxyd dang keo, magnesi stearat, talc, povidon (K25),
cellulose vi tinh th&, natri croscarmellose, triethyl citrat, hypromellose;
ethylcellulose, natri lauryl sulphat, cetyl alcol, titan dioxyd.

4. DANG BAO CHE

Vién nén bao phim mau trdng dén vang nhat, hinh thuén, hai mat
1i va c6 khéac vach ¢ ca hai mat.

5. CHI DINH

Curam 1000 mg dwoc sir dung cho ngudi 16n va tré em dé didu tri
cac nhiém khuan nhu:

« Viém xoang ¢Ap do vi khuén (da duwoc chan doan xac dinh)

- Viém tai gitra cp

+ Dot c4p ciia viém phé quan man (da dugc chin doan xac dinh)

- Viém phdi méc phai cong déng

- Viém bang quang

« Viém than-bé than

- Nhi&m khuan da va mé mém, dac biét la viém ma té bao, vét
dong vat cin, ap xe rang nang kém viém ma té bao lan rong

- Nhi&m khuén xwong va khop, dac biét la viem tly xwong

Viéc sir dung nén dugc can nhéc theo cac hwéng dén chinh thirc
v& st dung thich hep thubc khang sinh.

6. LIEU DUNG, CACH DUNG

Liéu dung

Lidu luong dugc thé hién qua ham lgng amoxicillin/acid clavulanic
ngoai trir trwéng hop lidu duoc chi ré dudi dang mot thanh phan
don lé.

Lidu Curam d& diBu tri mét treéng hop nhiém khuén riéng biét can
tinh dén:

- Céac tac nhan gay bénh cb thé ¢o va kha nang phay cam clia
chiing véi céc thudc khang khuan (xem phan GANH BAO VA
THAN TRONG KHI DUNG THUOC)

- P6 ndng va viri nhiém khun

- Tudi, can nang va chirc nang than cla bénh nhan nhir duoc
trinh bay du6i day.

Viéc s¢ dung nhirng dang trinh bay khac ctia amoxicillin/acid
clavulanic (vi du nhitng dang cung cAp lieu amoxicillin .cap hon
va/hodc ty 1é khac nhau gira amoxicillin va acid clavulanic) nén
duroc xem xét khi ¢an thiét (xem céc phan CANH BAO VA THAN
TRONG KHI DUNG THUOC va PAC TINH DUQC LUC HOC).

Dbi véi ngudri 16n va tré em can nang trén 40 kg, cdng thirc Curam
nay cung cAp tng liéu 1.750 mg amoxicillin/ 250 mg acid clavulanic

khi duing 2 IAn/ngay va 2.626 mg amoxicillin/ 375 mg acid clavulanic
khi diing 3 lAn/ngay, khi dwore dung nhw khuyén cao-dudi day.

Déi vl tré em can ning dudi 40 kg, cdng thirc Curam ndy cung
cap liéu t6i da 1.000 - 2.800 mg amoxicillin/ 143 - 400 mg acid
clavulanic hang :ngay, khi dugc diing nhw khuyén céo duéj day.
N&u xét thay can str dung mot liéu amoxicillin hang ngéy cao hon,
khuyén céo chon mot ché phim khac @8 tranh ding liéu cao acid
clavulanic hang ngay khéng can thiét (xem phan CANH BAO VA
THAN TRONG KHI DUNG THUOC va BAC TINH DUQC LUC
HOC).

Thoi gian diéu trj nén dwoc xac dinh theo dap &ng cia bénh nhan.
Mot sb trwdng hop nhigm khudn (vi du viém tay xrong) can thoi
gian diu tr 1au hon. Qua trinh diéu trj khdng nén kéo dai qua 14
ngdy ma khong xem xét lai (xem phan CANH BAO VA THAN
TRONG KHI DUNG THUOG BIEU TR| KEO DAI).

Ngur&i In va tré em 'can nang tiv 40 kg tre [én
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Ngwol lon va tré em can néing tir 40 kg try 1&n
Lidu khuyén cdo:
- Liéu thuang dung: (cho tt ca chi dinh) 1 vién x 2 lAn/ngay;

- Lidu cao hon — (d3c blét cho cac nhidm khudn nhu vigm tai
gira, viém xoang, nhiém khuin dwdng hé hap duéi va nhidm
khudn dudng tiét nigu): 1 vién x 3 lan/ngay.

