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HUONG DAN SU DUNG THUOC
RX AMOXICILIN/ACID CLAVULANIC 500mg/125mg

Thubc nay chi ding theo don thude.

Poc ky huéng din sir dung trude khi dang.

Dé xa tim tay tré em.

Théng bio ngay cho bac sy hodic dwge s§ nhirng tic dung khéng mong mudn gip phai
khi sir dung thude.

Khong ding thudc khi da qua han ding ghi trén nhan.
1/ Thanh phén cong thire thude: Cong thiic cho 1 vién nén bao phim:

Thanh phan hoat chit:

Amoxicilin 500 mg
(Dud¢i dang Amoxicilin trihydrat compacted) 574 mg
(BU ham luogng) 615.4 mg

Acid clavulanic 125 mg
(Dudi dang Kali clavulanat / Avicel) 297,5 mg
(B ham luogng) 333,7 mg

Thanh phén ti dwoe:

Colloidal silicon dioxid, Magnesi stearat, Croscarmellose natri, L — HPC, Polyplasdon XL
10, Avicel 112, Sepifilm LP 770 vira du 1 vién.
2/ Dang bao ché: Vién nén dai bao phim mau tring, hai mat c6 vach ngang, vach ké trén vién
chi nhim muc dich bé vién cho d& ubng va khéng ding dé chia lidu.

3/ Chi dinh:

Diéu tri trong thoi gian ngan (dudi 14 ngay) cac truong hop nhiém khuédn gy ra boi cic
chiing san sinh ra beta — lactamase khong ddp tng véi diéu tri bang céc aminopenicilin don doc:

- Nhiém khuin ning dudng hé hip trén: Viém amidan, viém xoang, viém tai gitra da duoc

diéu tri bang cac khang sinh thong thudng nhung khong giam.

- Nhiém khuan duong hé hdp dudi boi cac ching H.influenzae va Moraxella catarrhalis

(tén tru6c day: Branhamella catarrhalis) sén sinh beta — lactamase: Viém phé quan cdp va

man, viém phdi — phé quan.

- Nhiém khuan niang dudng tiét niéu — sinh duc boi cac chung E. coli, Klebsiella va

Enterobacter san sinh beta — lactamase nhay cam: Viém bang quang, viém niéu dao, viém bé

than (nhiém khuan duong sinh duc niy).

- Nhiém khuén da va mé mém: Mun nhot, cbn tring dét, ap xe, nhiém khuan vét thuong,

viém mé té bao.
- Nhiém khuan xuong va khép: Viém tity xuong.
- Nhi€m khuén nha khoa: Ap xe 6 rang.
- Nhiém khuan khac: Nhiém khuin do sdy thai, nhiém khuén san, nhim khuan trong 6
bung.
4/ Cach dung, liéu dung:
Cdch dung:
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- Ubng vao lic bit dau an dé giam thiéu hién tuong khong dung nap thudc & da day — rudt.
- Khodng diing thude qué 14 ngay ma khong kiém tra xem xét lai cach diéu tri.

Liéu dimg: tinh theo ham lugng amoxicilin c6 trong thude.

- Ngudi 16n va tré em trén 40kg: Udng 1 vién, cach 8 gio/lan, trong 5 ngay.

- Ngudi cao tudi: Khong cén didu chinh lidu trir khi d6 thanh thai creatinin <30 m I/phut.

- Suy théan: Khi c6 tén thuong than, phai thay déi liéu va/hodc sb 1an cho thude dé dap tng
v6i ton thuong thén.

