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Rx
TO HUONG DAN SU DUNG THUOC

Beniclav

Thuée nay chi dimg theo don thuée

Poc ky huéng dén sir dung trieée khi dimg

Néu can thém thong tin, xin hoi y kién ciia bdc sT hodic dwoe st

Thong béo cho béc st nhitng tdc dung khéng mong mudn gap phai khi sir dung thuée

Dé thude xa tam tay tré em

Khéng ding thude qua han in trén bao bi

Thanh phan céng thite thude:

Sau khi hoan nguyén, mdi 5 ml chta

Hoat chat:

Amoxicillin (dang trihydrat) twong duong amoxicillin khan 200 mg

Kali clavulanat (dang diluted kali clavulanat) tuong duong acid clavulanic 28,5 mg

Ta diege: ,
Aspartam, xanthan gum, mannitol, mau vang sunset, silic oxyd keo khan, natri citrat, acid citric,
natri benzoat, vi bac ha.

Dang bao ché: Bot pha hdn dich uéng

M6 ta: Bot mau tring hoic tring nga, sau khi hoan nguyén véi nudce tao thanh hdn dich mau vang
cam.

Chi dinh

Beniclav duge dung dé diéu tri nhim khuén cho ngudi 16n va tré em trong céc trudng hop sau:
Viém xoang cip do vi khuan (chdn do4n day du)

Viém tai giita cép

Con cép cua viém phé quan man tinh (chén doén dé‘ly du)

Viém phbi mac phai tai cong ddng

Viém bang quang cip .

Viém bé than cép

Nhi&m khuén da va mé mém trong viém té bao, vét can dong vat, 4p xe ring ning véi viém té bao
maé rong -

Nhiém khuén xuong va khép, dic biét 1a viém tiy xuong

Cén phai xem xét huéng din chinh thirc vé viée sir dung cac chét khang khudn thich hop

Céch dang, liéu ding

Liéu amoxicillin 200 mg + acid clavulanat 28,5 mg/ 5 ml khéng duge khuyén cdo diing cho ngudi
16n va tré em trén 40 kg.

Tré em duéi 40 kg:

Tré em dudi 12 tudn tudi (3 thang):
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Do chitc niing than chua phat trién hoan toan anh huéng dén thai trir cia amoxicillin, lidu ding
khuyén cdo 1a 30 mg/kg/ngay chia déu cdch 12 gio mdi lin, dua trén ham luong cia amoxicillin.
Théi trir clavulanat khong bién ddi & nhém bénh nhan nay. D liéu thyc t& vé lidu 200 mg
amoxicillin + 28,5 mg acid clavulanic/ 5 ml con han ché, vi thé khuyén céo ding ham lugng 125
mg/ 5 ml cho nhém bénh nhén nay.

Tré em trén 12 tudn tudi:

Nhiém khuén ' Phéc db liéu (M3i 12 gio)

200 mg/ 5ml

Viém tai gifta, viém xoang, nhiém khuin dudong hé hap | 45 mg/kg/ngay

duéi, va mot s6 nhiém khuan ning hon
Nhiém khuan nhe hon 25 mg/kg/ngay

Liéu cho bénh nhan suy than:

Viéc diéu chinh lidu & bénh nhan suy than dua trén liéu khuyén céo téi da cho amoxicillin.
Khong can diéu chinh liéu cho bénh nhén suy than véi thanh thai creatinin (CrCl) trén 30 ml/phit.
Crel: 10 — 30 ml/phut | 15 mg/3,75 mg/kg 2 1an mdi ngay

(t6i da 500 mg/125 mg 2 1An mdi ngay)

Crel: < 10 ml/phut 15 mg/3,75 mg/kg 1 1an mdi ngay (ti da 500 mg. 125 mg)

Tham tach mau 15 mg/3,75 mg/kg 1 lan mdi ngay

Trude khi thAm tach m4u: 15 mg/ 3,75 mg/kg. DE hdi phuc ndng do clia
thude trong co thé, ding liéu 15 mg/ 3,75 mg/kg sau khi thim tach méu.

Cach pha hon dich:
Lic déu chai dé bdt néi long ra, thém nude nhu chi dan, dao nguoc va lic.

Léc déu chai trude mdi 1an st dung.

