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Vancomycin
Vancosan

1 g Powder for Injection (L.V.)
Antibacterial (Glycopeptide)

FORMULATION:
Eachvialcontains

Vancomycin hydrochloride 1.03g
equivalent{o Vancomycn..........

PRODUCT DESCRIPTION:
White, almostwhite, or tan to brown, free-flowing powder, odorless, and having a bitter taste.

PHARMACOLOGICAL PROPERTIES:
Pharmacodynamics

Mechanismof action
Vancomycin is a trcyciic glycopeptide antibiotc that inhibits the synthesis of the cell wall in sensitive bacteria by
binding lanyl-D- units.

b
Inaddition,

Pharmacokinetics
Absorption

In the case of patients with normal renal function, inravenous infusion of multple doses of 1 g of Vancomycin (15
mglkg) for 60 minutes produces approximate average plasma concentrations of 50-60 mglL, 20-25 mglL, and 5-10
mglL, immediately, 2 hours and 11 hours after completing the infusion, respectively. The plasma levels obtained after

Indication Treatment duration
Complicated skin and soft issue infections
- Non necrotizing 71014 days

- Necrotizing 4106 weeks®
Bone and joint infections 4106 weeks"
Community-acquired pneumonia 71014 days
Hospital-acquired pneumonia, including
ventiator-associated pneumonia 71014 days
Infective endocarditis 4106 weeks
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for48t072 hours.
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Special populations
Eiderly

er
Renalimpairment

In adult and pediatric patients with renal impairment, consideration should be given to an nitalstarting dose
followed by serum Vancomycin trough levels rather than to a scheduled dosing regimen, particularly in patients
with severe renal impairment or those who undergo renal replacement therapy (RRT) due o the many varying
factors that may affect Vancomycinlevels n them.

In patients with mild or moderate renal failure, the starting dose must not be reduced. In patients with severe
renal failure, i i i lower daily dos
Appropriate consideration should be given to the concomitant administration of medicinal products that may
reducy

Vancomycin is poorly dialyzable by intermittent hemodialysis. However, the use of high-flux membranes and
continuous renal replacement therapy (CRRT) increases Vancomycin clearance and generally requires

However, afteroral
t Adults
co-existing renalimpairment. Dose adjustments in adult patients could be based on glomerular filration rate estimated (eGFR) by the
Distribution followingformula:
‘The volume of distrbution is about 60 L/1.73 m’ body surface. At serum concentrations of Vancomycin of 10mg/Lto  Men: ) )
mglL 559 firat Women: 0.85x value calculated by the above formula
18151

Vancomycin diffuses readily across the placenta and is distributed into cord blood. In flamed meninges,

Biotransformation
There is very litle metabolism of the drug. After parenteral administration, it s excreted almost completely as a
5.90% with

Elimination

4
with creatinine clearance between 20 to 49 mL/min. In patients with severe renal impairment (creatinine
clearance below 20 mLimin) or those on renal replacement therapy, the appropriate timing and amount of
subsequent doses largely depend on the modality of RRT and should be based on serum Vancomycin trough
levels and on residual renal function. Depending on the clinical situation, consideration could be given to

2
Plasma clearance is about 0.058 Likgh and kidney clearance is about 0.048 Likgh. In the first 24 hours,

ftration. Renal
dysfunction delays the excretion of Vancomycin. In anephric patients, the mean haifife is 7.5 days. Due to the
ototoxicityof

Pediaicipopulation
Dose adjustments in pediatic patients aged 1 year and older could be based on the glomerular firation rate
estimated (eGFR) by the revised Schwartz formula:

€GFR (mLimin/1.73m) = (heightcm x 0.413)/ serum creainine (mg/dL)

fad €GFR (mLmin/1.73m) = (height cm x 36.2)/serum creatinine (umollL)
Ithough For  infants below 1 year of age, expert be
increasein does notapply tothem.
Orientative dosing recommendations for the pediatric population are shown in the table below and follow the
INDICATIONS: same principles asin adultpatients.

