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1. Thanh phin
Mbi vién nang chira:
e Amoxicillin 875mg.
e Acid clavulanic 125mg.
Ta dwoc viva du 1 vién.
2. Cong dung (Chi dinh)

Thudc Midantin dugc chi dinh dung trong céc trudng hop nhiém trung, thude duoc dung dé
diéu tri trong thoi gian ngan (dudi 14 ngay) cac nhiém khuan gay ra boi cac ching san sinh ra
beta - lactamase khong dap mg véi diéu tri bang cac aminopenicilin don ddc, diéu tri nhiém
khuan do cac vi khuan nhay cam, bao gdom:

o Nhiém khuan ning duong ho hip trén: Viém amidan, viém xoang, viém tai giita da
dugc diéu tri bang cac khang sinh thong thuong nhung khong da.

e Nhiém khuan duong hé hap dudi bdi cac chung H. influenzae va Branhamella
catarrhalis san sinh beta-lactamase: Viém phé€ quan cap va man, viém phoi - phé quan.

e Nhiém khuan da va mé mém: Mun nhot, ap xe, nhiém khuan vét thuong.
« Nhiém khuan xuong va khép: Viém tiy xuong.
« Nhiém khuan nha khoa: Ap xe 6 ring.

e Nhiém khuan khac: Nhiém khuan do sy thai, nhiém khuan san khoa, nhiém khuan

trong 6 bung.



3. Céch dung - Liéu dung

Cach dung

Thudc Midantin dugc udng thude vao lac bat dau in.
Liéu ding

- Nguoi lon

Liéu dung dbi véi cac nhidm khuan ning 1a mot vién Midantin 875/125/1an, cach mbi 8 gio.
Céc nhiém tring nhe va vira c6 thé giam lidu xubng mot vién Midantin 875/125, cach mbi 12
gio.

- Tré em trén 40kg can nang

Ubng theo liéu ngudi 16n.

- Tré em dudi 40kg can nang

Khong str dung vién nén bao phim Midantin 875/125.
- Ngueoi cao tuéi

Khong can diéu chinh lidu.

- Liéu diing cho nguoi suy than

e Vién nén bao phim Midantin 875/125 chi dugc st dung cho ngudi 16n cé chiic nang
than binh thuong hodc suy than nhung d¢ thanh thai creatinin trén 30 ml/phut. Trong
céc trudng hop nay khong can diéu chinh liéu.

o Khong dung thudc qué 14 ngay ma khong kiém tra, xem xét lai cach diéu tri.

Luu y: Liéu ding trén chi mang tinh chat tham khdo. Liéu ding cu thé tity thudc vao thé trang
va mire d dién tién ciia bénh. Dé c6 lieu dimg phit hop, ban can tham khao y kién béc si hodc
chuyén vién y té.

- Qua lidu

Triéu churng

Pau bung, ndn va tiéu chay. Mot sb it nguoi bénh bi phat ban, ting kich dong hodc ngi lo mo.
Xur tri

« Can ngimg thudc ngay. Piéu tri triéu chimg va hd tro néu can. Néu qua liéu xay ra
som va khong c6 chdng chi dinh, co thé giy non hoic rira da day. Qua liéu dudi 250
mg/kg khong gay triéu ching gi dic biét va khong can 1am sach da day. Viém than ké
dan dén suy than thiéu niéu da xay ra & mot s it nguoi bénh dung qua lidu amoxicilin.
Dai ra tinh thé trong mot s6 truong hop dan dén suy than di duoc béo céo sau qué liéu
amoxicilin & ngudi 16n va tré em. Can cung cip di nudc va dién giai cho co thé dé
duy tri bai niéu va giam nguy co dai ra tinh thé.

« Ton thuong than thudng phuc hdi sau khi ngimg thude. Tang huyét ap c6 thé xay ra
ngay ¢ nguoi co chirc ning than t6n thuong do giam dao thai ca amoxicilin va acid



clavulanic. C6 thé dung phuong phap tham phan méau dé loai bé ca amoxicilin va acid
clavulanic ra khéi hé tudn hoan.

4. Chong chi dinh
Thudc Midantin chdng chi dinh trong cac trudng hop sau:
e Ditmg v6i nhdm beta - lactam (céc penicilin va cephalosporin).

« Can chu ¥ t6i kha ning di tng chéo vdi cac khang sinh beta - lactam nhu céc
cephalosporin.

5. Tac dung phu

Céc tac dung khong mong mudn thuong lién quan téi liéu dung. Khi dung thudc, trir tac dung
trén dudng tiéu hoa thuong gip voi tan suit nhiéu hon, cac tic dung phu khac xuét hién véi
tan suat va mirc do twong tu nhu khi chi ding don chat amoxicilin. Cac tac dung khong mong
mubn thuong nhe va thoang qua, chi dudi 3% ngudi bénh phai ngimg ding thudc.

Thuong gap, 1/100 <ADR < 1/10
« Hé tiéu hoa: tiéu chay, budn non, non.
e Da: Ngoai ban, ngtra.
It gap, 1/1000 < ADR < 1/100
e Mau: ting bach cau eosin.
e Gan: viém gan va vang da &t mat, tang transaminase ¢ gan.
o Khac: viém am dao do Candida, nhuc dau, sbt, mét moi.
Hiém gap, 1/10000 < ADR < 1/1000
e Toan than: Phan ung phan v¢, phu Quincke.
e Mau: Giam nhe tiéu cau, giam bach cau, thiéu mau tan mau.
e Tiéu hda: Viém dai trang c6 mang gia.
e Da: Hoi chung Stevens-Johnson, ban d6 da dang, viém da bong, hoai tir biéu bi do ngo
doc.
e Than: Viém than k&.
Huréng dan cdach xi tri ADR

Khi gap tac dung phu ctia thude, can ngung sir dung va thong bao cho béc si hodc dén co s y
té gan nhat dé duoc xir tri kip thoi.