Hdn dich sau khi pha:

Han dung sau khi pha: 7 ngay _

Bao quan hdn dich sau khi pha: & nhiét do tir 2°C- 8°C (khong lam déng lanh)

Chéng chi dinh

M3n cam véi hoat chét hay bét ky thanh phin nao cia thudc

C6 tién st phan timg qua man nghiém trong (vi du phan ting phan v¢) véi cdc beta-lactam khéc (vi

du cephalosporin, carbapenem hodc monobactam)

C6 tién st bi vang da/ suy gan lién quan dén amoxicillin/acid clavulanic.

Canh bso va than trong khi ding thude

Trude khi bt diu diéu tri bing Beniclav, c¢An phai xem xét tién sir man cam véi cac penicillin,
cephalosporin, va céc tac nhan khac. Da c6 thong béo v& phéan ting séc phan vé & bénh nhén diéu
tri bing penicillin. Cdc phan @ng ndy c6 nguy co xay ra cao hon & nhiing bénh nhén da c6 tién st
man cam véi penicillin. O mét vai bénh nhén st dung Beniclav, da ghi nhén nhiing thay dbi dbi
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v6i chite nang gan. Nhitng ddu hiéu 1am sang cia nhiing thay déi nay khéng chic nhiin nhung nén
can than khi sir dung Beniclav & bénh nhan ¢6 biang chiing r6i loan chire ning gan. Da c6 thong
bdo vé& bénh vang da &t mét c6 thé nguy hiém nhung c6 thé phuc hdi. Cac dau hiéu trimg c6 thé
khong xuét hién cho dén 6 tudn sau khi ngung ding thube. O cac bénh nhéan suy thin ning va trung
binh, nén diéu chinh lidu Beniclav. Ban d6 trén da di kém véi bénh viém tuyén bach cdu cé thé
xuét hién & bénh nhan st dung amoxicillin. Nén tranh ding Beniclav néu nghi ngd c¢6 bénh viém
tuyén bach clu. Sir dung thudc trong thoi gian kéo dai co thé dan dén su phat trién cia cac loai
khéng nhay cam.

Thubc ¢6 chua aspartam nén can thén '[I"IZ_)I‘I g khi str dung cho bénh nhén bi phenylketon niéu.
Thuée ¢6 chita t4 dugc mau vang cam c6 thé gdy ra mot s6 phan ting kiéu di tmg, bao gdbm hen
suyén.

Str dung cho phu nit ¢6 thai va cho con bi

Phuy nit cé thai:

Céc nghién ctru trén chudt cho thy khi diing Beniclav duong udng khong gy ra quai thai. Trong
mdt nghién cliu ddc 1ap trén phu nit vo 8i s6m, viéc st dung Beniclav trong phong bénh ¢ thé
Jam tang nguy co viém rudt hoai tir & tré sinh non. Cling nhu cac thudc khac, nén tranh sir dung
thudc cho phu nit mang thai, dic biét trong giai doan dAu clia thai k¥, trir khi dugc xem xét cén
than bi chuyén gia y té.

Ba me dang cho con bu:

Ca 2 hoat chét déu tiét vao sita me (chua duge biét dén anh hudng cua acid clavulanat dén tré b
stta me). Do d6 c6 thé xay ra tiéu chay hodc nhim ndm khi tré ba sira me, vi thé ngudi me can
ngung dung thudc. Chi nén sir dung thuéc sau khi can nhic giita loi ich va nguy co.

Anh hwéng ciia th ube 1én kha ning ldi xe va viin hanh mdy méc

Vi thudc c6 thé gdy ra mot sb tac dung khong mong mudn trén hé than kinh trung wong nhu dau
dau, mét moi, co gidt nén bénh nhén sir dung thube can than trong khi 14i xe va van hanh may moc.
Twong tic, trong ky cia thude

Thudc chéng déng dudng udng va penicillin da dugc st dung rdng réi trong thuc té ma khong c6
bao cdo vé tuong tdc. Tuy nhién trong cdc tai li¢u tham khao di cé nhiing trudng hop tang ty 1€
INR ¢ b¢nh nhan dung duy tri acenocoumarin hodc warafin va da ding mét dgt amoxicillin. Néu
can thiét ding &6ng thoi, cén theo dai thoi gian prothrombin hofic INR bing cach bd sung hoic
giam bét liéu amoxicillin. Hon niva, cling can diéu chinh lidu thudc chéng dong.