Intravenous administration

~Complicated Skin and Soft Tissue Infections (cSSTI)
~Boneand JointInfections

- Community-Acquired Pneumonia (CAP)
~Hospital ).including )

pital-Acq
Infective Endocarditis
Vancomycin s also indicated in al age groups for fibacts

| prophylaxis in p: athigh

DOSAGE AND ADMINISTRATION:
Posology

Intravenous administration

The inital dose should be based on total body weight. Subsequent dose adjustments should be based on serum

concentrations to achieve targeted therapeutic concentrations. Renal function must be taken into consideration for

subsequent doses andintervals of administration.

Patients aged 12years and older
15

K gperdose).

GFR (mLimin/1.73 m) IVdose | Frequency

50-30 15mgkg | 12hourly

29-10 15mgkg | 24 hourly

<10 Re-dose based on levels'|
Intermittent hemodialysis 10-15 mgkg

Peritoneal dialysis

Continuous renal replacement therapy| 15 mgkg | Re-dose based on levels'}

RRT
based on serum Vancomycin levels obtained before dosing and on residual renal function. Depending on the
clinical situation, consideration could be given to withholding the next dose while awaiting the results of
Vancomycin evels.
Hepaticimpaiment

Obesepatients

innon-obese

In seriouslyll patients, 25-30 mghkg of body weight attainment of the
target through serum Vancomycin concentration.

1010 ig .
Term neontes (from birth to 27 days of post-natal age) and preterm neonates (from birth o the expected date of

\ tototal g
paients.
Oras prescribed by the physician.
Method of administration
Intravenous administration
Intravenous Vancomycin is usually administered as an intermittent infusion and the dosing recommendations

For establ

ing the dosing regimen for neonates, the advice of a physician experienced in the o
A h

Duration of treatment
Suggested treatment duration is shown in the table below. In any case, the duration of treatment should be tailored to

PMA (weeks) Dose (mglkg) Dose (mglkg)
<29 15 2
2935 15 12
>35 15 8

for
Vancomycin shall only be administered s a slow intravenous infusion of at least one-hour duration or at a
maximum rate of 10 mgimin (whichever i longer) which s sufficienty ilted (at least 100 mL per 500 mg or at
least 200 mL per 1000mg).

Patients whose fluid intake must be limited can also receive a solution of 500 mg/50 mL or 1000 mg/100 mL,

Continuou: infusic g

CONTRAINDICATIONS:
Hypersensitivity to e active substance.

SPECIAL WARNINGS AND PRECAUTIONS FOR USE:

PMA: post-menstrual age [time elapsed between the first day of he last menstrual period
plus the time elapsed after bith (postnatal age)].

The recommended dose is an iniial dose of 15 mg/kg before induction of anesthesia. Depending on the duration of
surgery,asecond Vancomycin dose may be required.

Serious and occasionally fatal hypersensitvty reactions are possible. In case of hypersensitty reactions,

treatment with Vancomycin must be discontinued immediately and adequate emergency measures must be

initiated.

In patients receiving Vancomycin over a longer-term period or concurrently with other medications that may
interval




Al patients receiving Vancomycin should have periodic haematologic studies, urine analysis, and liver and renal
funciion ests.

mclumng'analanaphylacucsnock may occr.
Spectrumol
Vancomy

hasa speclmm of antibacterialactiviy limited to Gram-positive organisms. It s not suitable for use as a

susceplible or there is a high suspicion that the most likely pathogen(s) would be suitable for treatment with

“The rational use of takeint it the activity, the safety profile, and the

Ototoxicity

Ototoxicity, which may be transitory or permanent has been reported in patients with prior deafness, who have
, Or wh treatment with another

D

pr y o
despite cessation of treatment. To reduce the risk of ototoxicity, blood levels should be determined periodically and

The elderly are particularly susceptble to auditory damage. Monitoring of vestibular and auditory functon in the
elderly should be carried out during and after treatment. Concurrent or sequential use of other ofotoxic substances
should be avoided.

