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AGINALXIC®

GMP-WHO

Thanh phén: Mi vién nén dai bao phim chira:

S ACIANANTIXNIC ...eeevece e 500mg

CTAAWQCVE ..o 1vién.
(Microcrystallin cellulose, Croscarmellose natri, Magnesi stearat,
Hydroxypropyl methylcellulose, Polyethylen glycol 6000, Polysorbat
80, Titan dioxid, Talc, Pham mau tim Violet lake). :

Quy cach déng goi: Hop 10 vix 10 vién nén dai bao phim.
Chidinh: - : -

-Nhim khudn duwéng tiét niéu dwéi chwa co bién chirng do vi khuén
gram am, trlir Pseudomonas.

- Acid nalidixic truréc day @4 dworc ding trong didu trj nhiém khuén duong
tiéu héa do cac chiing nhay cam nhw Shigefla sonnei, nhing hién nay co
nhiing thubc khang khuan khac (nhw cac fluoroquinolon, cotrimoxazol,
ampicilin, ceftriaxon) dwgc wa dung hon-dé diéu tri nhidm khuén do
Shigefla.

Liéu lweng va cach ding: Udng thubc luc déi, 1 gidr trwdre khi &n theo lidu
nhu sau:

- Tré em tir 3 thang Gén 12 tudi: 50 - 55 mg/kg/ngay, chia lam 4 IAn. Néu
didu tri kéo dai, nén dung lidu 30 - 33 mg/kg/ngay. Néu tré khang ubng
dwocthube vién thi ding dang ché phdmthich hgpcho tré em.

- Nguilén: Ubng 2 vién/ 14n x 4 1An/ngay, dung it nhét 7 ngay, néu tiép
tuc diéu tri kéo dai trén 2 tudin, phai gidm liéu xubng mét nira.

- Néy d thanh thai creatinin trén 20 ml/phat, cothé ding lidu binh thwong. -

.- Néu db thanh thai creatinin dwi 20 mi/phit (creatinin huyét thanh trén
360 micromol/lit), lidu trong 24 giér phai can nhac gidm xudng con 2.

- Méc du tac dung khang khuAn clia acid nalidixic khéng bj anh hudng
b&i pH nuwée tiéu, st dung dong thoi véi natri bicarbonat hodc natri
citrat c6 th& lam téing ndng dd acid nalidixic trong nwoc tiéu.

- Khi phéi hop acid nalidixic va natri citrat, lidu ding cho nguei 16n 1a
1vién/l&n x 3 lAn/ngay, diing trong 3 ngay.

- Vi khang thuéc xay ra nhanh, cin thay acid nalidixic néu khéng c6 tac
dung sau nudi cAy vi khuén & nwérc tidu 48 gio.

Chéng chidjnh:
+ Suy thén, loan tao mau (thiéu mau), ddng kinh, tAng ap lyc ndiso.
- Tré em dwéi 3 thang tudi.
~M32n cam véi acid nalidixichodc cac quinolon khac.
- Khéng s(r dung cho phuy nir dang mang thai.

Than trong: - .
Nguy co tich Iy th ubc dac biét gap ¢ tredrng hep gidm chire nang thén,
chirc n&ng gan va thiéu enzym GBPD. Tranh dung thubc cho tré nhé
duéi 3 thang tudi vi acid nalidixic va cac thuéc lién quan gay thoai héa
cac khép mang trong lwgng co thé & dong vat chua trwdng thanh.
Tranh anh nang tryc tiép trong khi diéu tri.

Twong tac thubc:

-Nbéng dé theophylin trong huyét twong ting I&n khi diing déng thoi véi
acid nalidixic. Acid nalidixic co thé lam téng néng do cafein do anh
hwérng dén chuyén hoa cua cafein.

-Acid nalidixic lam tang tac dung clia warfarin va céac dén chét; acid
nalidixic cling lam t&ng ndng dd cyclosporin trong huyét frong.

- Cac thubc khang acid da day c6 chira magnesi, nhdm, calci, sucralfat
va cac cation hda tri 2 hodic 3 nhur kém, sét c6.thé lam gidm hap thu acid
nalidixic, d&n d@é&n Iam gidm ndng d6 acid nalidixic trong nuwérc tidu rat
nhidu. Nitrofurantoin lami gidm tac dung didu tri ctia acid nalidixic.