Nhur cdc khéng sinh phd rong khac, amoxicillin/ acid clavulanat c6 thé lam giam hiéu qua cia cic
thuéc tranh thai duong udng va didu nay nén duge thong bédo ch bénh nhén.

Khong nén sir dung dong thoi véi probenecid vi probenecid lam giam thai trir qua dng than cua
amoxicillin. St dung déng thoi véi amoxicillin/ acid clavulanat cé thé lam ting ndng dd trong mau

ctia amoxicillin nhung khéng anh hudng dén acid clavulanic.
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Str dung ddng thoi amoxicillin véi allopurinol ¢6 the lam ting cdc phan Gng di ing trén da. Tuy
nhién, chua c6 cdc dir liéu v& viée sir dung dong thoi amoxicillin/ acid clavulanat va allopurinol.
Methotrexat: penicillin ¢6 thé lam giam bai tict methotrexat, dan dén ting kha ning gay dgc tinh.

Tac dung khéng mong muon ciia thuoe

Cac tac dung khéng mong mudn thuong gap nhat 1a ia chdy, ndn va buon nén.

Tén suét céc tac dung khong mong mudn duge dinh nghia nhu sau:

R4t thuong gap (> 1/10)

Thudng gip (>1/100 dén < 1/10)

it gap (=1/ 1 000 dén < 1/100)

Hiém gip (=1/10 000 dén < 1/1 000)
Rét hiém gip (< 1/10 000)

Chua dugc biét dén (khong thé du doan dua trén cac dit ligu ¢6 san)

Nhiém khuan va nhiém ky sinh tring

NAm candida niém mac da

Thudng gép

Su ting trudng qua mirc cta cdc chiing khong nhay cam

Chua dugc biét dén

R6i loan mau va hé bach huyét

Giam bach céu ¢6 hoi phuc (bao gom giam bach cau trung tinh)

Hiém gédp

Giam ti€éu ciu

Hiém gip

MAt bach céu hat ¢é hoi phuc

Chua duoc biét dén

Thiéu mau tan huyét

Chua dugc biét dén

Kéo dai thoi gian chay mau va thoi gian prothrombin

Chua duoc biét dén

R&i loan hé mién dich

Phu than kinh mach

Chua dugc biét dén

Qua man

Chua dugc biét dén

Triéu chimg giéng bénh huyét thanh

Chua dugc biét dén

Viém mach qua man

Chua duge biét dén

RoOi loan hé than kinh

Chong mat

It gép

Pau dau

it gdp

Tang dong co6 hoi phue

Chua duge biét dén

Co giét

Chua dugc biét dén

Viém mang néo v6 khuén

Chua duoc biét dén

Roi loan hé tiéu héa

Ia chay Thudng glp
Budn nén Thudng gap

Non mua

Thudng gép
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Kho tiéu

It gap

Viém dai trang lién quan dén khang sinh

Chua duoc biét dén

Chiing 16ng ludi den

Chua duge biét dén

Phai mau rang

Chua duoc biét dén

Réi loan gan

Tang AST va/hodc ALT

It gdp

Viém gan

Chua dugc biét dén

Vang da o mét

Chua dugc biét dén

R&i loan da va mé dudi da it gap
Phét ban da It gap
May day it gap
Ban d6 nhiéu dang Hiém gap

Hbi chiing Stevens- Johnson

Chua dugc biét dén

Hoai tir biéu bi nhiém doc

Chua dugc biét dén

Viém da troc vay bong rdp

Chua dugc biét dén

Ban mun mu toan than cép tinh (AGEP)

Chua dugc biét dén

chiing toan than (DRESS)

Phéan tng thudc phat ban kém ting bach cau ua eosin va cdc tri¢u

Chua dugc biét dén

R&i loan than va tiet niéu

Viém than k¢

Chua duge biét dén

Tinh thé niéu

Chua dugce biét dén

Théng bao cho bae si nhitng tic dung khong mong mudn giip phai khi str dung thude

13. Qua liéu va cach xik tri

Triéu chiing: D4 c6 bang chimg qué liéu gdy ra céc triéu chiing duong tiéu hoa va rdi loan nude

va chét dién giai. Ciing d4 c6 bdo cdo xay ra amoxicillin tinh thé niéu, mot s6 truong hop dan t6i

suy thén.