Infusion-related reactions

Rapid bolus administalion . over severalminutes) may be associated vith exaggera(ed hypoension(rcuding
shock and rarely, cardiac arrest), i ko usanos and ash (‘red man's
syndrome” or ‘red neck syndrome’). i ‘o5 0mgmLyats
rate no greater than 10 mg/min and over a period not \ess thzn 60 minutes to avoid rapid infusion-r re\a‘ed reactions.

The frequency of infusion-related reactions (hypotension, flushing, erythema, urticaria, and pruritus) increases with
tho concmart cinaton of anesthetic agents. This may be reduced by administering Vancomycin by infusion

Severe bulous eactions

the use of Vancomycin. If symptoms orsigns of SJS (e.g.,
progressive skin o oo it st o o lesions) are present, Vancomycin treatment should be

Administration site-related reactions
Pain and thrombophlebitis may occur in many patients receiving intravenous Vancomycin and are occasionally
severe. The frequency and severit of thrombophlebitis can be minimized by administering the medicinal product

y ty of Vancomycin intralumbar, and
routes of administration.
Nephrotoxicity

Vancomycin should be used with care in patients with renal insuffciency, including anuria, as the possibilty of
developing toxic effects is much higher in prolonged high The risk of toxicity is

Regular montring o the lood fevel of Vancomyon is inicted n igh-dose therapy and ongererm use,

e Teriz. e, ez

Cardiac disorders
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Vascular disorders:
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Gastroimtastinal disorders:

Raro Toes

Vory oo | Foousomombranous enerocoirs

Not oun T Vomiing. Diarmes

Gomman Fushing of o apper bod (red o sy’
oxanthoma and mucosa inammaton.prurtus,uricarol

p— Eotate Germatte, Sievens Johmon Sy
Lyers ynorome, Linear A butous dermatosis

Vot o Eonopia and syser symptoms
(ORESS syndrome). AGEP (Acuts Generalzed
Exanthomatous Pustosts)

Renal and urinary disorders:

Common G

sorum roatiing and sorum urea
Rars [ ersttal neptit. aoute renat s
Not o |

Ganeral disorders and administration site conditions:

Common
Rare

Priebits_reoness of the upper bogy and face.
i Tover,shivering, Pain and muscle spasm of e

D

arts one week or more after the onset ofi orafter
morethan 25¢

During or shortly after rapid infusion anaphylacticlanaphylactold reactions including wheezing may occur. The
reactions abate when administration is stopped, generally between 20 minutes and 2 hours. Vancomycin should be

after injection

Tinnitus
Ototoxicty has prmarily been reported in patients given high doses, in those on concomitant treatment with other
ototoxic medicinal products like aminoglycosides, or in those who had a pre-existing reduction in kidney function or
hearing

If a bullous disorder is suspected, the drug should be discontinued and specialized dermatological assessment
should be carried out

Pediatricpopulation

The safey profile s generally consistent among children and adult patients. Nephrotoxicity has been described in
children,

DRLIG INTERACTIONS:

partcularly n patients with renal paired acully of hearing as istaminedik
nephrotoxicorolotoxic substances, respectively. ﬂusmngand anaphycodeacions '
Pediatric population ns that q f lated
inparticularfor | atog
o age, may lead fo sub-therapeutc Vancomych lvels i & subetanal e of chdren. However, he safoty of . ’ overls may. o /anrIess

increased Vancomycin dosing has not been properly assessed and higher doses than 60 mgkg/day cannot be
generally recommended.