Tré em c&n niing dwéi 40 kg

Tré em co thé duoc didu tri véi vien nén Curam hén dich hogc
dang goi danh cho tré em. ' I :

Lidu khuyén céo:

- 25 mg/3,6 mgfkg/ngay dén 45 mg/6,4 my/ka/ngay, chia lam 2
1an/ngay;

- Lidu 1&n dén 70 mg/ 10 mg/kg/ngay, chia lam 2 1&n/ngay cé thd
dugc can nhéc cho mét vai nhidm khudn (nhw viém tai gitra,
viém xoang va nhiém khuén dudng ho hép duoi),

Béng duoi day trinh bay lidu nhan duoc (mg/kg can nang) trén tré
em cén nang tir 25 kg dén 40 kg khi dung mét vién nén 875
mg/125 mg: '

Can nang [kg) 40 135 (30 |25 [Lidu don dugc
khuyén cao
[malkg can haing]
(xem phén trén)
Amoxicillin [mg/kg 21,9 (25,0 [29,2 [35,0 [12,5 - 22,5 .
can nang)/ lizu don

(vién nén 875 mg/ (len d@én 35)
125 mg) )

Acid clavulanic 3,1 |36 [42 (50 |1,8-372
[mg/kg can nang)/

lidu don (vién nén (1&n dén 5)
875 mg /125 mg)

Tré em cén nang dudi 25 kg tét nh&t nén didu t bang
amoxicillin/acid clavulanic dang hén dich udng hoic dang géi danh
cho tré em.

Hién khéng c6 diF ligu lam sang vé liéu dung ciia amoxicillin/acid
clavulanic (cong thirc 7:1) cao hon 45 mg/6,4 mafkg/ngay déi voi
tré em duwéi 2 tudi.

Khéng c6 di¥ liéu lam sang vé amoxicillin/acid clavulanic 7:1 trén
bénh nhan duéi 2 thang tudi. Do dé chura c6 khuyén co vé lidu
trén déi trong nay.

Ngwi cao tudi

Khong cén digu chinh ligu.

Suy than

Khéng cén diéu chinh lidu & bénh nhan cé dd thanh thai creatinin
(CICr) 1&n hon 30 ml/phat. Trén bénh nhan cé G thanh thai
creatinin dudi 30 ml/phat, khdng khuyénr cdo st dung
amoxicillin/acid clavulanic ti 1& 7:1 do chira ¢é cac khuyén céo vé
hiéu chinh liéu.

Suy gan

Cén thén trong v& liéu dung va theo doi chirc néng gan déu dan
(xem cac phan CHONG CHI BINH va CANH BAO VA THAN
TRONG KHI DUNG THUOC).

Cach dung
« Thuéc dugc dung dwéng uéng.
« Thuéc dwoc ding cing véi biva an d& giam thidu kha nang
khéng dung nap clia dwdng tiéu hda.
- C6 thé bat dau diéu tri bing duwdng tiém theo Tém tét dac tinh
san phdm ciia cong thive ding'duong tinh mach va dugc tigp
tuc v6i ché pham ding dudng ubng.

7. CHONG CHI BINH

- M&n cam v&i hoat chét, voi nhém penicillin hodc bét ky thanh
phan ta duoc nao clia thube.

+ Cb tidn st bi phan trng qua man tirc khac nang (vi du phan
(rng phan vé) voi bat ky khang sinh beta-lactam nao (vi du
cephalosporin, carbapenem hodc monobactam). C6 tién s(r bj
vang da/suy gan do amoxicillin/acid clavulanic (xem phan TAC
DUNG KHONG MONG MUON CUA THUOC).

8. CANH BAO VA THAN TRONG KHI DUNG THUGC

Trwérc khi bit dAu didu trj bing amoxicillin/acid clavulanic, cn tién
hanh didu tra cin than céc phan (rng qua man trudc d6 voi
penicillin, cephalospoﬁn hodéic cac khéng sinh beta-lactam khac
(xem c&c phan CHONG CHI BINH va TAC DUNG KHONG MONG
MUON CUA THUOGE).

D3 c6 bao cao vé cac ca qua man nghiém trong va doi khi gay m:
vong (bao gbém phan rng dang phén vé vé, cr Rhén,fmg 0.0‘f}aJ
nghiém trong trén da) & nhirng bénh nhan'dieu tri be{ng Qer)lctlllrl.
Gdc phan trng nay thuéng xay ra & nhrng Eénh. nhén co ljen str
qua man v&i penicillin va cé co dia dj ng. Neu xay ra_bat ky phqn
teng dj tbng nao, phai dirng didu trj bang arpoxicillin/amd clavulanic
ngay lap tirc va ap dung céc bién phap diéu trj thay thé thich hop.

Trong trrdng hop nhigm tring duoc chitng minh 1a do nhiing vi
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S’ DUNG THUOC

khudn nhay cam véi amoxicillin, nén can nhic dé chuyén tir
amoxicillinfacid clavulanic sang amoxicillin dya theo hwéng dn
chinh thire.

Dang trinh bay Curam nay khong thich hep st dung khi co nguy
co cao v& tdc nhan gay bénh giam tinh nhay cdm hodc dé khang
vl nhém beta-lactam ma khéng qua trung gian nhay cam
beta-lactam =~ b trc ché bdi acld clavulanic. Khang nén dungdang
trinh bawy nay dé didu tr| S. pneumoniae & khang penicillin.