Co giat ciing c6 thé xay ra & bénh nhén suy chirc ning than ding liéu cao amoxicillin/ acid

clavulanat.
XU tri: '

Céc triéu ching dudng tiéu héa cé thé dugce diéu tri tri¢u chiing két hop véi di€u chinh cin biang

nudc va dién gidi.

Amoxicillin/ acid clavulanat c6 thé thai trir ra khoi vong tuan hoan bang tham tach mau.

Pic tinh dwge Ire hoce:

Nhom duge 1y: két hop cta penicillin, bao gobm (re ché beta-lactamase

Ma ATC: JOICRO2.
Co ché tde dung:
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Amoxicillin 12 mot khang sinh ban tdng hop penicillin (khang sinh B-lactam) trc ché mét hoic
nhiéu enzym (thuong dugc goi 1a cac protein gén penicillin, PBP) trong qua trinh sinh tong hop
ctia peptidoglycan vi khuin, mot phin cdu triic nén thanh té bao cia vi khudn. Uc ché tdng hop
peptidoglycan din t6i lam yéu thanh té bao, vi khuan tu phan hiy thanh té bao va chét.
Amoxicillin d& bj thodi hoa bdi cac beta-lactamase duge tao ra bing cac vi khudn khang thudc va
do dé phd hoat dong ciia amoxicillin khéng bao gdm céc vi sinh vat tao ra enzym nay.

Acid clavulanat cdu triic tir beta-lactam lién quan dén penicillin. Acid clavulanat lam bt hoat
enzym bfmg cach ngan chan sy bat hoat ciia amoxicillin. Acid clavulanat don doc khéng dugce st
dung nhu téc nhén khang khudin.

Co ché khdng thuée:

Amoxicillin/ acid clavulant ¢6 2 co ché khang thude chinh sau:

Bét hoat do céc beta- lactamase do vi khudn sinh ra khong bi acid clavulanat Gc ché, bao gdm
nhom B, C, D.

Thay thé PBP, giam &i luc ctia khéng sinh v&i PBP.

Phé khéng khudn:

Vi khuan Gram-duong;

Vi khudn hiéu khi: Bacillus anthracis*, Corynebacterium species, Enterococcus faecalis®,
Enterococcus faecium®, Listeria monocytogenes, Sireptococcus pneumoniae, Strplococcus
pyogenes, Streptococcus  viridans,  Streptococcus agalactfae, Streptococcus  species,
Staphylococcus aureus*, Coagulase negative staphylococei® (bao gdm ca Staphylococcus
epidermidis.) '

Vi khuan ki khi: Clostridium species, Peptococcus species, Peplostreptococcus.

Vi khuin Gram-am:

Vi khuén hiéu khi: Bordetella pertussis, Brucella species, Escherichia coli*, Gardenerella
vaginalis, Haemophilus influenzae*, Helicobacter pylori, Klebsiella species®, Legionella species,
Moraxella  catarrhalis®  (Branhamella catarrhalis), Neisseria gonorrhoeae™, Neisseria
meningitids*, Pasteurella multocida, Proteus mirabilis*, Proteus vulgaris*, Salmonella species®,
Shigella species™, Vibrio cholerae, Yersinia enterocolitica*®.

Vi khuén ki khi: Bacteroides species* (bao gdbm ca Bacteriodes fragilis), Fusobacterium species™
* Mot vai loai sinh ra B-lactamase 1am cho chung khdng con nhay cam véi amoxicillin néu diing
amoxicillin don dgc. C4c nhiém khudn gy ra voi cdc loai nhay cam véi amoxicillin c¢6 thé duge
didu tri v6i amoxicillin/ acid clavulanat. Cac nhiém khuan da dang gy ra bdi ca cac loai nhay cam
véi amoxicillin va céc loai sinh ra B-lactamase nhay cam vGi amoxicillin/ acid clavulanat do d6 ¢o
thé diéu tri bing amoxicillin/ acid clavulanat.