Vancomycin should be used with partcular care in premature neonates and young infants, because of their rena\
immaturity and the possible increase in the serum concentration of Vancomycin. The blood

and administered slowly with close cardiac monitoring. Position changes should be uelayed unm e nfusion &
completedto allow for postural adjustment,
Concurrent or sequential systemic or topical use of other potentialy ofotoxic or nephrotoxic drugs, such as

Vancomycin should therefore be monitored carefully in these children. Concomitant administration of Vanmmycm

Similarly, concomitant use with nephrotoxic agents such as aminoglycoside antibiotics, NSAIDs (e.g.,ibuprofen for
closure of patent ductus arteriosus), or amphoteriin B is associated with an increased risk of nephrotoxicity and

Useinthe elderly
The natural decrement of glomerular firation with increasing age may lead to elevated Vancomycin serum
concentrations f dosage s notadjusted.
Druginteractions with anesthetic agents

bacitracin, polymixin B, colistn, viomycin, cisplatin, loop diuretics, and NSAIDs
may increase the toricity of Vancomycin andif they need to be given should be used with caution and appropriate
monitoring

PREGNANCY AND LACTATION:
Pregnancy

tothe fetus due to Vancomycin.
and Vancomycin infants luated when the drug i to
pregnant women for serious staphylococcal nfections complicating ifravenous drug-abuse. Vancomycin

was found in cord blood. No sensorineural hearing loss of nephrotoxicity attributable to Vancomycin
‘was noted. One infant, whose mother received Vancomycin in the third trimester, experienced a conductive hearing
loss that was not attributable to Vancomycin, because Vancomycin was administered only in the second and thrd
trimesters, it is not known whether it causes fetal harm. Vancomycin should be given in pregnancy only if clearly
needed and blood levels should be monitored careully to minimize the risk of fetal toxict. It has been reported,
however, that pregnant patients may require significantly increased doses of Vancomycin to achieve therapeutic

D doses mustbe well
completedto allow for postural adjustment
Pseudomembranous enterocolits
treatening
Superinfection
. serum concentrations.
Prolonged use of he b .. the  SErumconcentration

ADVERSE DRUG REACTIONS:
Summary of the Safety profile
The most common adverse reactions are phlebitis, pseudo-allergic reavlmns and flushing of the upper body (‘red-

The absorpton of Vancomyin from the gastrointestinal ractis negigihe. However,insevers iflammationof he
intestinal mucosa, especiall in combination with oceur when Vancomycin
is adrinistered parenterally may appear.

Tabulated Listof Adverse reactions

Wihin each freqy

The adverse reactions listed below are defined using the following MedDRA convention and system organ class
database:

Very common (= 1/10); common (2 1/100to < 1/10); uncommon (2 1/1,000fo < 1/100): are (= 1/10,000to < 1/1,000);
veryrare (< 1/10,000), not

C
to a nursing woman. It is unlikely that a nursing infant can absorb  significant amount of Vancomycin from its
gastrointestinal tract.

OVERDOSE AND TREATMENT:
fitration.
or peritoneal dialysis. - with Amberlite resin XAD-4 has been reported to be of limited
benefit.
CAUTION:

Foods, Drugs, Devices, and C

Forsuspected adverse drugreaction,reporttothe FDA: www.fda.gov ph

KEEP ALL MEDICINES OUT OF REACH OF CHILDREN.

Gisorders:

'ORAGE CONDITION:

Reversile neulopera, 20ran oGy ovs, Bosmos e

re attemperalures not exceeding 30°C.

AVAILABILITY:

10 mL USP Type Il colorless glass vial, with gray bromobutyl rubber stopper, aluminum cap, and blue plastic flip-off
seal (Boxof 1's)

Manufactured by:

REYOUNG PHARMACEUTICAL CO., LTD.

No.1, Rulyang Road, Yiyuan County,

Shandong Province, China

ported by:

AMBICARE PHARMACEUTICALS INC.

2F Ambica Building, Amsterdam Extn., Merville

rk Subd., Parafiaque, Metro Manila
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