Co glét c6 thé xay ra & bgnh nhan suy thdn hogic & bénh nhan
duing lidu cao (xem phAn TAC DUNG KHONG MONG MUON CUA
THUGC),

Nén tranh str dung amoxiclllin/acid clavulanic néu nghi ng& tang
bach cu don nhan nhidm khudn do xuét hién phat ban dang séi
sau khi st dung amoxicillin.

St dyung ddng thoi allopurinol trong thei glan didu tr| véi amosicillin
¢6 thé |am tédng nguy co xay ra phan tng dj tng & da.

St dung thuée trong thoi gian dai cb thé gay ra sy phat tridn qua
murc ctia cac vi khuéin khéng nhay cam.

Sy xut hién cta sét ban dé toan than két hop véi myn khi bat dau
didu lrj c6 thé 14 triéu ching clia hdi chirng ngoai ban myn ma toan
than cép tinh (AGEP) (xem phan TAC DUNG KHONG MONG
MUON CUA THUOC). Néu phan (ng nay xay ra cin dirng ngay
viéc didu tri béing Curam va chéng chi dinh véi vigc sir dung
amoxicillin.

Cn than trong khi diing amoxicillin/acid clavulanic & nhiing bénh
nhén c6 biing chirng v& suy gidm chirc néng gan (xem cac phan
LIEU DUNG, CACH DUNG, CHONG CHI BINH va TAC DUNG
KHONG MONG MUON CUA THUGC).

Nhirng vén @& & gan da dugc bao c4o chii yéu & nam giGi va
ngudi cao tudi, c6 thé lign quan dén viéc diéu trj kéo dai. RAt hiém
khi c6 bao c4o vé& nhitng vAn d& nay & tré em. O tAt ca cac nhém
d8i twong, nhitng déu hiéu va tridéu ching vé& gan thuong xay ra
trong hodc ngay sau khi didu tri, nhung & mét sé trvéng hop no co
thé xuét hign vai tudn sau khi két thiic diéu tri. Chang thurong tw
phuc héi. Nhitng van dé & gan ciing cé thé nang va trong mot s&
treoing hop hiém gap da cb bdo cdo vé tr vong. Nhitng trudng
hop nay hau hét xdy ra & nhirng bénh nhan bj bénh ning hoic
duing déng thai voi cac thube d4 dwoc biét c6 nguy co gay dée cho
gan (lxen"l'phé‘n TAC DUNG KHONG MONG MUON CUATHUAGC).

Viém dai trang lién quan dén khang sinh §a dugc bao. cao véi hau
hét cac thude khang khudn bao gém amoxicillin va cé thé phan loai
d6 nang tir nhe dén de doa tinh mang (xem phan TAC DUNG
KHONG MONG MUGN CUA THUOC). Vi vay, didu quan trong I3
can can nhic ¢chin doannay & nhixng bénh nhan cé bidu hién tidu
chay trong hogc sau khi didu tri bing khang sinh. Néu xay ra viém
dai trang liéniquan dén khang sinh, can dirng Curam ngay Iap tuc,
hoi  kién bac sT va bat dAu mat tri lidu thich hop. Chéng chi dinh
cac thube lam gidm nhu ddng rust trong trudng hop nay.

Khuyén cao danh gia dinh ky chirc nang cla cac co quan, bao
gdm than, gan va co quan tao mau trong thdi gian didu tri kéo dai.

Keéo dai thot gian prothrombin da dugc bao cao trong mét sb hiém
truong hgp & bénh nhan ding amoxicillin/acid clavulanic. Can
theo ddi thich hp khi diing ddng thei thudc chéng dong méau. C6
thé cin didu chinh lidu clia thuéc chdng dong dwong udng dé duy
trl ndng'd0 mong mudn cla thudc chéng dong (xem cac phan
TUONG TAC CUA THUOC va TAC DUNG KHONG MONG
MUGN CUA THUGC).

@ bénh nhan bj suy than, cn didu chinh lidu phit hop véi mike do
suy than (xem phan LIEU DUNG, CACH DUNG).

O bénh nhan giam lwong nwéc tidu, rét it khi quan sat thay tinh thé
nigu, thuong xay ra ¢ bgnh nhan dung thudc dudng tiem. Trong
khi diing amoxicillin liéu cao, nén duy tri ddi Iwong nudc uéng va
nuac tigu dé giam thidu nguy co tinh-thé amoxicillin nigu. & banh
nhan 66 6ng théng bang;quang, nén duy tri viée kidm tra thwang
xuyén (xem phén QUA LIEU VA CACH XU TRI).

Trong théi gian diéu tri véi amoxicillin, nén st dung phwong phép
enzym glucose oxidase khi kiém tra glucose trong nuréc tidu vi két
qua dwong tinh gia c6 thd xay ra vdi phwong phap khong ding
enzym.