Luuy

Néu phan tmg di Gmg xay ra nhu ban d6, phii Quincke, soc phan vé, hoi chig Stevens -
Johnson, phai ngimg liéu phap amoxicilin va ngay 1ap ttrc diéu tri cip ctru bang adrenalin, tho
oxygen, liéu phép corticoid tiém tinh mach va thong khi, ké ca dat noi khi quan va khong bao
gid duogc diéu trj bang penicilin hodc cephalosporin nita. Viém dai trang c6 mang gia: Néu



nhe thi ngimg thudc, néu ning (kha niang do Clostridium difficile) thi bdi phu nudc va dién
giai, dung khang sinh vancomycin chdng Clostridium metronidazol).

Théan trong khi sir dung

e Chu y dén ngudi cao tuodi, ngudi bénh co tien sir vang da/rdi loan chire ndng gan do
dung amoxicilin va kali clavulanat vi acid clavulanic gay tdng nguy co o mat trong
gan.

e Céc diu hiéu va triéu chimg vang da & mat tuy it xay ra khi dung thudc nhung c6 thé
ning. Tuy nhién nhimg triéu chimg d6 thudng hdi phuc duge va s& hét sau 6 tuan
ngimg diéu tri.

 Co thé xay ra phan tmg qua mén trAm trong (di img) ¢ nhitng ngudi bénh c6 tién sir di
ung véi penicilin, cephalosporin hodc cac di nguyén khac.

« Ngudi ding amoxicilin bi man d6 kém sét ndi hach.
« Dung thudc kéo dai d6i khi lam phat trién cac vi khuan khang thudc.

« Phai dinh ky kiém tra chi s6 huyét hoc, chirc nang gan, than trong sudt qua trinh diéu
tri. Can phan biét cac truong hop tiéu chay do C.difficile va viém dai trang c6 mang
gia. C6 nguy co phat ban cao & bénh nhan ting bach cau don nhan nhiém khuan.

« Phai kiém tra thuong xuyén cac 6ng thong bang quang dé tranh hién tuong két tia giy
tac khi c6 ndng d6 ché pham cao trong nudc tiéu & nhiét do thuong.

- Thai ky va cho con bu
Thoi ky mang thai

Nghién ctru thyc nghiém trén qué trinh sinh san cta chudt da chimg minh khi dung ché pham
theo con duong udng khong gay di dang. Tuy nhién, vi con it kinh nghiém vé dung ché pham
cho ngudi mang thai nén can tranh sir dung thudc ¢ ngudi mang thai nhat 14 trong 3 thang
dau, trir trudng hop can thiét do thay thude chi dinh.

Thoi ky cho con bu

Trong thdi ky cho con bu c6 thé dung ché pham. Thudc khong gay hai cho tré dang bi me trir
khi c6 nguy co bi man cam do c6 mot lugng rat nhé thude trong sita.

- Kha nang lai xe va van hanh may méc

Khong thiy co tac dong anh huong dén kha ning l4i xe va van hanh may moc khi sir dung ché
pham.

- Twong tac thudce

e Thudc c6 thé gay kéo dai thoi gian chay mau va déng mau. Vi vay can phai can than
d6i v6i nhitg nguoi bénh dang diéu tri bang thude chdng dong mau.

« Gibng cac khang sinh c¢6 pho tac dung rong, thude lam giam hiéu qua cac thude tranh
thai uéng, do d6 can phai bao trudc cho ngudi bénh.

« Nifedipin 1am ting hap thu amoxicilin.



Bénh nhan tang acid uric mau khi dung allopurinol cung véi amoxicilin s€ lam tang
kha nang phat ban ctia amoxicilin.

C6 thé co6 su dbi khang chit diét khuan amoxicilin va cac chat kim khuan nhu acid
fusidic, cloramphenicol, tetracyclin.

Amoxicilin lam giam bai tiét methotrexat, ting doc tinh trén dudng tiéu hoa va hé tao
mau.

Probenecid khi udng ngay truéc hodc déng thoi v6i amoxicilin 1am giam thai trir
amoxicilin, tir d6 lam ting ndng d6 amoxicilin trong mau. Tuy nhién, probenecid
khong anh huong dén thoi gian ban thai, ndng do thude t6i da trong mau (Cmax) va
dién tich dudi duong cong nong do thudc theo thoi gian trong mau (AUC) ciia acid
clavulanic.

7. Duwoc ly

- Dwge ddng hoc (Tac dong ciia co thé véi thude)

Amoxicilin va kali clavulanat déu hip thu d& dang qua duong udng va cliing bén viing
v6i dich acid ctia da day. Nong do cua hai chat nay trong huyét thanh dat t6i da sau 1 -
2 gio ubng thude. Sy hap thu ciia thude khong bi anh hudng boi thirc an va tot nhét 1a
ubng ngay trudc bira an. Sau khi udng, ca amoxicilin va acid clavulanic déu phan b
vao phoi, dich mang phoi va dich mang bung, di qua nhau thai. Mot lugng thudc nho
dugc tim thy trong dom, nudc bot ciing nhu trong sita me. Khi mang ndo khong bi
viém, néng do thudc trong dich ndo tuy rat thap, tuy nhién luong thude 16n hon dat
dugc khi mang ndo bi viém. Amoxicilin lién két voi protein huyét thanh khoang 10 -
20% va acid clavulanic khoang 22 - 30%.

Kha dung sinh hoc duong udng ctia amoxicilin 1a 90% va cua acid clavulanic 1a 75%.
Nira doi sinh hoc ctia amoxicilin 13 1 - 2 gid va cua acid clavulanic 1a khoang 1 gio. O
ngudi suy than, nong d huyét thanh cia ca amoxicilin va acid clavulanic déu cao hon
cling nhu nira doi thai trir ciing kéo dai hon. O bénh nhan voi thanh thai creatinin 9
ml/phut, nira doi cuia amoxicilin 1a 7,5 gio, cua acid clavulanic 1a 4,3 gio.

Amoxicilin v acid clavulanic déu bi loai bo khi tham phan mau. Khi thim phan méang
bung, acid clavulanic ciing bi loai b6 trong khi chi mot luong rat nhé amoxicilin bi
loai bo. Probenecid kéo dai thoi gian dao thai cia amoxicilin nhung khong anh huong
dén su dao thai cua acid clavulanic.