Sirdung cho phy nir cé thai va cho con bi:

- Théi ky mang thai: Acid nalidixic di qua hang rao nhau thai. Chua cé
nhirng nghién ciru ddy di va dwoc kiém tra chat ché trén nguei. Tuy
nhién, acid nalidixic va cac hgp chétlién quan da gay bénh khérp & dong
vat con non, vi vay khdng nén diing acid nalidixic trong thdi ky mang thai.

- Theri ky cho con bu: Acid nalidixic bai tiét vao stra me vai nng d thép.
C6 tré nhd thiu enzym GEPD d4 bj thiéu mau tan mau. Tuy véy, hiu hét
khéng co van dé gi xay ra. Acid nalidixic c6 thé dung cho phy ni dang
théri ky cho con bu.

Téc dung ctia thudc khi lai xe va van hanh may méc:

Thudc c6 thd gay nhirc diu, do gidc va co gidt, do dé nén than trong dbi
V@i ngurdi 1ai tau xe va van hanh may moc.

Tac dung khéng mong muén: .
Khéng c6 ty 1& chinh xac vé cac phan (rng c6 hai cla thudc dya trén
nhirng thir nghiém lam:sang. Tuy nhién, acid nalidixic thwdng dung nap
t6tva phan irng cb hai thueng nhe. )

- Thuérng gép: ADR >1/100
+ Toan than: Nhirc dau.
+Tiéu hda: Budn ndn, ndn, tiéu chay.

+Mét: Nhin mé, nhin d6i, nhin mau khong chuén. :
+ Da: Phan (rng ngd ddc anh sang v&i cac mun nwére trong truérng hop
phoi néng khi diéu tr hodc sau digu tri.
-itgap: 1/1000 <ADR < 1/100
+Than kinh trung wong: Tang ap lyc ndi so déc bist & tré nho.
+ Da: May day, ngira, cdn quang.
- Hiém gap: ADR< 1/1000
+Than kinh trung wong: La 1an, do giac, acmdng.
+ Toan than: Phan (rng phan vé. :

* + Mau: Gidm tiéu ciu, giam bach céu, ting bach cdu wa easin, thiéu
méu tan mau nhat la & ngudi thiéu hut glucose 6 phosphat dehydrogenase.
+Khac: Phimach, dau khép.

- Théng bao chobac sy nhirng tac dung khéng mong mudn gap phai khi
str dung thubce. '
Hwéng din cach xir tri ADR:
Ngtrng diing thubc néu ngudi bénh c6 bidu hign dj ¢ng; lo 1&ng, do giac,
co giaté?ﬁng adrenalin, glucocorticoid, oxy khi ngui bénh mén cam
véithudce.

Cécdictinhdwoclychoe: )

- Acid nalidixic 14 thubc khang khuan phé réng, thudc nhém quinolon, tac
dung véi hau hét cac vi khuan wa khi gram &m E. coli, Proteus, Klebsiella.
Enterobacterthuwéng nhay cam véi thudc. Tuy nhién, d& xay ra khang thube.

- Pseudomonas aeruginosa, vi khuan gram dwong (Enterococcus va
Staphylococcus), vi khuén ky khi thudng khang acid nalidixic. -

- Phan Ign cac nhiém khudn duwérng tiét nigu cdp va man tinh do vi khuén
dwéng rudt gram am. Vi vay, acid nalidixic hay dugc diing dé trj nhiém
khudn dudng tiét nigu.

- Cac cAu khudn dudmg rudt Enterococcus va Staphylococcus saprophyticus,
nguy&n nhan chi yéu gay viém dwirng tiét n‘«ﬂgu, khang lai acid nalidixic.

- Acid nalidixic khéng anh hwéng dén vi khuan ky khi dwéng rudt, day la
diéu quan trong d& gitr can bang sinh thai vi khuan dwéng ruét.

- Acid nalidixic can tré qua trinh sao chép clia DNA vi khuan béng cach
trc ché hoat tinh DNA gyrase (topoisomerase). -

- Khang thude: Vi khuén khang thuéc xay ra nhanh, dbi khi trong vong mét
vai ngay dau didu tr, nhung khong lan truyén hay qua trung gian R -
plasmid. Khang chéo xay ra véi acid oxolinic va cinoxacin. Tric khudn Iy
va thwong han khang cloramphenicol/ sulfamethoxazol/ampicilin van
nhay cam véi acid nalidixic.