St hign dién cla acid clavulanic trong Curam c6 thé gay ra su lién

kétkhang déc hiéu gitra IgG va albumin bdi mang té bao hdng cau
dan dén gay két qua dwong tinh gia trong thix nghiém Coombs,

D4 c6 bao cao vé két qua thir nghiém dwong tinh khi stedung thie
nghiém Bio-Rad Laboratories Platelia Aspergillus EIA & bénh phan
diing amoxicillin/acid clavulanic, nhiing ngudi @2 durge khang dinh
12 khong nhiém Aspergillus. Phan (ng chéo gitra cac polysaccharid
khong-Aspergillus va polyfuranose véi thir nghiém Bio-Rad
Laboratories Platelia Aspergillus EIA da dugc bdo cdo. Vi vay, két
qua dwong tinh & bénh nhan st dung amoxicillin/acid clavulanic
can dugc din giai mot cach than trong va khang dinh béng céc
phwong phap chan doan khac.

Théng tin quan trong vé mét sé thanh phin ciia Curam 1000
mg
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Théng tin quan trong vé mot sé thanh phin ctia Curam 1000
mg

Curam 1000 mg c6 chira 0,63 mmol (24,5 mg) kali méi vien. Cin
can nhic didu nay néu cé cac vAn d& v& than hay dang trong ché
6 an c6 kiém soét kali.

9, S’ DUNG THUOC CHO PHY N(¥ GO THAI VA CHO CON BU
Bl it o thal

Céc nghién ctu trén dong vat khéng cho théy tac dong co hai tryc
ip hodc gi4n liép d6i v6i viec mang thai, phat trién phailbao thai,
qud trinh sinh con hodc phat trién sau sinh, D@ liéu han ché trong
viéc st dyng amoxicillin/acid clavulanic trong thai ky & nguoi
khong cho thAy téng nguy co' dj tat bdm sinh. Trong mét nghién
ctiu don 18 & phy n(r sinh non, v& b1 sém, da c6 bdo c4o rang viéc
didu tr| dy phang bang amoxiclllin/acid clavulanic cé thé lien quan
161 v tAng nguy co viém rudt hoal tr & tré so sinh. Nén tranh st
dung thubc trong thal ky, tr khi dugc can nhéc Ia cAn thiét bai
thAy thubc.

Phu nir cho con bt

C4 hai chAt déu duoc bai tiét qua stra me (chwa rd céc tac dong
ctia acid clavulanic ddi véi tré so sinh dang bd me). Do d6, tiéu
chay va nhidm ném & niém mac c6 thé xay ra & tré bu me, co thé
phai dirng cho con bu. Kha néng nhay cam cAn dwoc tinh dén.

Amoxicillin/acid clavulanic chi nén s dyng trong thoi ky cho con
bt sau khi duoc can nhic nguy coflgi ich bdi thdy thuéc.

10. ANH HPONG GUA THUOC LEN KHA NANG LAI XE, VAN
HANH MAY MGG

Chura c6 nghién ctru v anh hudng clia thudc 8n kha naing I4i xe
va van hanh méy méc. Tuy nhién, cé thé xay ra céc tac dung
khéng mong mubn (vl dy phan (rng dj trng, chéng mat, co giét), co
thé gay anh hudng dén kha nang l4i xe va van hanh may méc.

11. TWONG TAC, TWONG KY CUA THUGC

Twong téc
T [o] U

Thudc chéng déng dang uéng va khang sinh penicillin da duoc st
dyng rong rai trong thyc t& va khdng cé béo cdo vé twong téc. Tuy
nhién, trong y van cé nhing ca tang ty 1& chun héa quédc té (INR)
& nhitng bénh nhan duy tri st dyng acenocoumarol hogc warfarin
va dugc ké them amoxicillin. Néu viéc ding déng théi 1 can thiét,
nén theo doi can than thdi gian prothrombin hodc INR khi dung
thém hodc ngtrng st dung amoxicillin. Ngoai ra, cé thé can diéu
chinh lidu thuéc chéng déng dudng uéng (xem cac phan CANH
BAO VA THAN TRONG KHI DUNG THUOC va TAC DUNG
KHONG MONG MUON CUA THUOG).

Methotrexat

Penicillin ¢6 thé 1am gidm sy bai tiét methotrexat gay tang nguy co
dac tinh.

Probenecid

Khéng khuyén cdo siv dung ddng thai véi probenecid. Probenecid
1am giam bai tiét amoxicillin & éng than. St dung déng thai véi
probenecid c6 thé gay ting va kéo dai néng d¢ amoxicillin trong
mau nhwng khang anh hudng dén ndng do acid clavulanic.
Mycophenolat mofetil

(7_ nhitng bénh nhan str dung mycophenolat mofetil, da cé bao cao
vé vigc gidm ndng d6 clia chéat chuyén hoéa co hoat tinh Ia acid
mycophenolic (MPA) xap xi 50% khi st dung amoxicillin va acid
clavulanic duéng uéng. Sy thay ddi trong mirc khdi dau lidu co thé
khéng dai dién chinh xéc cho sy thay déi téng thé muc phoi nhiém
MPA. Do d6, sy thay ddi lidu mycophenolat mofetil théng thirong
khang c&n thiét trong trudng hop khdng c6 bing chirng Iam sang
trong viéc rdi loan chirc nang cdy ghép. Tuy: nhién; viéc theo ddi
chat ché can duwgc thire hién trong sudt qua trinh diing ddng thoi
cac thudc va mét thdi gian ngén sau khi két thic diéu trj bing
khang sinh.