- Duge Iwe hoc (Tac dong cia thude 1én co thé)

Amoxicilin 12 khang sinh ban tong hop, thudc nhom beta - lactam c¢6 pho diét khuan
rong dbi voi nhiéu vi khuan Gram duong va Gram am do @ ché tong hop thanh té bao
vi khuan. Nhung vi amoxicilin rat d& bi pha hiy boi beta - lactamase, do d6 khong c6
tac dung ddi voi nhitng ching vi khuan san sinh ra cic enzym nay (nhiéu ching
Enterobacteriaceae va Haemophilus influenzae).

Acid clavulanic thu dugc do su 1én men cia Streptomyces clavuligerus, cé cau truc
beta - lactam gan giong voi penicilin, ¢6 kha nang trc ché betalactamase do phan 16n
cac vi khuan Gram am va Staphylococcus sinh ra. Pac biét no c6 tac dung tic ché



manh céc beta - lactamase truyén qua plasmid gay khang cac penicilin va céc
cephalosporin. Pseudomonas aeruginosa, Proteus morganii va rettgeri, mot sé ching
Enterobacter va Providencia khang thudc, va ca tu cau khang methicilin ciing khang
thudc ndy. Ban than acid clavulanic c¢6 tac dung khang khuan rat yéu.

Acid clavulanic giup amoxicilin khong bi beta - lactamase pha huy, dong thoi mé rong
thém phd khang khuan ctia amoxicilin mot cach hiéu qua ddi véi nhiéu vi khuan thong
thuong da khang lai amoxicilin, khang céac penicilin khac va céc cephalosporin.

C6 thé coi amoxicilin va clavulanat 13 thudc diét khuan d6i v6i cac Pneumococcus,
cac Streptococcus beta tan mau, Staphylococcus (chung nhay cam véi penicilin khong
bi anh hudng cia penicilinase), Haemophilus influenzae va Branhamella catarrhalis ké
ca nhitng chung san sinh manh beta - lactamase.

Tom lai phd diét khuan cta thude bao gdm:

Vi khuan Gram duong: Loai hiéu khi (Streptococcus faecalis, Streptococcus
pneumoniae, Streptococcus pyogenes, Streptococcus viridans, Staphylococcus aureus,
Corynebacterium, Bacillus anthracis, Listeria monocytogenes), loai yém khi (cac loai
Clostridium, Peptococcus, Peptostreptococcus).

Vi khuan Gram am: Loai hiéu khi (Haemophilus influenzae, Escherichia coli, Proteus
mirabilis, Proteus vulgaris, cac loai Klebsiella, Salmonella, Shigella, Bordetella,
Neisseria gonorrhoeae, Neisseria meningitidis, Vibrio cholerae, Pasteurella
multocida), loai yém khi (cac loai Bacteroides ké ca B. fragilis).

8. Thong tin thém

- Thong tin khac

Lam gi khi quén 1 liéu

Hay udng ngay khi nhé ra, sau d6 8 - 12 gio méi dung lidu tiép theo.

Khong dung 2 lidu cling ltc tranh gay qué licu.

Dé su dung thuoc hiéu qua va an toan, can luu y

Khong st dung thudc di quéa han ding ghi trén bao bi.
Khong tu ¥ tang hay giam liéu dung ciia thude.
Khong tu ¥ ngung dung thudc.

Khong tu ¥ dung thudce dé tai diéu tri hodc khuyén nguoi khac sir dung.

Khong str dung thudc c6 bi€u hién bién mau, am moc.

9. Tai liéu tham khao:

Dugc thu qudc gia Viét Nam
T& hudng dan st dung thude



Rx
Vién nén bao phim
MIDANTIN 875/125

* Thude nay chi dong theo dom thube

*Doc ks A h

* Thang bdo cho hac »§ vé tinh trang sirc khoe, thé trang tién sir bénh, tdn sir 9y
mg thude, cdc bénh 1, <6 thai hoge ba

* Dé xa thm tay tré em
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THANH PHAN CONG THUC THUOC

Mdivién nén bao phim chira:

Thanh phin duyre chat

Amoxicilin (dang amoxicilin tnhydrat) K7Smg
Acid clavulanic (dang kali clavulanat + avicel (1 1)) 125 mg

Thanh phan td dun
BJu tale, magness stearat, natn starch glycolat, colloidal anhydrous silica, povidon, tinh
botbién tinh. hydroxypropyl Icellulose, polyethylen glycol 6000, tan dioxyd
DANG BAO CHE Viénnénbao phim
M3t Vién nén bao phim, mau tring dén tring nga ddng nhit, nhin, thanh canh lanh
130 MOt mat tron, mat kia <6 vach phin hiéu va khic chd A C* Bén trong cua vién bao
cOmau tring dén gin trang
[STITHRNT
Thuoe dirge dung d& didu tn trong thor gian ngin (duan 14 ngay) cac tnsomg hop
nhidm khudn gdy ra ban cac chung san sinh ra beta-lactamase khong dap (mg von diéu try
M\nlm aminopenicilin don dde. didu tn nhidm khudn do cac vi khudn nhay cam, bao
gom
Nhidm khuin ning duong ho hip trén Viém amidan, viém xoang, viém tai gita d3
duge didu tn bang cac khang sinh thdng thirong nhung khong 43
hr:i"n :‘l;‘uinnhdauxl“ ho hip d\\;-h hmMLa :hdunu " mlhm:aron Moravella
catarrhalis sin si -lactamase Viém phé quin cdp va -
= Nhidm khudn da dm Mun nhu:’. Ap‘-:. bl m"unthlm ol o
- Nhidm khudn xuong va khép Viém tuy xuong
- Nhudm khudn nhakhoa Apxe dring
- Nhidm khudn khac Nhiém khuin do sby thai, nhidm khudn san khoa, nhidm khudn

trong & bys
CACHDUNG, LIEUDUNG

Liu lugng duge bidu thy dudn dang him lugng cua amoxicillin va acid clavulanic tnr
khi bat diu didu tn bang nmg hoat chit néng 1&

Khi quyétdinh héu lugng cua thub trong didu tn cc nhiém khudn don 1é. cin cin nhic
cac yéutd sau

