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SIDE EFFECTS &ADVERSE REACTIONS:
Hemorrha

‘major during Lonopin™ treatment has been low.
Thrombocytopenia:
[See WARNIN SandPRECAUT\ONS]

S
Asymplomatic increases in aspartate (AST [SGOT) and alanine (ALT [SGPT]) aminalransferase lovels greater than three
times the upper imit of norma of the labealory reference range have been reported n up to 6. 1% and 59% of patients,
respectively, during treatment with Lonopin™. Similar significant
in patients and healthy volunteers treated with heparin and other low molecular weight heparlns Such e\evat\uns are fully
reversible and are rarely associated with increases in bilirubin.

Since aminotransferase determinations are important in the differential diagnosis of myocardial infarction, liver disease, and
pulmonary emboli, elevations that might be caused by drugs like Lonopin™ should be interpreted with caution.

Local Reactions:
Mild localrritation, pain,

DRUG INTERACTIONS: .
Unless really needed, agents which may enhance the risk of hemorrhage should be discontinued prior to initiation of Lonopin™
therapy. These agents include medications such as: anicoaguiants, plaeletinfibitors inoluding acatyisaliyic acid, salicyiates,
NSAIDs (including ketor dipyridam essential, conduct close
clinical and laboratory momtonng [seeWARNINGS and PRECAUT\ONS]

anderyth fLonopin™

follow SC injecti

Do not mix Lonopin™ with other infusions. (See PRECAUTIONS).

Laboratory TestInteractions:
Transaminase determinations:

Drug causes asymplomatic elevations inAST and ALT.

PATIENT INFORMATION:

INSTRUCTIONS FOR PATIENTS - SELF ADMINISTRATIOI

/| Remove the needle shield by pulling it straight off the syringe.
If adjusting the dose is required, the dose adjustment must be done prior to
injecting the prescribed dose to the patient.

e g

(see Figure
- -
Figure A
Cleanse the injection site with a new alcohol swab.
Hold the skin the way you were instructed
- Slide the needle quickly all the way through the skin,
~T &y into the subcutaneous tissue at a 90° angle.
g o (see Figure B).
Figure B

Remove the syringe from the injection site.
Withdraw the needle at the same angle it was inserted (90°).
Dab an alcohol swab on the skin.

(see Figure C).

Immediately dispose of the syringe in the nearest sharps
container or apropriate disposal unit after putting the cap
back on the needle

(see Figure D)

Figure D

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES: Enoxaparin has no effect on the ability to drive and operate
machines,

STORAGE: Store below 25°C. Do not freeze. Keep out of reach of children.

PRESENTATION:
Lonopin™20mg: Each carton \comprises 1 Pre-filed Syringe conteining 20mg (2000 anti-Xa .U./0.2mL) Enoxaprin sodiumin
a bhstergackalongwlma packinsert

Lonopin "40mg: Each carton comprises 1 Pre-filled Syringe containing 40mg (4000 anti-Xa .U. /0.4mL) Enoxaparin sodiumin
ablister ackalong witha packinsert

For the use only of a Registered Medical Practitioner or a Hospital or a Laboratory.

Enoxaparln Injectlon IP 20mg / 40mg / 60mg

Lonopln
4

Low Molecular Weight Heparin vv
For 1eous or Intr lar Use
COMPOSITION:
Each Pre-filed syringe contains:
Enoxaparin SodiumP. 20mg/40mg/60mg
Water for Injections | .5.t00.2mL/0.4mL/0.6mL

d material is porcine derived.
DESCRIPTION:
Lonopin™isa lution containing Sodium, aLow Molecular Weight Heparin (LMWH), in single dose
iy 16-uS6 prefiled f Tor i !

Enoxaparin Sedium i abtained by alkaline depolymerisation of eparin benzyl ester derved from porcine ntestnal mucosa.
The drug substance is the sodium salt. The mean molecular weight is about 4500 dalton:

CLINICAL PHARMACOLOGY:

Mechanism of Action:

Enoxaparinis Lcw Mu\ecular Weight Heparin which has higher rano of antithrombotic activy to anticoagulant activy than
il ea ctorllaand Xa.