Twong ky: Khong ap dung.
12, TAC DUNG KHONG MONG MUON CUA THUOC

Tég dung khong mong muén thuwdng dugc bao céo I3 tiéu chay,
buon nén va nén.

Céc tac dung khéng mong mudn duwgc thu thap.tir cac nghién céu
1am sang va béo‘ cdo sau khi lvu hanh cta amoxicillin/acid
clavulanic, dwoc sép xép theo hé co quan ctia MedDRA va dugc
ligt ké duai day.

Céc tir du6i day dwoc st dung dé phan loai mirc d xuét hién clia
cac tac dung khdng mong muén:

Rétthuong gép (2 1/10)

Thuong gap (= 1/100 dén < 1/10)

It gap (2 1/1.000 dén < 1/100)

Hiém gap (2 1/10.000 dén < 1/1.000)

Rathiémgdp (< 1/10.000)

Chuwra biét (khong thé danh gia dya trén di liéu hién cd)
Nhiém triing va nhi&m ky sinh tring

Thwong gdp:  Nhiém ndm Candida & niém mac

Chua biét: Sy phat trién qua méc cia cac vi khudn khéng
nhay cam

46340008
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Réi loan mau va hé bach  huyét

Hiém géip: Gidm t& bao bach ciu cé hdi phyc (bao gbm
giam bach cau trung tinh), gidm tidu cau

Chua biét: Mét bach cu hat co hdi phyc, thiéu mau tan
huyét, kéo dai thoi gian chay mau va thdi gian
prothrombin’

R6i loan hé mién djch™

Chua biét: PhU mach than kinh, séc phén vé, hoi chimng

giéng bénh huyét thanh, viem mach qué man
Ré6i loan hé than kinh

ft gap: Chéng mat, dau dau
Chua biét: Tang dong cb hdi phyc, co giat?, vim mang néo
vo trling

R6i logn hg tiéu héa
Rt thwong gap:  Tiéu chay
Thudng gap: Budn nén?, nén

it gap: Kho tigu

Chuwa biét: Viém dai trang do khang sinh?, IwGi den

Roi loan gan mat

It gap: Téng chi s6 AST va/hodc ALT

Chura biét: Viém gan®, vang da tr mat®

R6i loan da va céc md dwéi da’

It gap: Ban da, ngira, may day

Hiém gap: Hong ban da dang

Chura biét: Hoi chirng Stevens~Johnson, hoai t& thugng bl

nhiém ddc, viém da bong nuoc troc vdy, hdi
chirng ngoai ban mun mu toan than cép tinh
(AGEPY)?, phan trng thubc véi tang bach ciu uva
acid va nhirng triéu chirng toan than (DRESS)

Réi loan than va tiét nigu

Chua biét: Viém than k&, tinh thé niéu®

' Xem phan CANH BAO VA THAN TRONG KHI DUNG THUOC

2 Xem phan CANH BAO VA THAN TRONG KHI DUNG THUOC

3 Budn nén thuéng lién quan dén dung lidu cao. Néu cac phan tng
clia durrong tieu héa rd rang, c6 thé 1am gidm chung bang cach
ding Curam cling véi thirc an

4 Bao gdm viém dai trang gid mac va viém dai trang xuét huyét
(xem phan CANH BAO VA THAN TRONG KHI DUNG THUOC)

5 Sy tang AST va/hodc ALT 5‘7 murc trung binh c&n duwoc chi y trén
nhirng bénh nhan diéu trj bing khang sinh nhém beta-lactam, tuy
nhi&én mrc y ngha ctia hién twgng nay chwa dugc biét rd

6 Nhirng triéu chirng ndy cin dugc chi y véi cac thubc nhém
penicillin va cephalosporin khac (xem phin CANH BAO VA THAN
TRONG KHI DUNG THUGC)

7 Néu xay ra bét ky phan Gng viém da ting m&n cdm nao, cin
ngirng viéc ding thu6c (xem phin CANH BAO VA THAN TRONG
KHI DUNG THUOC)

& Xem ph&n QUA LIEU VA CACH XU TRI

9 Xem phan CANH BAO VA THAN TRONG KHI DUNG THUOC

1 Xem phan CHONG CHI ®INH va CANH BAO VA THAN TRONG
KHI DUNG THUOC

Emm= Théng bao ngay cho bac sy hogc dwoe sy nhirng phan umg
= c6 hai gép phai khi str dung thudc

13, QUA LIEU VA CACH XU TRI
mmmmm Triéu chivng va déu hiéu clia qué ligu

== B|eu hién ctia qua lidu c6 thé 1a cac trigu chirng & duong tigu hoa
va rdi loan can bang nwéc va dién giai. DA quan sat thay tinh thé
amoxicillin niéu, trong mot vai truong hop c6 thé dan dén suy than
(xem ph&n CANH BAO VA THAN TRONG KHI DUNG THUOC).