© Tac nhin gdy bénh va 49 nhay cAm cua chung vén cac nhom khang khudn,

® Mure 49 nghiém trong va vi tri cua d nhidm khudn

 Tudi. trong lwgng co thé va chirc nang thiin cua bénh nhin nhu chi djnh bén duén

Vige su dyng cac dang bao ché hodc ham lugng khac nhau cua thude (vi dy héu lugng
€20 hom cua amoxicilin vahode khac ty I¢ cua amovicilin von acid clavulanic) nén duge
<an nhic néu cdn thidt

Thudx duge dung cho ngun lom va tré em cin nang trén 40 kg nhu sau 16ng hiéu hang
ngdy 14 1750 mg amoxicilin 250 mg acid clavulanic udng ngdy 2 1n va 2625 my
amoxicilin/ 375 mg acid clavulanic ngdy 3 Idn, khi ubng theo khuyén cdo duon diy. D«ﬁ
VO tré cin ndng Juon 40 kg, liéu t4i da hing ngy 4 1000 - 2800
400 mg acid clavulanic khi udng theo khuyén cdo duor diy Néu cn di

Dinh ky dénh gid chuc ning caa hé théng co quan trong co thé. beo gbm than. gan ve
chic ning tgo mau duox khuyén céo khi didu tr) kéo dat
O bénh nhan dimg amoxicilin acid clavulanic, hiém gip bao cso kéo dai thin

bin Chn tién hanh kidm sodt thich hop kb wi dung ddng then thude ‘rr:
Abng C6 thé chn hidw chinh hidu cac thebe chbng
thich hop
o y thin. 40 bénh
O bénh nhin giam lugng nude béu, rdt hidm quan sit thily cac unh thé amoxicilin, de
bi¢tdbi vin phac a5 didu try uém truyén Khi dung amoxcilin iéu cao, khuyén c4o dam
bao cén bang lugng dich cung chp vio co thé va lugng auoc tiéu dso thas r ngod aé
wiam thidu kha nang hinh thanh tinh thé amoxicilin trong nuoe tidu O bénh nhin phai
dd1 bng thdng bang quang. ayén kiden e & 7 i
Néu xubt hién glucose ni¢u trong phac 46 didu tr) amoxicilin, nén su dung phuong phip
dinh lugmg enzym glucose oxidase, do ket qua duomg tinh g1a co the xay ra vor nhimg
phuong phap khong enzym xac dinh nong 46 glucose
Su xudt hign cua acid clavulanic trong thude c6 thé gdy ra sy tu lién két khong dic higu
cua IgG va albumin cua mang té bdo hing ciu, din dén két qua duomg tinh gid o the
nghigm Coombs
Nhimg bao cao két qua duomg tnh cua thu nghiém Bio-Rad Laboratones Platelia
Aspergillus EIA cho thiy phat hign ndm Aspergilius o bénh nhin dung amoxicilin acid
clavulanic ma nhimg bénh nhin niy da duoc két ludn dm tinh von ndm Aspergillus DA
quan sat dugc phan ung chéo giira cac chudi polysacchand va polyfuranose khong do
nam Aspergillus sinh ra va thu nghiém Bio-Rad Laboratones Platehia Aspergillis EIA
Vithe, cic két qua duong tinh @ bénh nhin diéu tn bang amoicilin acid clavulanic cin
dugc tién hanh thin trong va xac dinh bing cic phuong phap chin doan khic
Thubc nay chira dutn | mmol (23 mg) natn moi vién, vé co ban duge xem ahu “khong
churanatn™
SUDUNGTHUOC CHO PHU N COTHAIVA CHO CONBU:

Sie chung thuic cho phu iz 6 thar

Nghién cinu trén dong vt chira chi ra bt cir tac g truc tiép hay gian tép nao dén thon
ky mang thai, sinh dé hodc sau sinh Nhimg 6 hiéu hén quan dén viée sur dung
amoxicilin acid clavulanic & phy nit ¢6 that khong chi ra bt cir nguy co ting dy 3t bim
sinh Ymnlg mOt nghién cuu vin db1 tugmg phy nd sinh non. v mang bao thay som. bao

vide didu <0 the lién quan dén

tng nguy co viem rudt hogi 1ir @ tré s sinh. Chn tranh s dung thude trong qua trinh
mang that, trir khi ¢6 chif dinh cGa bac sT

Su dung thudc cho phy iz cho con bu

Amoxicilinacid clavulanic duge bas 1t vao sa me (chua biét anh huromg cua acid
clavulanic trén tré bu mg) Tiéu chay va nhidm ndm o mang nhiy co thé xay ra & tre bu
mg, va vi thé, c6 thé phar ngimg viée cho con bu Amoxicilin‘acid clavulanic chi nén
duge dung trong qua trinh cho con bu sau khi hdc sTdiéu try i cn nhac dén yéu 1b1gich
vanguyco "
ANl'lulyllraNG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY
MOC:

Khing c6 béo cao anh romg dén kha nang a1 x va vin hanh may moc Tuy ahién,
cic tic dyng phy c6 thé xdy ra (vi dy, phin img dj img. chong m3t, co gijt), c6 thé anh
huémg dén kha ning 141 xe va vin hanh may moc Chn khuyén cdo bénh nhin khéng las
xe hodc vin hanh miy méc néu xdy ra cac tc dung phu nay
TUONG TAC, TUONGKY CUATHU
Thude chéng dong dumg udng.

Thude chdng dong ducmg ubng va khang sinh penicilin duge su dung rong rdi trong.

phic d6 diéu tn ma khong co bao cdo tong tic nao Tuy nhién. trong mot sé tas héu

tham khao co nhimg tromg hp 18ng ty s binh thuang haa quéc 1é (INR) o nhimg bénh
h. hodc

84ng 38 duy 1 mic pam dong miu

" e

ung I
Iiédu cao hom, khuyén céo sir dung dang bdo ché khac cua thude dé tranh dung acid
clavulamec hidu cao khéng cdn thide el .