- Liéu nguoi 16n trong suy than (tinh theo ham luong amoxicilin)

1 DO thanh thai creatinin Liéu ubng
> 30 ml/phut Khéng can diéu chinh liéu
Tir 10 dén 30 ml/phut 250 — 500mg cach 12 gio/lan
< 10 ml/phit 250 — 500mg céach 24 gio/lan
5 R , 250 — 500mg cach 24 gio/lan, cho udng trong va sau khi
Tham phan méau 1 .
tham phéan
5/ Chéng chi dinh:
- Quéa man véi bét ky thanh phan nao cua thude.
- Tién sir vang da hoac réi loan chirc ning gan do ding amoxicilin, acid clavulanic.
- Di rng v6i nhom beta — lactam (cac penicilin va cephalosporin).
6/ Cinh bdo va thin trong khi ding thude:
- Chu y dén nguoi gia, ngudi bénh co tién s vang da/ri loan chirc ning gan do ding
amoxicilin va acid clavulanic vi acid clavulanic gdy tdng nguy co & mit trong gan.
- Céc déu hiéu va triéu ching vang da & mat tuy it xay ra khi dung thubc nhung c6 thé nang.
Tuy nhién nhiing triéu chiing d6 thuong hdi phuc duoc va s& hét sau 6 tudn ngiing didu tri.
- €6 thé xay ra phan tng qua min trim trong & nhiing ngudi bénh c6 tién st di tng véi
penicilin hodc céc di nguyén khac, nén truéc khi bit ddu diéu tri bing amoxicilin cin phai
diéu tra k¥ tién sir di ung voi penicilin, cephalosporin va céc di nguyén khac.
- Nguoi suy than trung binh hay ning can chii y diéu chinh lidu ding.
- Ngudi ding amoxicilin bi man do kém sét ndi hach.
- Diung thue kéo dai déi khi lam phat trién cac vi khuan khang thudc.
- Phai dinh ky kiém tra chi s6 huyét hoc, chiic nang gan, than trong sudt qué trinh didu tri.
Cén c6 chan doan phan biét dé phat hién céc truong hop tiéu chay do C. difficile va viém dai
trang c6 mang gia. Cé nguy co phét ban cao & bénh nhén ting bach ciu don nhin nhiém
khuén.
7/ Sir dung thude cho phu nir ¢6 thai va cho con bi:
- Phu nir ¢6 thai: Trénh st dung thudc cho nguoi mang thai nhat 1a trong 3 thang dau, trir
trudng hop can thiét do thay thude chi dinh.
- Phu nir cho con bii: Trong thdi ky cho con b ¢6 thé dung ché phim. Thudc khong gay
hai cho tré dang bu me trir khi ¢6 nguy co bi man cam do c¢6 mét luong rit nho thude trong
stra.
8/ Alll_lr huéng ciia thube 1én khé ning ldi xe, vin hanh mdy méc:
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9/

Thudc c6 thé gdy nhirc dau, mét moi, chéng mat, co giat, mit ngi nén than trong khi
dung cho ngudi dang lai xe va van hanh may moc.
Tuong tic, twong ky ciia thude:
- Thudc c6 thé gay kéo dai thoi gian chay mau va dong mau. Vi vy can phai can than doi
v6i nhitng ngudi bénh dang diéu tri bang thudc chdng déng mau (warfarin).
- Thudc c6 thé lam giam hiéu qua thubc tranh thai ung, do d6 cin phai béo trude cho ngudi
bénh.

- Nifedipin lam ting hip thu amoxicilin.

- Bénh nhén tang acid uric mau khi dung alopurinol cling véi amoxicilin s¢ lam tdng kha
nang phat ban ctiia amoxicilin.

- €6 thé c6 su dbi khang giira chat diét khudn amoxicilin va cac chat kim khuén nhu acid
fusidic, cloramphenicol, tetracyclin.

- Amoxicilin lam giam bai tiét methotrexat, ting doc tinh trén dudng tiéu héa va hé tao mau.
Probenecid khi uéng ngay trude hodc ddng thoi véi amoxicilin lam giam thai trir amoxicilin,
tir d6 lam tang ndng d6 amoxicilin trong mau. Tuy nhién, probenecid khong anh huong dén
thoi gian ban thai, ndng do thudc tbi da trong méu (Cpey) va dién tich dudi duong cong ndng

d6 thudc theo thoi gian trong mau (AUC) ciia acid clavulanic.