Co giat c6 thé xay ra & bénh nhan suy than hoac trong nhirng
trwérng hop sir dung lidu cao.

Da co bao cdo vé viec amoxicillin két tia trong 6ng thong bang
.- guang; chli'yéula sau khi dung dwéng finh mach lidu cao. Nén duy

trl vigc kiém tra thurdng xuyén dng thong (xem phin CANH BAO

VA THAN TRONG KHI DUNG THUOC).

Céach xu tri

Céc triéu chirng & dwong tiéu hoa co thé durgc didu tr theo trigu

chirng, nén chi y dé&n can béng nwdc/dién giai.

Amoxicillin/acid clavulanic cé thé duoc loai bd khéi vong tuan

hoan béng loc mau.

14. BAC TINH DU'Q'C LY’C HOC

Nhém dwee ly tr ligu: Thude khang sinh nhém beta-lactam, phbi

hop clia penicillin, bao gbm chét trc ché beta-lactamase.

Ma ATC: JO1CRO2.

Lo ché tac dung
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Amoxicillin 1a mot penicllin ban tdng hep (nhém khéng sinh
beta-lactam) trc ché mét hodic nhidu enzym (thuding duge gol &
protein gin penlcllin, PBPs) trong con duong sinh tdng hop
peplidoglycan cia vi khudn, 1& thanh phén cAu tric khong thé thidu
cda thanh té bao vi khudn. U'c ché tdng hop peptidoglycan dan
dén 1am suy y8u thanh té bao, sau d6 14 ly giéi va chét té bao.

Amoxicillin d& b phan hily bdi enzym beta-lactamase dugc san
xuélt bd1 cdc vi khuBn @8 khang va do dé phd téc dung ciia
amoxicilin don thudn khéng bao gdm cdc vi khudn san xuét
anzym nay.

Acid clavulanic |& mét beta-lactam c6 118n quan v& mit cAu triic vé|
nhém penicilin. Acld clavulanic bét hoat mot sb enzym
beta-lactamase do d6 ngan ngira sy bAt hoat ctia amoxicliiin, Acld
clavulanic don thulin khong gAy ra tac dung khéng khuén htwu (ch
nao trén 1am sang.

M1 quan hé die dng hot = duwoe 1o hog

Thovl gian trén ndng dé e ché t6i thidu (T>MIC) dugc xem 14 yéu
t6 quyét dinh higu qua cia amoxicillin.

Co ché a8 khana

lHai oo ché chinh clia sy dé khang véi amoxicillin/acid clavulanic
a:

. Bﬁt hoat b1 enzym beta-lactamase cua vi khu&n méa enzym
nay khdng bj trc ché béi acid clavulanic, bao gdm nhém B, C va
D.

+ Thay di cac protein gan penicillin (PBPs), lam gidfh &l lic cia
khang sinh véi dich tac dong. Tinh chdng tham clia vi khuén
hoéckca ché bom tng thubic co thé gay ra hodc gop phan vao
sy dé khang khang sinh ctia vi khuan, d&c biét & vi khudn Gram
am.

Nbéng 6 ngudng

Ndng d6 ngudng trc ché tdi thidu ciia amoxicillin/acid clavulanic
duoc tuan theo Thir nghiém ctia Uy ban Chau &u vé tinh nhay cam
khéng khu&n (EUCAST).

Vi khuén Nodng dd ngudng nhay cém (ug/ml)
Nhay cdm |Nhay cam |Dé khang
trung gian
Haemophilus influenzae’ <1 - B
Moraxella catarrhalis' <1 - =1
Staphylococcus aureus? <2 - I>2
Staphylococci am tinh véi | <0,25 >0,25
coagulase?
Enterococeus’ <4 8 |>8
Streptococcus A, B, C, G° | 0,25 - >0,25
Streptococcus pneumoniae® | < 0,5 1-2 >2
Enterobacteriaceae'* - = >8
Vikhuan ky khi Gram am' <4 8 >8
Vi khuan ky khi Gram <4 8 >8
duwong’ et e
Nong d6 nguéng khong lién | <2 4-8 >8
quan dén loai'

1 C4c gia tri ghi nhan dwoc Ia cho ndng do amoxicillin, adi voi myc
dich thir nghiém tinh nhay cam, ndng do acid clavulanic dugc co
dinh & 2 mgA.