Ther
Mt s loas nhidm kbudn (vi dy viém tuy xuomg)cln thon gian didu ;ﬁ:ﬁ:'gﬂmm
didu ) khdng nén kéo das qua 14 ngay ma khing tén hanh danh gia las tinh trang cua
bénhnhin

N

Liéu khuyén cao (cho moi chi dinh) 875 mg/ 125 mg, ngay 2 ldn
Liéu cao (cho mot s& loai nhiém khudn dic bét nhu viém tas gia, viém xoang, nhidm
Khuin duomg b hip dun va nhidm khudn dutng tétni¢u) 875 mg/ 125 mg. ngay 3 lin.

Tré em c6 thé dung thude dang vién nen. hndich hodc dang bt

Lidukhuyén cio

28 mg 3.5 e kg/ngay dén 35 mg/ 6.4 mg kg/ nghy chia2 lin.

Liéu dung lén dén 70 mg/ 10 mg/ kg’ ngay chia 2 lin 4p dung cho mot 6 logi nhidm
Khusn (viém tas gira, viém xoang va nhién khudn duémg ho hip ducn)

khi dang di¢u b theo phac d in Néu
vite 4 14 chn thiét, cln kids hatche the hode ty
amoxicilin/ 143 - 1§ INRkh-bﬂlnﬂuh* um.qumna-tum Hom nta, c6 thé cin hiéu chinh liéu cua
ko thubs
Mathousxat. o i g

Probenesid.
Khong Hmyéu“do su dyng cung vén probenccid Probenecid lam_ gidm b udt
han. Viee st 2é ddo dén thoe kéo

then
dai ndng 4§ cua amoxicilin trong mau, nhung khong anh huong dén ndng 4 scxd
clavulamic

nhimg bénh nhin dung mycophenolate mofeul, theo ddi viée sir dung dbog thon
amoxicilin va acid clavulanic duomg ubng, cho thiy trroe khi dung lidu nép theo. ndng
a0 i h h h ) gram xAp xi S0%.
Vige thay dd1 nbng 40 trude khi dung liéu iép theo co thé khong phan anh chinh xic sw
thay 461 anh huomg cia chit MPAdé1 von ca
V1 thé, néu khong c6 tnéu chimg cua sy ré1 loan chirx nang cic md thi khong cin hidu
chinh lidu cua mycophenolat mofenl.
Tuy nhién, c‘nlhém 504t chat chi bénh nhin trong subt phac 48 didu try ddng thin va

WVARhOng the chia van thude nén bhd dung Midantin 875/125 che

Juon 25 kg <

Tré em cdn nang duon 25 kg nén duge ¢€u tn bing hon dich hode dang gor amoxiciling
acdclavulanic

TAcDY =30
Cac tic dung khong mong mudn duge bio cao phd bidn philn 1om 1A tidw chiy, budn.

ndn vandn CA:ucdunsphuumnhhqnghnhcwumdngﬁlmdmlwunhlh
A thé hién & duon ddy theo hé loai MedDRA va tin sudt xuit

Khang co dif Iiéu 1im sing hién quasdén su dyng thude co ty 1§ va acid
clavulanic 7 1 0 hiéu cao hon 45 mg/ 64 mg. kg ngay cho tré dudn 2 uby
Khong co dit héu lim sing Iién qua dén su dung thude <o ty 1§ amoxicilin va acid

clavulanic 7 | cho tre dutn 2 thang twé
Ny K i hi

Cac thujt ngd duan diy duge su dung d& phin 1o tin sult xudt hién cua cic tic dyng
Kkhong mong mudn Rat thuemg gdp (ADR 2 1/10), Thuomg gip (1 100 < ADR < 1/10),
It gdp (11000 < ADR < 1/100), Hiém gdp (1/10000 < ADR < 1/1000). Rit hiém gip (

b héx ADR < 1/10000), Khang rd tén sult (khong tinh todn dupe tin suit tir 4@ Iiéu sin co)
% P
Khéng can higu chinh liéu khi 46 tunh th: 16m hon 30 mbphit Nhiém khudin va nhiém ky sinh
Khong khuyén bc cho Kénh nhil hanh th: d p Nhidm nam Candidosis T Phd bién
vikhong sin co d higu higu chink liu cho dbi tugng nay. Vi khiskn khidog phav clen e gy e i ok
% Rot lo ¢ 1go mau va bach huyét
Thin trong khi dung va cén kiémta chirc ning gan thudmg xuyén. —M-H?I:T ot e o s —
in]
Thudc dung dudmg udn,
‘]M'm“‘;‘hl‘:u_h ik Lhdoad Nkt da s Gl;muéu;}u — Hiem
rudtva & vu kha ning hip thucia amoxscilin’ acid clavulanic 4 rh‘z“b';:" l:nh:ulu g qua Khon, : x sudt
W phim tém tinh mach, va sau 6 tiép tuc vén ché phim Khéng . |
§,‘,’;,§‘§““f‘““*""""““ g i Kéo dai thin gian chiy mau vA thén gian prothrombin Khug 10 to sult
CHONG CHI DINH Ro1 logn h¢ mién dich L AR S
Di img vén hoat chit, penicilzhodc bit ky thanh phin t duge nao Phu mach T Khong 1o tn st
Tién su phan umg dj umg rgniém trong (qud mdn) vén bit ky beta - lactamase khac S&c phan v¢ ; T Khong rd thn sudt
A )
3 | Hor chumg gidng bénh huyét thanh | Khaog rd tn st
Tién su vang da hode o1 d Viém mych gus mn 0 thn sl
CANHBAO VA THAN TRONG KHI oU.\‘clmudo«'.;. S R 0 lear It thds ik 1 Khong t
Truoc khi bat diu li¢u phap dicu tny voramexicilinvacid clavulanic, can kiém tra ticn su Ci 1
11én quan dén phan ung d;ng vé1 peaicilin, cephalosponn hode céc thudc beta - lactam ?"u“‘dlz“ﬂk :: ::
khic
Cac phan umg dj img (qmin) nghiém trong ¢ thé gdy 1 vong duge bio céo o nhimg I.Inxhw dgng thodng qua Khong rd tin sudt
bénh nhin duge didu tr King penicilin. Nhimg phan img ndy thuomg xdy ra & nhimg ca r__om_' ; Khong rd tin sudt
thé c6 tén sir dj img von penicilin va nhimg ca thé mic cdc b¢nh d umg. Néu mot phan Viém mang ndo vO khuin Khong rd tin suit
mg di umg xdy . ¢ ngimg diéu tn bang amoxicilin/acid clavulanic va bat diu mot RO logn churc nang da day ~ rugt
phkdddlzummly thé phu hop Tidu chay Thutng gip
Néu co bing chimg cho thly nhidm khudn hén quan dén vi khudn nhay cim vén Budn nén' Thotm
amoxicilin su dyng ddx 1p, nén cin nhic chuyén tir l.lung két hgp amoxicilin/acid Non n_mm
ding h X Kho uéu it gip
Ché phim thud nay khong thich hop su dung trong cdc tnrimg hgp 6 kh ndng cao
lllmpnnhnh;y(amlm‘c irc 4é khang cia cdc vi khudn dich véi cac khang sinh beta - Viém dyi tring hén quan dn khng sinh” Khong rd thn sult
Hestibhrrdumad TRl 04 by re ché b acid Dangbioché Lud den nhu mec 1ng Khong rd
wif N Rang nhudm mau® Khng rd