Céac déc tinh dwore ddng hoc:

- Acid nalidixic hap thu nhanh va gan nhu hoan toan tir dwérng tiéu hda va
dat ndng dd dinh 20 - 50 microgam/mi, 2 gi¢ sau khi udng lidu 1g. Nira
doi huyettwong khoang 1-2,5 gidr. i

- Acid nalidixic chuy&n héa mét phén thanh acid hydroxy nalidixic, ¢6 tac
dung khang khuén gibng acid nalidixic va (rng véi khoang 30% tac dung
clia thubc & trong mau. Khoang 93% acid nalidixic va 63% acid hydroxy
nalidixic lién két véi protein huyét twong.

- Ca hai acid nalidixic va acid hydroxy nalidixic chuy&n héa nhanh thanh
dan chét glucuronid va dicarboxylic khéng co hoat tinh. Thung chi phat
hién dwerc chat chuyén hoa khéng hoat tinh chinh 12 acid carboxynalidixic
& trong nudrc tidu,

- Acid nalidixic va cac chét chuyén héa dwec dao thai nhanh qua nuéc
tiéu trong vong 24 gi&r. Khoang 80 - 90% thubc dao thai qua nudc tidula
nhieng chét chuyén héa khéng ¢6 tac dung, nhung ndng dd trong nuwérc
tidu clia thubc khong bién dbi va clia chét chuyén hba cb tae dung &
khoang tir 25 - 250 microgam/ml, sau-khi ubng lidu 1g (hAu hét.cac vi
khuén nhay cam bj (rc ché & ndng d 16 microgam/ml).

- Acid hydroxy nalidixic chiém 80 - 85% tac dung trong nuéc tiéu. Probenecid
1am gidm bai tiét thubc qua nudrc tiéu. Acid nalidixic qua nhau thai va vao stra
me ratit. Khoang 4% lidu dao thaiqua phan.

Qua lidu va cach xip tri:

- Triéu chirng: Loan tam than nhiém ddc, co giat, tang ap lyc ndi s, toan
chuyén héa, budn nén, nén vang( lim co thé xayra.

-Didu tri: Rira da day khi mé&i diing thube. Néu thube da dugc hap thu,
nén truyén dich va diing bién phap hd trg nhir thér oxy va hé hép nhan
tao. Liéu phap chéng co giat c6 thé dugc chi dinh trong treérng hop
rat ndng.

DE XA TAM TAY TRE EM .
POC KY HPONG DAN S’ DUNG TRUIFO'C KHI DUNG

NEU CAN THEM THONG TIN XIN HOI Y KIEN BAC SY
THUOC NAY CHI DUNG THEO BON CUA BAc sY

Bao quan: Nhiétdd dwéi 30°C, tranh &m va &nh sang.

Han diing: 36 thang ké tir ngay san xuét.
Khéng dung thudc qua théi han st dyng ghi trén nhan.

! Céng ty CP Dwec pham Agimexpharm

BDT: 0296 3857300 Fax: 0296 3857301

27 Nguyén Thai Hoc, P. My Binh, TP. Long Xuyén, An Giang.
S&n xuét tai: Chi nhanh Céng ty CP Dwgre phdm Agimexpharm - Nha may san xuét Dirgre phdm Agimexpharm
Bueng Va Trong Phung, K. Thanh An, P. M§ Thoi, TP Long Xuyén, An Giang. _
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Rx Prescription drug

AGINALXIC®

" GMP-WHO

Composition: Each film-coated caplet contains: :
~NalidixXic aCid .....oeniee e e 500mg
CEXCIPIENS .. e 1 caplet.
(Microcrystalline cellulose, Croscarmellose sodium, Magnesium
stearate, Hydroxypropyl methylcellulose, Polyethylene glycol 6000,
Polysorbate 80, Titanium dioxide, Talc, Violet lake).

Presentation: Box of 10 blisters x 10 film-coated caplets. . .

Indications :

- Nalidixic acid is indicated for the treatment of uncomplicated Iower unnary
tract infections caused by susceptible gram-negative microorganisms,
except Pseudomonas.