10/ Téc dung khong mong mudn cia thude:

- Thuong gap, ADR > 1/100
+ Tiéu héa: Tiéu chay (9%), budn ndn, nén (1 — 5%). Budn nén va ndn cé lién quan dén
liéu dung acid clavulanic (duing liéu 250 mg acid clavulanic ting nguy co 1én 40% so VGi
diing liéu 125 mg)
+ Da: Ngoai ban, ngtra (3%).
-t gap, 171000 < ADR < 1/100
+ Mau: Tang bach cdu ua eosin
+ Gan: Viém gan va vang da & mat, tang transaminase. C6 thé ning va kéo dai trong vai
thang.
+ Khéc: Viém am dao do Candida, nhic dau, sdt, mét moi.
- Hiém gap, ADR < 1/1000
+ Toan than: Phan ting phan vé, pht Quincke.
+ Mau: Giam nhe tiéu cdu, giam bach cau, thiéu mau tan mau.
+ Tiéu hoa: Viém dai trang cé mang gia.
+ Da: Hoi chimg Stevens — Johnson, ban do da dang, viém da bong, hoai tir biéu bi do
ngod doc.
+ Thén: Viém than ké.
+ Hé thin kinh trung vong: Kich dong, lo 4u, thay déi hanh vi, lu lan, co giat, chéng mit,
mét ngu va hiéu dong.
Huwéng din cich xir tri ADR:
- Néu phan ung di (g xay ra nhu ban do, phit Quincke, sdc phan vé, hoi chimg Stevens —
Johnson, phai ngimg liéu phap amoxicilin va ngay lap tic diéu tri cdp ciru bang adrenalin, tho
oxygen, liéu phép corticoid tiém tinh mach va thong khi, ké ca dit ndi khi quan va khong bao
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gio duoc diéu trj bang penicilin hodc cephalosporin nia.

- Viém dai trang c6 mang gia: Néu nhe: Nging thudc; néu ning (kha ning do Clostridium

difficile): Bdi phu nuéc va dién giai, ding khang sinh chéng Clostridium (metronidazol,

vancomycin).
11/ Qua liéu va cdch xi tri:

Triéu chitng: Pau bung, non va tiéu chay. Mot sb it ngudi bénh bi phat ban, ting kich dong
hodc ngt lo mo.

Xir tri: Can ngimg thudc ngay. Diéu tri triéu ching va hd tro néu can. Néu qua liéu xay ra
sém va khong cé chdng chi dinh, c6 thé giy non hodc ria da day. Qua liéu dudi 250 mg/kg
khong gdy tri¢u ching gi dic biét va khong can lam sach da day. Viém than k& dan dén suy than
thiéu niéu da xay ra & mot sd it ngudi bénh ding qué liéu amoxicilin. Tiéu ra tinh thé trong mot
s trudng hop din dén suy than da duoc bdo cdo sau qué lidu amoxicilin & ngudi 16n va tré em.
Cén cung cip du nudc va dién giai cho co thé dé duy tri bai niéu va giam nguy co tiéu ra tinh thé.
Tén thuong than thudng phuc héi sau khi ngimg thude. Tang huyét ap c6 thé xay ra ngay & ngudi
¢6 chirc ning than ton thuong do giam dao thai ca amoxicilin va acid clavulanic. C6 thé dung
phuong phap thdm phan mau dé loai bo ca amoxicilin va acid clavulanic ra khoi tuan hoan.

12/ Pac tinh duoce luc hoc:

- Nhoém duogc ly: Khang sinh

- Ma ATC: JOICRO2

- Amoxicilin va acid clavulanic 12 mét phdi hop ¢6 tac dung diét khudn. Su phi hop nay

khong lam thay d6i co ché tic dung ctia amoxicilin (trc ché téng hop peptidoglycan mang té

bao vi khudn) ma con cé tic dung hiép dong diét khudn, md rong phd tic dung cua
amoxicilin chdng lai nhiéu vi khuédn tao ra beta — lactamasc trude day khang lai amoxicilin
don ddc, do acid clavulanic ¢6 4i luc cao va gén vao beta — lactamase ctia vi khuan dé tc ché.