ndy khong dung dé dicu tn cac nhiém khudn do vi khudn S p
Co gt c6 thé xdy ra & bénh nhin suy thin hojc bénh nhin dung béu cao D& von nhimg
nguan bénh suy thin trung binh hay ndng cdn chu y dén lidu lugmg dung (xem phin Lidu
dung)

Tranh dung amoxicilin acid clavulanic néu c6 nghi ngo nhidm khudn bach chu don
nhan, vi @ thimg bénh nhin nay 4 tim thiy bing chumg hién quan g1ra phit ban dgng son
vén viée s dung amoxicilin

Dung allopunnol trong qua trinh didu tr) bang amoxicilin 6 thé lim tng nguy ¢o phin
umg dimgda

Sudung keo di co thé din dén su phat tnén cua cae vi khudn khong ntay cam van thude
SOt phat ban két hgp myn mi xdy ra khi didu i ban ddu ¢ thé 13 in¢u chung cua hor
chimg ngogi ban myn mu toan thin cdp tinh (AGEP) Néu phan ung ndy xdy r, ngimg
dung thuoc vachdng chidinh dung bitcuc hé phim ndo chira amaxicilin

Thin trgng dung amoxicilin acsd clavulanic + o1 nhimg bénh nhinsuy gan

Phin 10m cic tac dung phy trén gan duge bao cao trén bénh nhan aam gior va ngudn cao
1wt ¢6 thé hién quan dén vide diédu try keo dar Nhirng tac dung phu say hidm kv duge
bao cdo trén tre cm O it ca cac nhom bénh nhin, nhing diu higu va B1gu chimg thuomg

ROt logn chinc nang gan mat
Tang AST vvhode ALT ' | Khong rd tin sudt
Viém gan® | Khong rd din suit
Vang da umjt* | Khang rd tin sult

D va cac rot logn mo dheot da’

Phat ban it gip

Ngua It

Mé day t edp

13ng ban da dyng iém gdp

M&Mﬁw
Tlogs tu thugng bl nhidm ddc
Viém da troc vay co bong nuoe

H{1 chung ngogi ban myn mu toan thin clp tinh (AGEP)
Rovt login i ndng thgin va 1t nigu

Viém ihin k& [ Khng rd tin sudt
Tinh the nigu [ Khéng rd tin sult

Khong rd Un sud
Khong rd tn sud

Khong rd tin sudt
Khong ro tn sult
f
i

xdy ra trong sudt qua tnnh diéu tn hodc ngay saudiéu try, nhumg trongmot sd
chung 6 thé tro nén 10 rang trong MOt va1 tudn sau khi ngumg didutn Chung thudmg chi
xudt hién thoang qua Tac dung phy trén gan co thé nghiém trong ¥4 cuc ky hiém gdp
mot sd tnromg hop tr vong d3 duge bao cao Cac tac dung phy iy thiomg xay @ @
nhOng bénh nhin co nén ting b¢nh nghiém trong hode bénh nhin dung ddng thin cac
thude c6 tac dyng trén gan. Cac ddu hidu va méu chimg vang da vmit tuy It xdy a ki
ding thubc nhumg 6 thé ngng Tuy nhién nhimg tnéu chimg 6 kutmg hdi phyc duge
va s hétsau 6 tudn ngumg didu tny
Viém dai trang gid mac lién quan dén khang sinh duge bdo cdo ddivén hdu hét cac thude
khang sinh, vor mirc 49 nghiém trong tur nhe dén de doa tinh mang. Vi thé cin kiém soat
nhimg bénh nhin by téu chay trong hodc sau khi diing bit cir kharg sinh ndo Néu xay ra
viém dyi tring gia mac dén khang sinh, cdn ngung sir dyng amoucilin/acid clavulanic
ngay, bac sicdn kiém tra b¢nh nhin va bat diu phicdddlxu try thichhgp Chdng chidinh
sur dung cdc thude e ché nhu dong rudt trong truomg hyp nay

" Budn ndn thuomg hién quan dén vide su dung thude duomg udng lidu cao Néu cac
néu chimg da ddy rudt xdy ra dang ké, hay Jung amoxicilin acid clavulanic v
khian

* Bao gdm vidm dai trang g ing it '
' Sy tAng vira phi AST vihodc ALT durge ghi nhdn & nhimg bdah nhin didu tr) bing
S boe ] ahirng § nghla cha chiing chum .
h g o ghi nhdin kbi dlng chc penicilin v chc cophal i
‘N!uﬂtcﬁphun‘mgmung-hnhuymuhngung\l-lum
5 rt hidm duoe bdo cdo e em. VE sinh ring midng du hoothd
bud Ihé logi bo bing cdch danh ring thikmg xuyén

Thong bdo cho bdc s3 nhing tdc dung khdng mong mudn
£0p phai khi sic dung thude




QUA LIEU VA XUTRI:

Trigu ching va déu higu qué lidu
Trigu chimg duémg tiéu héa va rdi logn ciin bing murde v dién gidi c6 thé xay ra.
Sw hinh thanh tinh thé amoxicilin @ nuée tidu (tinh thé ni¢u) di duge quan sit, trong mot
truémg hop din dén suy thin
Co gifitc6 thé xdy ra & bénh nhin suy thin hogc bénh nhin diing lidu cao

Amoxiciln duge bio cio 1 két tia & bng thong bang quang, chit yéu 1 sau khi tiém tinh
mach lidu 16m. Céin kiém tra dd trong cia éng thong thuémg xuyén

Cdch xir tri khi disng thubc qud lidu:

C6 thé didu tri tn¢u chimg cdc phin img duong tiéu héa, chis ¥ cin bing nudc va dién
gidi

Amoxicilin/acid clavulanic 6 thé logi ra khoi tulin hoan bing phuong phip thim tich
méu.