Pharmacodynamics:
In humans, enoxaparin given at a dose of 1.5 mg/kg subcutaneously (SC) is characterized by a higher ratio of anti-Factor Xa to
anti-Factor lla activity compared to the ratios observed for heparin, Al preventive doses, enoxaparin sodiur causes 1o notable
of aclvated partial e @PTT). lineitherinfluences platelet aggregation nor binding of fibrinogen

in the liver.

Pharmacokinetics:
shows almost 100% bioavaiabilty.

Maximum (Peak) anti-Factor Xa and anti-thrombin (ann Factor Ila) activities occur 3 to 5 hours after subcutaneous injection of

enoxaparin

Distribution: The volume of distribution of anti-Factor Xa activity is about4.3 L.

Elimination: Apparent clearance is approximately 15 mL/min for SC dosing. For IV dosing, the total body clearance is 26
mL/min

Thet'is 4.5 hr (based on anti-factor Xa activity).

Significant anti-Factor Xa activity persists in plasma for about 12 hours following a 40mg SC once a day dose.

to lower molecular
weight species with much reduced blologlcal polency Renal clearance of active fra% ments represems about 10% of the
total f active and ts is 40% of the dose.

S Renal 30mL/minute) Refer to Table 1).

INDICATIONS, DOSAGE AND ADMINISTRATION:

Al patients should be evaluated for a bleeding disorder before administration of Lonopin™, unless the medication is needed

urgently. Since re unsuitable for nopin™ activity, routine monitoring of coagulation
is not. A PRECAUTIONS]

For Subcutaneous use: Lonopin™ should not be mixed with other injections or infusions.

For Intravenous use (i.. for treatment of acute STEMI): Lonopin™60mg can be used. Enoxaparin sodium may be safely
administered with normal saline solution (0.9%) or 5% Dextrose Injection in water.

Lonopin™is notintended for
Indication and Dosage:

Abdominal Surgery:

In patients undergoing abdominal surgery who are at risk for the dose of
Lonopin™ mg once a day administered by SC injection with the initial dose given 2 hours prior to surgery. The usual
Gorstan of admiSkaton ot 16 da ays.

Hip or Knee Replacement Surgery:

In’patients undergoing hip or knee replacement surgery, the recommended dose of Lonopin™ is 30 mg every 12 hours
administered by SC injection. Provided that hemostasis has been established, the initial dose should be given 12 to 24 hours
after surgery. For hip replacement surgery, a dose of 40 mg once a day SC, given initially 12 (3) hours prior to surgery, may be
considered. Following the initial phase of thromboprophylaxis in hip replacement surgery patients, it is recommended that
continued prophylaxis wih Lonop in™ 40 mg once a day is administered by SC injection for 3 weeks. The usual duration of
administration’s 7o 10 day.

Medical Patients During Acute lliness:
In medical patients at risk for thromboembolic complications due to severely restricted mobility during acute illness, the
recommended dose of Lonopin™ is 40 mg once a day administered by SC injection. The usual duration of administration is 6 to
11days.

nt of Deep Vein with or without

Lonopin™60mg: Each carton comprlses 1 Pre-filled Syringe containing 60mg (6000 anti-Xa I.U. / 0.6mL) insodiumin

ablister pack along with a pack nsert
SHELF LIFE: 24 Months.
REFERENCES:

a) Trissel LA, ed. Handbook on Injectable Drugs. 14th Edition. Bethesda, MD : American Society of Health-System
Pharmacists; 2007

 patients with b pulmonary embolism who can be treated at home, the recommended
Pesis Lonupln is 1 mglkg every 12 hours adminisiered SC. In mpauem (hospital) treatment patients with acute DVT with

y embolism or p (wh outpatient treatment),
the recommended dnse of Lonopin™ is 1 mgkg every 12 hours aministoret SC or 1.5 ma/kg once a day administered SC ot
the same time every day. In both outpatent and inpatient (hospita) trealments, warfarin sodium therapy shouid be iniated
when approprate (dsually within 72 hours of Lonopin ™ ould be continued for a minimum of 5 days and until a
therapeutic oral anticoagulant effect has been achieved {internétional Normalization Ratio 2.010 3.0). The average duration of
administration s 7 days.