- Acid clavulanic thu dugc tir sy 1én men ctia Streptomyces clavuligerus, c6 cu tric beta —
lactamase gan gidng nhan penicilin, ban thin c6 tac dung khang khuén rit yéu dong thoi co
kha nang trc ché beta — lactamase do phén 16n cac vi khuén gram am va Staphylococcus sinh
ra, nhung Staphylococcus khang methicilin/oxacilin phai coi 1a da khang amoxicilin va acid
clavulanic. Invitro, acid clavulanic thuong trc ché penicilinase tu ciu, beta — lactamase tao ra
do Bacteroides fragilis, Moraxella catarrhalis (tén trudc ddy la Branhamella catarrhalis), va
céc beta — lactamase phan loai theo Richmond va Sykes typ 11, III, IV va V. Acid clavulanic
c6 thé e ché mot vai loai cephalosporinase tao ra do Proteus vulgaris, Bacteroides fragilis
va Burkholderia cepacia (t€n trudc day la Pseudomonas cepacia) nhung thuong khong tc
ché cephalosporinase truyén qua nhiém sic thé Richmond — Sykes typ I; do do nhiéu chung
Citrobacter, Enterobacter, Morganella, Serratia spp., va Pseudomonas aeruginosa van
khang thudc. Mot s beta — lactamase phd rong truyén qua plasmid cua Klebsiella
pneumoniae, mot sb Enterobacteriaceae khéac va Pseudomonas aeruginosa cling khong bi
acid clavulanic trc ché.

- Acid clavulanic ¢6 thé thdm qua thanh t& bao vi khudn, do d6 c6 thé wrc ché enzym ¢ ngoai
té bao va enzym gén vao té bao. Cach tac dung thay ddi tily theo enzym bi tic ché, nhung acid
clavulanic thudng tac dung nhu mat chat tic ché co tinh tranh chap va khong thuan nghich.
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- Phé diét khuan cua thude bao gbm:
* Vi khuin Gram duong:
+Loai wa khi: Streptococcus faecalis, Streptococcus pneumoniae, Streptococcus
pyogenes, Streptococcus viridans, Staphylococcus aureus, Corynebacterium,. Bacillus
anthracis, Listeria monocytogenes.
+ Loai Ky khi: Céc loai Clostridium, Peptococcus, Peptostreptococcus.
* Vi khuan Gram am:
+Loai wa khi: Haemophilus influenzae, Moraxella catarrhalis, Escherichia coli,
Proteus mirabilis, Proteus vulgaris, cac loai Klebsiella, Salmonella, Shigella,
Bordetella, Neisseria gonorrhoeae, Neisseria meningitidis, Vibrio cholerae, Pasteurella
multocida.
+ Loai ky khi: Céc loai Bacteroides ké ca B. fragilis.
Co ché khdng thudc:
Hai co ché chinh cua su dé khang v6i amoxicilin/acid clavulanic 1a:
- Bij bét hoat bai nhitng vi khudn beta-lactamase khong bi tic ché boi acid clavulanic, gom
loai B, C va D.
- Do su bién ddi ctia cac protein lién két v6i penicilin, 1am giam 4i luc cua chét khang khuén
1én 1€ bao dich.
Dic tinh chéng thdm hogc co ché bom van chuyén cac chit ra khoi té bao cua vi khuén c6
thé gdy ra hogc gép phéan trong co ché khang khuan, dic biét & vi khuan gram am.
- Cac ngudng gia tri:
Ngudng ndng dé e ché ti thidu (MIC) déi véi amoxicilin/acid clavulanic cia Uy ban
Chau Au thir nghiém vé tinh nhay cam khang khuan:

Vi sinh vat Ngudng nhay cam (pg/ml)

(=)

I

Nhay cam Trung gian Dé khéng

.Haemo;ohffus influenzae ' | <1 - > ] IG
Moraxella cata}rhaf.is - <1 -- | > ] -";
Staphylococcus auréus 2 <2 -- | | .> 2 =
”Coagafase dam tinh staphylococci <0,25 B | “> 0,25 =
.Eme.;*ococcm. ! | <4 I8 .> 8