PACTINHDUQC LYC HQC:
MBAATC:JOICRO2
Nhém duge 1§: khing khudn, sy két hop ciia penicilin,

bao gdm cic thube e ché beta-
lactamase

Amoxicillin 18 mot penicilin bén tdng hop (khén
nhidu cdc enzym (thuimg duge £0i 1 protein gin
hop peptidoglycan cia vi khudn, mt philn khong
Uc ché tdng hop peptido,
bao va chét vi khudn
Amoxicillin d bj phan hiy b&i beta-|
cua vi khuin, do d6 the dung ciia mot
80 ra céc enzym nay.

Acid clavulanic 1 mot beta-lactam c6 chu tric twong ty penicilin. N6 Im ngumg hogt
Adng mot sé enzym beta-lactamase, do dé ngan ngira viée mit thc dyng cia amoxicillin

Acid clavulanic khi sir dung mot minh thi khdng gy bit ky téc dung khéng khudn hou
fch trén 1am sang

& sinh beta-lactam) tre ché mot hofic
penicilin, PBPs) trong qua trinh tdng
thé thidu cua chu tric td bao vi khudn.
glycan diin dén sy suy yéu cia thanh té bao, thutmg 14 1y g 1é

lactamase, 14 enzym dugc tao ra bai sy & khang
minh amoxicillin khong higu lwe trén cde vi khudn

Thén gian trén ndng 49 tre ché (T>MIC) 18i thidu duge coi 13 yéu t8 quyét dinh quan
trong v& hi¢u qua amoxicilin.

C6 hai cochéch 4a sy d khang véi i ic.
Ngung hoat ddng béi nhimg vi khudin c6 beta-lactamase khong durge ire ché b acid
clavulanic bao gdm ¢4 16p B, Cva D.
Thay ddi co chu PBP, do 46 1am gidm céc méi quan h ciia cdc tde nhin khéng khudn trén
muc tiéu. Tinh khong thdm nude cia thanh té bao vi khudn hojic co ché trao ddi ra bén
ngodi c6 thé ghy ra hode gép phin vio sirc dd khéng cua vi khudn, diic bi¢t 1a vi khudn
Gram am.
Didm gay
Céc diém gly MIC trén 14m sdng cho amoxicilin/acid clavulanic d dugc xéc dinh béi
Uy ban chiu Au trong cdc thir nghiém tinh nhay cam cia khang khudn (EUCAST):

Visinh vit Gii tri gi6i han nhgy cam (ug/ml)’
Nhay cdm Trung binh* D& khing
Haemophilus infuenzae’ <1 - > 1
Moraxella catarrhalis’ <1 - >
Staphylococcus aureus’ <2 - >2
i <oas :
|-Staphylocoock:
E d <4 8 >8
Streptococcus A.B.C.G’ <025 - >0.25
Streptococcus =0,5 1-2 >2
neumoniac®
Enterobactenaceae'* - - >8
|_ Vi khuin ky khi Gram-am' =4 8 >8
\vl khuin ky khi Gram- <4 8 >8
duong'
Gia tn MIC khong hén <2 4.8 >8
Quan dén cic loai'

1 Céc gid ribdo cho hié dénndngdd. i

Dé thir nghi¢m tinh nhay cim, ndng dd acid clavulanic 4 duge cb dinh & mirc 2mg/l.

2 Céc gia try bio cio ¢6 lién quan dén ndng 46 oxacilin.

3. Gién han gid trj duoc trinh bay trong bing dyra trén cdc gid trj giéi han ampicilin.

4.Gi4uiymhmchomchan.kungmu6cnnR§smg/|ambuungducnac
chiing phin Iip vén co thé dé khing dugc bio cdo bing thube.

5.Giéi han gié trj trong bang dugc dya trén céc gi tri gidi han benzylpenicilin.

Ty 1¢ dé khéng mic phdi c6 thé thay dbi vé mat dja ly va thdi gian ddi vén céc lodi sau va
théng tin cua vige A& khing tai céc khu vire 14 cin thiét, dic bi¢t khi didu tn nhifm khudin
ndng. Khi cin thiét, cdn tham khio céc chuyén gia tu viin vé ty 1¢ dé khang trong khu vyc
&nhimg noi ma viée &p dung didu tri véi mdt vi 1oi nhidm khudn vin cdn chua rd ring

Enterococcus faecalis
Gardnerella vaginalis
aureus
Streprococcus agalactiae
Streptococcus pneumnoniae®
St va

nhpy cam)£

beta tan miu khic

| Nhém Streprococcus viridans
Vi sinh vit hiéu khi Gram 4m
Capnocytophaga spp.
Eikenella corrodens
Haemophilus influenzae®
Moraxella catarrhalis
Pasteurella multocida
Vi sinh vit ky khf
Bacteroides fragilis
Fusobacterium nucleatum
Prevotellaspp.

Chang c6 kha ning khang khudn ==
Vi sint
Enterococcus faccium®
Visinh
Escherichia coli
Klebsiella oxytoca
Klebsiella pneumoniae
Proteus mirabilis
Proteus vulgaris

Vi sinh vit da dé khdn,

Acinetobacter sp.

Citrobacter freundii
Enterobacter sp.