Unstable Angina and N
In patients vih unstable angina or non-Q-wave myocard\a\ inarction, the recommended dose of Lonopin™ is 1 mglkg

b) Sweetman SC, ed. Martindale : The Complete Drug Reference. 34th Edition. London, England : The Press;

2005

) McEvoy GK, ed. AHFS Drug Information 2005. Bethesda, MD ity of Health-Syst 2005. ¢
2

To report Suspected Adverse Reactions, contact Bharat Serums and Vaccines at pv@bharatserums.com or H

visit the website www.bharatserums.com/adverse.html
Manufactured in India by:
BHARAT SERUMS AND VACCINES LIMITED

U-5 Kala Darshan, B/H, Rahul Appartment, Satellite, Ahmedabad - 380 015,
Taluka: Jodhpur, District: Ahmedabad-II

At.: 75/1, G.I.D.C., Vapi - 396 195, Gujarat.

Regd. Off.: 17" Floor, Hoechst House, Nariman Point, Mumbai - 400 021.
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12 hours in conjunction with oral aspirin therapy (100 to 325 mg once daily). Treatment with Lonopin'
Should be prescribed for a minimum of 2 days and coninaed unti clnical bt Tha causl Guration of naatmeniad o
days Ingeriatic paients, no dosage adjusimentis necessar¥m preventive therapy. In curative therapy, measurement of anti-
Xaactivity is recommended. [See WARNINGS and PRECAUTIONS]

ST-

In patients with acute ST-segment elevation myocard\a\ infarction, the recommended dose of Lonopin™is a single IV bolus of

30 mgplus 1 mgkg SC dose fallowed by 1 mg/kg adminitered SC.every 12 hours (maximum 100 mg for the firt o doses

only Tollowed by T mglkq dosing for the remaining doses). Dosage adjustments are recommended in patients 275 years of age

[see DOSAGE AND ADINISTRATION]. Al patients should receive aspirin as soon as they ideniified as having STEMI and
328
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non-fibrin specific), Lonopin™ should be given between
e betore i S0 meutes afee e sty of ﬁbnnolytlc therapy An optimal duration of treatment is not known, but itis
likely to be longer than 8 days.

For patients managed with Percutaneous Coronary Intervention (PCI): If the last Lonopin™ SC administration was given less
than 8 hours before balloon infation, no addiional dosingis needed. I the 3st Lonopin®? SC adminsiration was given more
tpan & hours. ﬁeszf]ore balloon inflation, an IV bolus of 0.3 mg/kg of Lonopin™ should be administered [see WARNINGS and

Prevention of extracorporeal thrombus formation in haemodialysis:
FOR INJECTION BY THE INTRAVASCULAR ROUTE (in the arterial line of the dialysis circuit):
d is 1mg/k should be in the arterial line of the circuit at the beginning of the

ose is
dlalysws Session. The effect of his dbse s Usually suffcient for a4 hour session. However.if flbrin ings are found, a furthér dose
of 025 to 1mg/kg may be given. For patients at a high risk of haemorrhage the dose should be reduced to 0.5mg/kg for double
Vascular access or 0. 75melkg for Sngle vascalar aceess.

Renal Impairment:

Although no dose ‘adjustment is recommended in patients with moderate (creatinine clearance 30-50mL/min) and mild

(creatinine Gloarance 30-80mLimin) renal mpairment, &l such patients should be Gbserved carefully for signs and symptoms of
leeding.

The recommended prophylaxis and treatment dosage regimens for patients re renali clearance
<30mL/min) are described in Table 1
Table
Dosage Regimens for Patients with Severe Renal Impairment
(creatinine clearance < 30mL/minute)

INDICATIONS DOSAGE REGIMEN

Prophylaxis in abdominal surgery 30 mg administered SC once daily

in hip or knee 1t surgery 30 mg administered SC once daily

Enoxaparin sodium should be used with extreme caution in conditions with increased risk of hemorrhage, such as bacterial
endocarditis, congenital or acwreu bleeding disorders, active ulcerative and angiodysplastic gastrointestinal disease,
hemorrhagic siroke, or shortly after brain, spinal, or oph(ha\molog\c surgery,or n palients treated concomitantly wih platelet
inhibitors. Major eding have been reported.