.Sfreprococc;us A B C G? : : “.5 0,25 - .> 0,25

Streptococcus pnewnoniaé . -5 0,.5 ] i-2 -> 2

- . 1.4
Enterobacteriaceae - - > 8

Vi khudn ky khi gram am " <4 8 > 8
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Vi khudn ky khi gram diong ' <4 8 >8

Ngudng gid tri khéng lién quan dén loai ' <2 4-8 >3

' Cac gia tri duogc bdo céo theo ndng do amoxicilin. Pbi vai muc dich thir nghiém tinh
nhay cam, ndng dd cua acid clavulanic duoc cb dinh ¢ 2 mg/l.

? Cac gi4 tri dugc bao céo la néng d6 Oxacillin.

* Cac ngudng gid tri trong bang dua vao ngudng gia tri cia Ampicillin

* Ngudng dé khang R > 8 mg/l dém bao rang tit ca cac phan lap vdi co ché dé khang duoc
bao cdo da dé khéng.

> Ngudng gid tri trong bang dua vao ngudng gié trj cua Benzylpenicillin.

- Ty 1& khang thudc c6 thé thay dbi theo dia ly va theo thoi gian ddi véi cac loai, va theo
thong tin dia phuong vé ti 1¢ khang thudc, ddc bigt khi didu tri nhiém tring nang. Khi cin
thiét, cdn tham khao y kién cua chuyén gia khi ti 1¢ khang thudc tai dia phuong 1a nhu vy ma
cong dung ctia thude trong it nhat mot sb loai nhiém tring thi chua duoc chic chén.

Céc chung nhay cam thong thuong

Vi khudn gram duong hiéu khi

Enterococcus faecalis, Gardnerella vaginalis, Staphylococcus aureus (nhay cam véi
methicillin)£, Staphylococci khong san sinh Coagulase (nhay cam véi methicillin),
Streptococcus agalactiae, Streptococcus pneumoniae', Streptococcus pyogenes va
streptococci tan huyét beta khéc, Streptococcus nhém viridans

Vi khun gram am hiéu khi
Capnocytophaga spp., Eikenella corrodens, Haemophilus influenzae’, Moraxella
catarrhalis, Pasteurella multocida

Vi khuin yém khi

Bacteroides fragilis, Fusobacterium nucleatum, Prevotella spp.
Céc chung ma kha ning khang thudc 6 thé 1a mot van dé

Vi khuan gram duong hiéu khi

Enterococcus faecium $

Vi khuan gram am hiéu khi

Escherichia coli, Klebsiella oxytoca, Klebsiella pneumoniae, Proteus mirabilis, Proteus
vulgaris

Céc ching vén da dé khang

Vi khuan gram am hiéu khi

Acinetobacter sp., Citrobacter freundii, Enterobacter sp., Legionella pneumophila,
Morganella  morganii,  Providencia spp., Pseudomonas sp., Serratia sp.,

Stenotrophomonas maltophilia
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Vi khuan khéc
Chlamydophila pneumoniae, Chlamydophila psittaci, Coxiella burnetti, Mycoplasma
preumoniae
$ Su nhay cam trung gian tu nhién khong c6 co ché khang thudc cu thé
£ Tt ca staphylococci d& khang methicilin ciing dé khang véi amoxicilin/acid clavulanic
' Streptococcus pneumoniae khang véi penicilin khong nén diéu tri v6i amoxicilin/acid
clavulanic
% Cac chiing vi khuén giam nhay cam dd duoc béo cdo & mot sé nude Chau Au (EU) voi
tan suat cao hon 10%.