- Nalidixic acid was previously used to treat gastrointestinal infection caused
by susceptible microorganisms such as Shigella sonnei, but, now there are
other antibacterial medications (e.g fluoroquinolone, cotrimoxazol,
ampicilin, ceftriaxone) that are preferred in freating Shigella infection.

Dosage and administration: Aginabdc® is administered under fasting condition, 1
hour before ameal; the usual doses are as follows:

- Children from 3 months to 12 years old: 50-55 mg/kg body weight in 4
divided doses daily. For prolonged therapy, doses of 30 - 33 mg per kg
daily should be used. If the children cannot take the whole caplet,
appropriate form for children should be taken.

- Adults: 2 caplets once, four times daily for at least one week. If the
therapy is prolonged for more than 2 weeks, the total daily dose may be
reducedto2g.

- If creatining clearance is over 20 ml/minute, usual dose may be used.

- If creatinine clearance is under 20 ml/minute (serum creatinine is over
360 micromoles/ litre), the dose for 24 hours should be considered to
reduce to 2g.

- Although the antibacterial activity of nalidixic acid is not affected by
urinary pH, concurrent use with sodium bicarbonate or sodium citrate
may increase the concentration of nalidixic acid in the urine.

- When nalidixic acid is combined with sodium citrate, the dose for adults
is 500 mg once, 3 times per day for 3 days.

- As drug resistance occurs rapidly, nalidixic acid should be replaced if
this drug shows that it is not effective after the culture of urinary bacteria
is performed within 48 hours.

Contraindications:

- Renal failure, hematopoietic disorders (anemia), seizures, increased
intracranial pressure.

- Infants less than three months of age.

- Hypersensitivity to nalidixic acid orother quinolones.

- Nalidixic acid is contraindicated during pregnancy.

Precautions
Risk of drug accumulation was observed in patients with renal failure,
hepatic failure, and G6PD deficiency. Avoid administering nalidixic acid
to infants under 3 months of age because nalidixic acid and related
drugs cause the degeneration of weight-bearing joints of the body in
immature animals. Avoid undue exposure to direct sunlight during
treatment.

Interactions

. Theophylllne plasma levels may be elevated by nalldmc acid. Nalidixic
acid also increases the concentration of caffeine because it interferes
with the metabolism of caffeine.

- Nalidixic acid may enhance the-effects of warfarin or its derivatives;
nalidixic acid alsoincreases plasma levels of cyclosporine.

-Antacids containing magnesium, aluminum, or calcium, sucralfate or
divalent or trivalent cations such as zinc, iron may reduce the absorption of
nalidixic acid leading to the significant reduction of nalidixic acid levels in
the urine. Nitrofurantoin reduces the therapeutic effect of nalidixic acid.

Pregnancy and Lactation

- Pregnancy: Nalidixic acid crosses the placenta. There have not been
adequately and well-controlled studies in human. However, nalidixic acid
and other related compounds have been shown to cause arthropathy in
immature animals, so nalidixicacid should not be used during pregnancy.

- Lactation: Nalidixic acid is excreted in breast milk at low concentration.
Infants with G6DP deficiency suffering from hemolytic anemia were
reported. However, in most cases, no significant problems have occurred.
Nalidixic acid may be used in breast-feeding women.

Effects on ability to drive and use machines
Nalidixic acid should be used with caution in patients who drive vehicles
and operate machines because it may cause headache hallucmallon
and seizures. . .
Undesirable effects |
There have been no exact rates of adverse reactions of nahdlxnc acnd
from clinical trials. However, nalidixic acid is usually well tolerated and
adverse reactions are generally mild.

- Common: ADR =1/100

+Body as a whole: Headache.

+ Gastrointestinal: Nausea, vomiting, diarrhea.

+ Eye: Vision blurred, double vision, change in color perception.

+ Skin: Photosensitivity reactions consisting of bullae on exposed skin

surfaces during and after treatment.

- Uncommon: 1/1000 <ADR < 1/100 :

+ Central nervous system: Increased intracranial pressure, especlally in

infants and young children. .

+ Skin : Urticarua, pruritus, adlaphanous
-Rare: ADR< 11‘1000 )

+ Central nervous system: Confusion, hallucinations, nightmare.