Some of these cases have been fatal.

sodium. An fall in

Bleeding can occur at any site during therapy with or blood pressure
ite.

should lead to a search for a bleeding si

To minimize the risk of bleeding fouowmg the vascular instrumentation during the treatment of unstable angina, non-Q-wave

myocardialinfarcfion and acute ST-segment slovation myocardial nfarction, adhere precisely to the nfervals recommended

between Lo noﬁm"" doses. Itis important to achieve hemostasis at the pu nclure site after PCI. If a manual compression method

is used, sheath should be removed 6 hours after the last IV/SC Lonopin™. If the treatment with enoxaparin sodium is to be

contlnued the next scheduled dose should be given no sooner than 6 to 8 hours after sheath removal. The site of the procedure
bserved for signs of formation [see DOSAGE AND ADMINISTRATION].

Use of Lonopln wlth Concomltant Medlcal C%ndlllons

Lonopin™ should be pa arterial ahistory of recent
gastroitestinal uiceration. nsere refinopathy and hemorage.

History of Heparin-induced Thrombocytopenta:

Lonopin™ should be used ahistory of heparin-induced

Thrombocytopen N
witl

ThromboGopenia of any dBaree shoid be pusianis) Closely If e p\ate\el count falls below 100,000/mm’, Lonopin™ should

be discontinued. [see WARNINGS and PRECAUTIONS].

Pregnant Women with Mechanical Prosthstic Heart Valves:

Women with mechanical prosthetic heart valves may b

pregnant. have a higher fate of fetal 103s ffom stilbith, s
and anti-Factor Xalevels, and a

higher sk for thromboembolism during pregnancy, and, when
é)omaneous abortion and premalure defivery. Theref fore, frequent
jjusting of dosage may be needed

Prophylaxis in medical patients during acute illness 30 mg administered SC once daily

Inpatient trealmen( ol acute DVT wnh or without pulmonary embolism,

when s ith wartarn soctiom 1 mglkg administered SC once daily

Laboratory Tests:

Periodic cormplete blood counts, inclyding platelet count, and stool ocoult blood tests are recommended during the course of

treaiment il Lonopin™" WWhen adminisered ol recdmmended prophylats doses, roultine coaguiation lests such 2
) and Actvated Partial Thromboplastiy Time (aPTT) are relatively insensitive measures of Lonopi

Outpatient treatment of acute DVT without pulmonary embolism,
when administered in conjunction with warfarin sodium
is of ischemic of unstable angina and non-Q-wave
myocardial infarction, when concurrently administered with aspirin

1 mg/kg administered SC once daily

1 mglkg administered SC once daily

30 mg single IV bolus plus a 1mglkg
SC dose followed by 1mglkg
administered SC once daily.

Treatment of acute ST-segment elevation myocardial infarction in patients
<75 year of age, when administered in conjunction with aspirin

actvity and. theraore, insuitable for monttorng. ANt-Faci or Xa may be used to monitor the anticoagulant effect of Lonopin™
patients with significant renal impairment. If unn% Loncpm therapy abnormal coaguiation parameters or bleeding should
oceur, anti-Factor Xa levels may be used to monitor the anticoagulant effects of Lonopin:

USE IN SPECIFIC POPULATIONS:
Pregnanc

regnancy Category
Allpregnancies have a background risk of birth defect, loss, or other

Pregnancy alone confers an increased risk for thromboembolism that s even higher for women with thromboembolic disease
and certain high isk pregnancy conditions. While not adequately studied, pregnant women ith mechanical prosthetic heart
i

Treatment of acute ST-segment elevation myocardial infarction in geriatric | 1mg/kg administered SC once daily valves may be at even higher risk for thrombosis. Pregnant women with thromboembolic disease, including those with
patients 275 years of age, when administered in conjunction with aspirin (no initial bolus) mechanical prosthetic hearl valves and those with inherited or acqured thrombophiias, have an increased risk of other

iatric Pati Acute ST- i i i
For treatment of aute ST-segment elevation myocardial nfarction in geratri patients 275 years of age, do notuse aninial
bolus. ntate dosing i 0.75mg/kg every 12 hours (maximum 75mg for the st two doses only, fallowe by 0.75mglkg SC
every 12 hours (maximum 75mg for the frst v , followed forthe

No dose adjustment is necessary for other indications in geriatric patients unless kidney function is impaired [see DOSAGE
ANDADMINISTRATION].