2 C4c gi trj ghi nhan dugc I cho nong db oxacillin.

3 Gid trj néng do ngwdng trong bang dugc dya vao gia trj ndng do
ngudng cia ampicillin.

4+ Ndng d6 nguang dé khéng R > 8 mg/l d&m béo réng tht cd cdc
chiing phan lap voi céc co ché khang thuéc dwoc bao céo de
khang.

5 Céc gié tri ndng do ngudng trong béng & dya trén nong dé
ngudng cta benzylpenicillin.

Ty I& d& khang khang sinh.cé thé thay abi theo tirng viing dja Iy va
thori gian doi voi cac ching vi khuén dugc la chon va thong tin vé
sw khang thuéc ¢ dja phuong la can thiét, tliéc biét khi diéu trj céc
bénh nhiém khuan nang. Néu can thiét, can tim kiém sw tur van
clia cac chuyén giavi ti 1§ khang thuéc tai dija phwung xlhat‘sn.r-h(.’l'&l
ich ddi vai nhizng tac nhan con dang nghi ngé trong dieu trj mot so
banh nhiém tring.

Cc ching nhay cém thus s

Vi khuan hiéu khi Gram dwong
Enterococcus faecalis

Gardnerella vaginalis
Staphylococcus aureus (nhay cam methicillin)®

Streptococcus agalactiae

Streptococcus pneumoniae’

Streptococcus pyogenes va cac lién cau tan huyét beta khac
Nhém Streptococeus viridans

Vi khudn hiéu khi Gram &m

Capnocytophaga spp.

Eikenella corrodens
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Haemophilus influenzae?
Moraxella catarrhalis
Pasteurella multocida

Vi khuén ki khi
Bacteroides fragilis
Fusobacterium nucleatum

Prevotella spp.

Vi khuén hiéu khi Gram dwrong
Enterococcus faecium *

Vi khuan hiéu khi Gram &m

Escherichia coli

Kilebsiella oxytoca

Klebsiella pneumoniae

Proteus mirabilis

Proteus vulgaris

Vi khuan khéng thube ndi sinh

Vi khuén hiéu khi Gram &m

Acinetobacter sp.

Cltrobacter freundil

Enterobacter sp.

Legionella pneumophila

Morganella morganii

Providencia spp.

Pseudomonas sp.

Serratia sp.

Stenotrophomonas maltophilia

Cac vi khuan khac

Chlamydophila pneumoniae

Chlamydophila psittaci

Coxiella bumelfi

Mycoplasma pneumoniae

s Nhay cam trung gian ty nhién, khdng cé co ché d& khang méc
phai.

« TAt ca staphylococci khang methicillin du khang amoxicillin/acid
clavulanic.

' Streptococcus pneumoniae da d& khang penicillin khdng nén
didu tri bing san phdm nay.

2 Cac chiing gidm nhay cam da dugc b4o cao & mét vai nwéc EU
véi tan suét trén 10%.
15. PAC TiNH DIPQ'C BONG HOC

£

Hap thu

Amoxicillin va acid clavulanic phan ly hoan toan trong dung dich
nwéc & pH sinh 1y. C3 hai thanh phin déu dugc hép thu nhanh va
tét bing dudng ubng. Sau khi ding dudng ubng, sinh kha dung
clia amoxicillin va acid clavulanic khodng 70%. D@ liéu trong huyét
twong chia hai thanh phin twong t nhau va thdi gian dat ndng 4o
dinh trong huyét trong (Trmax) khodng 1 gidr.

Két qua nghién ctu dugc ddng hoc, trong d6 amoxicillin/acid
clavulanic (vién nén 875 mg/125 mg dong 2 lan/ngay) dugc ding
ltc d6i cho cdc nhém nguéi tinh nguyén khée manh dugc trinh
bay dwéi day.

Cac thong sd dugc dong hoc: Gié tri trung binh (£ d léch chuén SD)
Hoatchdtstr |Lidu | Cre Tmax AUCp24 g0) T
dung dung
(mg) | (ug/ml)| (gi®) (vg.gi%/ml) | (gid)
Amoxicillin
AMX/CA 875 |11,64 (15 63,52+£12,31 (1,19
875 mg/125 mg £2,78 [(1,0-2,5) +0,21
7 Acid clayulanic
AMX/CA 125 |218 1,25 10,16 0,96
875 mg/125 mg +099 [(1,0-2,0)|+3,04 +0,12
AMX - amoxicillin, CA — acid clavulanic
* Gia tri trung binh (khoéng)

Nbéng do amoxicilllin va acid clavulanic trong huyét thanh dat dugc
khi u6ng dang ket hgp amoxicillin/acid clayulanic cfing twong ty
nhu lidu tvong dwong amoxicillin hodc acid clavulanic khi ding
riéng 8.
Phan tﬁ

Khoang 25% acid clavulanic va 18% amoxicillin trong huyét twong
lién két voi protein. Thé tich phan bé biéu kién khodng 0,3 ~ 0,4
lit/kg d6i véi amoxicillin va khodng 0.2 littkg déi véi acid clavulanic.
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sau khi truydn tinh mach, cd amoxicillin va acld clavunalic déu
duge tim thiy trong tai mat, mé byng, da, m&, mé co, chét hoat
dich va dich phtic mac, mat va mu. Amoxicillin khéng phén bé tét
vao dich néo tly.