+ Body as a whole: Anaphylactic reaction.

+Blood: Thrombocytopenia, leukopenia, eosinophilia, hemolytic anemia

especially in patients with glucose 6-phosphate dehydrogenase

deficiency.

+ Others: Angioedema, arthralgia.

+ Inform your doctor about unwanted effects encountered while taking
this medication.
Guidelines formanangementof ADR
Discontinue nalidixic acid if the patient shows allergic manifestations,
anxiety, hallucinations, convulsions. Use adrenaline, glucocorticoids,
oxygen when patients with drug hypersensitivity.

Pharmacodynamic properties

- Nalidixic acid is a broad-spectrum antibacterial agent belonging to
quinolone group that is active against most of aerobic gram-negative
bacteria, such as E. coli, Proteus, Klebsiella. Enterobacter is often
susceptible to nalidixic acid. However, drug resistance has occurred.

- Pseudomonas aeruginosa, gram-positive bacteria (Enferococcus and
Staphylococcus), and anaerobes are often resistant to nalidixic acid.

+Most acute and chronic urinary tract infections are caused by gram-
negative intestinal bacteria. Therefore, nalidixic acid is used to treat
urinary tractinfections.

- The intestinal enterococci Enferococcus and Staphylococcus saprophyticus,
the main cause of urinary tractinfections, are resistantto nalidixic acid.
-Nalidixic acid does not affect anaerobic intestinal bacteria, this is important

tokeep gutflora balanced.

- Nalidixic acid interferes with the DNA replication by the blocking activity
of bacterial DNA gyrase (topoisomerase).

- Drug resistance: Bacterial resistance may develop rapidly, sometimes
within a few days of commencing treatment, but it does not appear to be
transferable or R-plasmid mediated. Cross-resistance occurs with
oxolinic acid and cinoxacin. Dysentery and typhoid bacilli resistant to
chloramphenicol/ sulfamethoxazole/ amplclllln are still susceptsble to
nalidixic acid. .

Pharmacokinetic properties

- Nalidixic acid is rapidly and almost completely absorbed from the
gastrointestinal tract and achieves peak concentrations of 20 - 50
micrograms/ml, 2 h after 1 g oral dose. Plasma half-life is approximately
1-2.5hours. X

- Nalidixic acid is partially metabolised to hydroxynalidixic acid, which has
antibacterial activity similar to that of nalidixic acid and: accounts for
about 30% of active drug in the blood. About 93% of nalidixic acid and
63% of hydroxynalidixic acid are bound to plasma proteins.

- Both nalidixic acid and hydroxynalidixic acid are rapidly metabolised to
inactive glucuronide and dicarboxylic acid derivatives; the major inactive
metab- olite 7-carboxynalidixic acid is usually only detected in urine.

- Nalidixic acid and its metabolites are excreted rapidly in the urine; nearly
all of a dose being eliminated within 24 hours. Apprommately 80-90%
of the drug excreted in the urine is as inactive metabolites, but the
concentrations of unchanged drug and active metabolites are about 25
— 250 micrograms/ml, after 1g oral dose (most of susceptible bacteria
were inhibited by a concentration 16 micrograms/mi).

- Hydroxynalidixic acid accounts for about 80 to 85% of activity in the
urine. Urinary excretion is reduced by probenecid. Nalidixic acid crosses
the placenta and a very small amount is excreted in breasl milk. About
4% of a dose is excreted inthe faeces. :

Overdose and Management

- Symptoms: Toxic psychosis, convulsions, increased intracranial pressure,
or metabolic acidosis, nausea, vomiting, lethargy may occur.

-Management: If overdose is recently ingested, gastric lavageis indicated.
If absorption has occurred, increased fluid administration is advisable
and supportive measures such as oxygenation and artificial respiration
should be available. Antloonvulsanl therapy may be rndlcated in a
severe case.

KEEP OUT OF REA‘GH oF ﬁanaEN
READ CAREFULLY THE INSTRUCTIONS BEFORE USE
FOR FURTHER INFORMATION, CONSULT YOUR PHYSICIAN
USE ONLY UNDER A PHYSICIAN'S PRESCRIPT ION
Storage: Protect from humidity and light, below 30°C.
Shelf - life: 36 months from the manufacturing date.
Do not use after the expiry date printed on the label.
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