13/ Dic tinh dwoe dong hoc:
- Amoxicilin va acid clavulanic déu hép thu d& dang qua dudng udng va ciing bén vimg véi
dich acid ctia da day. Nong do ctia amoxicilin va acid clavulanic trong huyét thanh dat t6i da
sau 1 —2,5 gio udng liéu don dang thudc vién thong thudng.
- Acid clavulanic khong lam anh hudng téi dugc dong hoc cua amoxicilin, tuy nhién
amoxicilin ¢6 thé lam tang hdp thu qua duong tiéu hoa va thai trir qua duong niéu ddi voi
acid clavulanic so v&i khi dung acid clavulanic don doc.
- Sau khi udng thudc vién lidu 500mg amoxicilin va 125mg acid clavulanic, ndng dé trong
huyét thanh dat 6,5 — 9,7 microgam/ml véi amoxicilin va 2,1 — 3,9 microgam/ml ddi véi acid
clavulanic. Sau 1 gio ubng 20mg/kg amoxicilin + 5Smg/kg acid clavulanic, s& c6 trung binh
8,7 microgam/ml amoxicilin va 3,0 microgam/ml acid clavulanic trong huyét thanh. Su hip
thu ctia thubc khong bi anh huong bai thirc an va tét nhat 1a udng ngay trudc bira dn. Ddng
thoi khong nén udng thude véi bita an ¢ nhidu chit béo do hip thu acid clavulanic bi giam
va ciing khéng nén udng thudc trong khi déi do hap thu amoxicilin bi giam.
- Sau khi ubng, ca amoxicilin va acid clavulanic déu phan bé vao phdi, dich mang phéi va
dich mang bung, di qua nhau thai. M6t lugng thudc nhé duoc tim thdy trong dom, nudc bot
cling nhu trong stta me. Khi mang ndo khéng bi viém, ndng do thudc trong dich ndo tuy rat
thap, tuy nhién Iuong thude 16n hon dat duoc khi mang ndo bi viém. Amoxicilin lién két voi
protein huyét thanh khoang 17 — 20% va acid clavulanic duoc thong béo lién két voi protein
khoang 22 — 30%.
- Kha dung sinh hoc duong udng ctia amoxicilin 1a 90% va cua acid clavulanic 1a 75%. Nua
doi sinh hoc cua amoxicilin 1a 1 —2 gid va cua acid clavulanic la khoang 1 gio.
- Sau khi ubng lidu don amoxicilin va acid clavulanic & nguoi 1én coé chirc niang than binh
thuong, 50 — 73% amoxicilin va 25 — 45% acid clavulanic dugc thai qua nudc tiéu dudi dang
khong d6i trong vong 6 dén 8 gio. O ngudi suy than, ndng do huyét thanh cua ca amoxicilin
va acid clavulanic déu cao hon ciing nhu nira doi thai trir ciing kéo dai hon. O bénh nhan véi
thanh thai creatinin 9 ml/phut, nira doi ctia amoxicilin va acid clavulanic 1an luot 1 7.5 va 4,3
gid. Ca amoxicilin va acid clavulanic déu bi loai bo khi thAm phan mau. Khi thAm phan mang
bung, acid clavulanic ciing bi loai bé trong khi chi mdt luong rat nho amoxicilin bi loai bo.
- Probenecid kéo dai thoi gian dao thai ciia amoxicilin nhung khéng anh hudng dén su dao
thai cta acid clavulanic.

14/ Quy each dong géi: Hop 02 vi x 07 vién nén bao phim.
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Hop 02 vi x 10 vién nén bao phim
Hop 06 vi x 10 vién nén bao phim.
Hop 06 vi x 04 vién nén bao phim.

15/ Piéu kién bio quin, han dung, tidu chuin chit lrong ciia thudc:
Diéu kién bio quin: D& noi khd, tranh anh sang. Nhiét do dudi 30°C.
Han diing: 24 thang ké tir ngay san xuét.

Tiéu chuén chit lwong: Tiéu chuin co so.

16/ Tén, dia chi ciia co s& sin xuit thudc:
CONG TY CO PHAN DUQC PHAM TIPHARCO

({09 TIPHARCO 15 Déc Binh Kiéu, Phuong 2, TP. My Tho, Tinh Tién Giang
PT: 0273.3872.972  Fax: 0273.3885.040.

NgayL} thang 01 nam 2024
KT. TONG GIAM POC
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