Tir cac nghién clru trén ddng vat, khdng cé bang chiing cho thay
c4c chit chuydn héa cla tirng thanh phin thuc bj gitr lai dang ké
& mo.

Amoxicillin, gibng nhu hAu hét cac penicillin, c6 thé dugc tim thdy
trong s(ra mg. Mot lwgng nhé acid clavulanic cling cé thé dwoc
phat hign trong sra me (xem phan SU DYNG THUOC CHO PHY
NO' GO THAI VA CHO CON BU),

Ca amoxlcillin va acld clavulanic dé dwgc chirng minh 1a qua dugc
hang rao phau thal (xem phAn S DYNG THUOC CHO PHY NO
€O THAI VA CHO CON BU),

Chuyén hoa

Amoxicillin bai tiét mot phan trong nude tidu dudi dang acid
penicilloic khéng c6 hoat tinh véi khodng 10 - 26% lidu ban dAu.
Phan 16N acid clavulanic duge chuyén héa & ngudi, dugc thai triy
trong nwéc tidu va phan va duél dang khi carbon dioxid trong khi
tho ra.

Ihéi [[(, ==
Amoxicillin e thai trir chinh qua than, trong khi acid clavulanic ——
duwoc thai trir qua than va ca khong qua than. rm—

Thoi gian ban thai trung binh ctia amoxicillin/acid clavulanic —
khodng mét gi¢ va @6 thanh thai toan phan trung binh xap X 25 g
Iit/gier & ngudi khde manh. Khodng 60 — 70% amoxicillin va 40 —

65% acid clavulanic duoc bai tiét qua nwdc tidu duéi dang khong

bién dbi trong 6 giv dAu tien sau khi s dung lidu don
amaxicillinfacid clavulanic 250 mg/125 mg hodc 500 mg/125 mg.

Nhidu nghién ctru cho thAy lvgng bai tiét qua nuére tiéu khodng 50

— 85% dbi voi amoxicillin va 27 — 60% déi véi acid clavulanic trong
khoang thoi gian 24 gio. Trong tréng hop clia acid clavulanic,

mOt6 luwgng 16N thube dwgc bai tiét trong 2 giey dAu tién sau khi ding

thuée.

Sir dyng dong thdi véi probenecid [am cham bai tiét amoxicillin
nhung khbng lam cham bai tiét acid clavulanic qua than (xem phan
TUONG TAC CUA THUGC).

Tudi

Thoi gian ban thai cia amoxicillin 13 twong ty d6i voi tré tir 3 thang
dén 2 tudi, tré Ion hon va ngudi tredng thanh. B8i véi tré rat nhd
(bao gom ca tré sinh non thiéu thang) trong tuén dAu tién chao dai,
khoang cach liéu khéng duoc virot qua 2 lan/ngay do sy dao thai
qua than chua hoan chinh. B&i vi chirc nang than cé thé giam &
ngudi 16N tudi, can than trong trong viéc chon lidu va nén'theo dsi
chirc nang than.

Gigi tinh

Sau khi ding dwong uéng amoxicillin/acid clavulanic & nam gici
va phu n khde manh, gigi tinh khéng cé anh hwdng dang ké trén
dwoc dong hoc cia ca amoxicillin va acid clavulanic.

Suy thén

B0 thanh thai huyét thanh toan phan clia amoxicillin/acid clavulanic
gidm ti 1& voi mirc do suy giam chirc nang than. B thanh thai clia
amoxicillin giam 16 rét hon so véi acid clavulanic vi amoxicillin
dugc bai tiét qua than véi ty 1é cao hon. Lidu dung trong trwong
hop suy thén phai dugc diéu chinh d& ngan chan sy tich tu qua
mikc clia amoxicillin trong khi van duy tri du lwgng acid clavulanic
(xem phén LIEU DUNG, CACH DUNG).

Suy gan

Than trong khi k& don cho bénh nhan suy gan va can theo déi
chirc néng gan djnh ky.

16, QUY CACH BONG GOI
Hdp 2 vi x 7 vien nén bao phim.
Hop 10 vi x 8 vién nén bao phim.

17. BIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CH
LUQNG CUA THUOC AT

17.1. BIEU KIEN BAO QUAN

Khéng bao quan trén 30°C.

17.2. HAN DUNG

24 théng ké tir ngay san xuét.

17.3. TIEU CHUAN CHAT LUQO'NG CUA THUGC
Tiéu chudn co sd.

18. TEN, B|A CHI CUA CO' S& SAN XUAT THUGC
Sandoz GmbH,

Biochemiestrasse 10, 6250 Kundl, Ao.

Té hwong din s dung dwoc cap nhat theo CDS
v04_11_2017.
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