Pic tinh duwge dong hgc:

Hép thu:
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Amoxicillin va acid clavulanat dugc phan ly hoan toan trong dung dich pH sinh ly. Ching déu
dugc hip thu nhanh khi ding lidu ubng. Sau khi udng, amoxicillin va acid clavulanat c6 sinh kha
dung x4p xi 70%. Nong d6 trong mau clia ca 2 hoat chét twong ty nhau va ndng do dinh trong mau
cua tirng hoat chét xz"lp xi 1 gio. Nong dd cua amoxicillin va acid clavulanat trong san pham két
hop amoxicillin/acid clavulanat twong duong ndng dé cia timg hoat chit trong liéu udng riéng
biét.

Phan bé

Khodng 25% acid clavulanat va 18% amoxicillin trong mau gén véi protein. Thé tich phan b
trong khoang 0,3- 0,4 I/kg v6i amoxicillin va khoang 0,2 I/kg véi acid clavulanat.

Amoxicillin cling nhu céc penicillin khac, ¢ thé dugc phét hién trong sitta me. Mot lugng nhd acid
clavulanat cling da dugc phéat hi¢n trong sita me.

Ca amoxicillin va acid clavulanat déu dugc chiing minh la vugt qua hang rao nhau thai.

Chuyén hoa:

Amoxicillin duge bai tiét mot phan qua nude tiéu dudi dang khong chuyén héa 1a acid penicilloic,
tuong duong véi 10 -25% lidu ban dau. Acid clavulanat dugc chuyén héa rong rdi trong co thé va
bai tiét qua nude tiéu, phan ciing nhu khi carbon dioxid vao khong khi.

Thai trir:

Con dudng thai trir chinh cia amoxicillin la qua thén, con acid clavulanat thi duge dao thai qua ca
co ché than va khéng phai than.

Niura doi ban thai trung binh cta amoxicillin/acid clavulanat xép xi 1 gi&r va téng thanh thai trung
binh khoang 25 I/git & ngudi khoe manh. X4p xi 60-70% amoxicillin va 40-65% acid clavulanat
thai trir dudi dang khéng ddi qua nudi tiéu trong 6 gior ddu tién sau khi ding liéu ubng. C4c nghién
clru khac nhau da chi ra amoxicillin bai tiét khoang 50-80% va acid clavulanat khoang 27-60%
trong nudc tiéu trong 24 gi¢r ddu sau khi ding lidu uéng.

Dung ddng thoi véi probenecid lam cham su bai tiét amoxicillin nhung khong anh hudng dén bai
tiét acid clavulanat qua than.

Anh hudng cta tudi tic: Nira doi cia amoxicillin 12 gibng nhau gitta nhom tré tir 3 thang dén 2
tudi, tré 16n hon va nguoi 16n. Doi véi tré so sinh, trong tudn dau tién cia cude doi, khoang céch
liéu ding khdng duoc vugt qua 2 1dn modt ngay do chiic nang thén chua hoan thién.

Gi6i tinh: khdng anh huéng dén sinh kha dung ctia amoxicillin/ acid clavulanat.

Bénh nhén suy thén: tng thanh thai amoxicillin/ acid clavulanat giam theo ti 1¢ giam chirc ning
than. Gidm thanh thai & amoxicillin rd rang hon acid clavulanat, vi ti I¢ bai tiét ctia amoxicillin
quan than cao hon acid clavulanat, Lidu & nguoi suy thin nén tranh sy tich iy amoxicillin trong
khi can duy tri ndng d¢ acid clavulanat.

Quy cach dong goi: Hop 1 chai 100 ml

Diéu kién bao quén:

Bot pha hén dich ubng: Bao quéan & noi khé mat, nhiét dé khéng qua 30°C.
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Tranh anh séng va do dm.

Hon dich sau khi pha: bao quan ¢ nhiét do tir 2°C- 8°C (khéng lam dong lanh)

Han dung:

B&t pha hdn dich udng: 24 thang ké tir ngay san xudt

Hdn dich sau khi pha: 7 ngay sau khi pha.

Tiéu chufin chit lwgng: Nha sén xut

Tén, dia chi ciia co sd san Xuit

BAROQUE PHARMACEUTICALS PVT. LTD.

Pia chi: 192/2&3, 190/1 and 202/9, Sokhada-388 620 Ta. Khambhat Dist- Anand, Gujarat state,
An Do.