Legionella pneumophila
Morganella morganii
Providencia spp.
Pseudomonas sp.
Serratia sp.
Stenotrophomonas maltophilia
Vi si

Chlamydophila pneumoniae
Chlamydophila psittaci
Coxiella burnetti
Aty oplasma preumonioe
" Nhay cAm trung gian ty nhién va khong co co ché kha nang d& khang
£Thtcd che Staphylococct 48 khang khang id 2
' Cong thire ndy cua amoxicilin/acid clavulanic khong nén s dung trong didu trj cac
bénh nhidm khudn gly ra boi Streprococcus preumoniae m dé khang von pfnmlm
" Sy xult hign cua ching giam nhay cAm da duye bao cbo & MOt s nude E
hom 10% céc ching

DACTINHDUQC DONG HQC:
Hip thu;

Amoxicilin va acid clavulanic phén ly hoan todn trong dung dich nuée ¢ pH sinh ly. Ca
hai thanh phin ndy duge nhanh chéng va hip thu 1ét sau khi udng. Sy hip thu cua
amoxicilin va acid clavulanic duge ti wu héa khi ching dugc ubng vio lic bit diu bira
an. SII'A khi ubng amoxicilin va acid clavulanic dat sinh kha dung khoang 70% va thén
gian d¢ c4 2 thanh phin ndy dat ndng 4 dinh trong huyét nrong (T_) 14 fwong s nhau,
khoing 1 gi&r

Bing duei diy (6m tit dit li¢u duge ddng hoc thu dugce trong mét nghién ciru ding vién

nén amoxicilin/ acid clavulanic 875mg/ 125 mg ngay 2 lin lic do1 & di nrgmg tinh
nguyén khoe manh

duge djng hoc trung binh (£SD)
Liu ding

Tems | AUCmsege]

1.50 5352+ | 1,19£021
(1,0-2,5) 1231
nic
AMX/CA 125 2,18+ 125 10,16 = ‘ 0.96+0.12
875mg/125m, I 0.99 (1.0-2.0) 304
AMX — amoxicilin, CA - acid |

Ndng do amoxicilin va acid clavulanic dat duge sau khi ubng phdi hop amoxicilin +

acid clavulanic 14 tuong ty nhu khi ubng lidu vascid néngle

Tinh trén 1dng ndng 46 thubc trong huyét twong. khodng 25% acid clavulanic va 18%
amoxicilin ghn két véi protein. Thé tich phan bd 14 khoang 0.3 — 0.4 Vkg adi v&i
amoxicilin va khoang 0,2 Vkg acid clavulanic.

Sau khi tiém tinh mach, amoxicilin v acid clavulanic duge phét hién trong tai mit, mo
bung, da, m6 md, co bip, hogt dich, dich & byng, mt va mu. Amoxicilin xdm nhip hodn
todn vao dich nllo tiy.

Céc nghién ciru trén dyng vit 48 khong cung clp bit ky bing chimg nio vé sy luu trir
déng ké cua bit ky diin xult ndo ciia thanh phin thudc tai céc md. Amoxicilin ciing gidng
nhu hiu hét cac khang sinh penicilin, ¢6 thé duge tim thiy trong siva me. Mot lugng nhé
acid clavulanic cling c6 thé dugc tim thiy trong stra me.

Ca ilin va acid chimg minh lAquad
Chuyén héa:

Amoxicilin duge thii trir chi yéu qua thiin, cdn acid clavulanic 1d qua thin va céc dudmg

khdc.

Thai gian ban thii trung binh cia amoxicilin/acid clavulanic 1a ghn | g1, v ¢6 nghia 1a

thoi gian thanh thai khoang 25 1/git & nguti khée mgnh. Thube duge bai tiét cha yéu
trong nuéce tidu (amoxicilin-bai tiét qua clu dng, acid clavulanic loc qua cdu thin) va
mot lugng nhé trong phin. Sau khi dung mot hidu duy nhét cho cdc dbi nromg ¢6 chire
nang thin binh thuémg, 50-73% amoxicilin va khodng 25% dén 45% acid clavulanic
dugec bai tiét dudn dang khong bién déi trong nudre tiéu sau 6-8 gigr

Sirdung ddng thini probenecid 1am chim bai tiét amoxicilin, nhung khdng lam chim bai

tiét qua thiin cua acid clavulanic

aaa.

hing rdo nhau thay

Théi gian ban thai cia amoxicilin & tré em tir 3 thang dén 2 tuéi khdng khéc & tré 1ém hon
VA ngudi 16m. DSi v6i tré nhé (bao gdm ¢ tré sosinh non) trong ruin ddu tién dung thube
khéng nén dang nhiéu hon hai lin mdi rgay do duémg thin bai tiét con yéu. Bénh nhin
cao téi c6 nhiéu kha ning 43 giam chircniing thin, do 46 cin phai chim séc dé theo ddi
chire ning thin

Déi v6i nam nr khoe manh sau khi ubng amoxicilin/acid clavulanic, khdng c6 tic ddng
déng ké ciia gi61 tinh trén duge dong hoc cua hogc acid

Téng thanh thai trong huyét thanh cua amoxicilin/acid clavulanic g1am tuong (mg véi
40 gidm cé chirc nang thin. Sy gidm thanh thii thudc vér amoxicilin thiy ahidu bom so
véi acid clavatantc vITIg emoxicilin duoe dio thal qua than 16m hom. Bénh nhin suy
thin nén cin nhiic ding lidu ding dé ngan sy tidh 13y khong mong muén cia amoxicilin
va vin duy tri du lugng acid clavulanic cin thiét,
Suy gan:
B¢nh nhén suy gan nén duge theo ddi lidu lugng mét céch thin trong va cin gibm sat
chire niing gan déu diin,
QUY CACH PONG VIEN: Hop carton 01 tdi 3 2vi x 7 vién, kém 1 t& hudémg diin sir
dung.
BAO QUAN: Noikho, trénh finh sang trve tidp, nhigt 4 dué: 30°C.
HAN DUNG: 24 thang ké tir ngdy san xult.
TIEU CHUAN: Ticu chudn coso.
NEU CAN THEM THOVG TIN
XIN HOI ¥ KIEN BAC SY HOAC DUQC S¥

Siin xudt t3i: CONG TY CO PHAN DUGC PHAM MINH DAN
Dla chi: LY E2 - Dudmg N4 - KCN Hoa X4 - Phromg Lic Hoa
- TP Nam Djnh - Tinh Nam Djnh - VE: Nam
Di¢n thogi: 02283671086 Fax: 02283671113
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