Administration:
Lonopin™ s a clear, colourless to pale yellow sterile solution, and as with other parenteral drug products, should be inspected
isually for prior

Lonopin™ must not injection.

Lonopin™is intended for use under the guidance of a physician.
For suboutaneous administration, patients may selfinje

ect onlyif their physicians etermine that it s appropriate and with
medical follow-up, as necessary. Proper training in su the
ided

cutaneous injection technique (with or without

All patients receiving anticoagulants, including pregnant women, are at isk for bleedin

. Pregnant women receiving enoxaparin
should be carefuly monitored for svidence of bleecing or excessive antioagulation.

onsideration for use of a shorter acling
very occur at any site and may lead to
Geaih of mother and/or fetus. regnant women T Should be apprsed of the potantial hazard 1o he 16tus and the mother i

Fetal Risk Summary:
Enoxaparin sodium does not cross the placenta, and is not expected to resultin fetal exposure tothe drug.

Nursing Mothers:

Itis not known whether enoxaparin sodium is excreted in human milk. Because many drugs are excreted in human milk and

because of the potential for senous adverse reactions in nursing infants from enoxaparin sodium, a decision should be made
sodium, taking into account the importance of enoxaparin sodium to

whether
the mother and the known benais of narsing

Pediatric Use:
Safety and effectiveness of enoxaparin sodium in pediatric patients have not been established.

injection device) should be provided.

Subcutaneous Injection Technique: Patients should be lying down and Lonopin™ administered by deep SC injection.
Administration should be alternated between the left and right anterolateral and left and right posterolateral abdominal wall. The
whole length of the needile should be introduced into a skin fold held between the thumb and forefinger; the skin fold shouid be
held throughout the injection. To minimize bruising, do not rub the

Intravenous (Bolus) Injection Technique: For intravenous injection, Lonopin™ 60mg should be administered through an
intravengus line. Lonopin™ not be mixed or co-administered with other medications. To avoid the possible mixture of
Lonopin™ with other drugs, the intravenous access chosen should be flushed with a sufficient amount of saline or dextrose
soluion priorto and following the niravenas bolus administration o Lonopin™ toclear the portofcrug. Lonopin” 60mg may be

safely administered with normal saline solution (0.9%) or 5% dextrose n water.
OVERDOSE:
Accidental sodium may lead to hemorrhagic complications. Injected

followi
Lonopin™ may be largely oeutaies bX the slow |v mjecucn of pmtamme sulfate (1% soluion), The dese of protamine sufgte
should be equal to the dose of Lonopin™ injectex Lonopin™, if
enoxapann sodium wes administored in the prewous & hours. An fason of0. 5mg protamine per 1mg of enoxaparin sodium

er than 8 hours previous to the protamine administration, or if
Ay been etermined that  sacond dose of protamine is required. The second infusion of 0 5mg protamine sulate per 1mg of
Lonopin™ may be administered ifthe aPTT measured 2 to 4 hours after the firstinfusion remains prolonged

If at least 12 hours have elapsed since the last enoxaparin sodium injection, protamine administration may not be required;
owever, even with igher doses of protamine, the aP T may remain mor prolonged than flloving adminisization of heparin
Inallcases, the anti-Factor Xa actiy s never completely neutralized (maximumabout 60%). Particlarcare shad be faken o
mine sulfate
reactions. Becaluse fatal reactions, often resembling anaphylaxis, have been reported with protamine sulfate, it should be given
nly when resuscitation techniques and treatment of anaphylactic shock are readily available. For additional information
Gonsulthe labeling of rotamine sulfate injection products.

CONTRAINDICATIONS:

This medicine SHOULD NOT BE USED in the following situations:

Active major bleeding: Active Gl ulcer or organic lesion likely to bleed.

o Tl itive in vitro test for anti-plat

* Known lgype]rsensltw\ty to enoxaparin sodium (e.g., pruritus, urticaria, anaphylacmm reactions) [see AbVErse

 Known hypersensitivity to heparin or pork products. Acute infectious endocarditis (inflammation of the inner lining of the
heart) except when affecting amechanical valve replacement.

PRECAUTIONS:
Increased Risk of Hemorrhage:

Cases of epidural or spinal hematomas have been reported with the use of sodium and i
anesthesia or spinal puncture resulting n long-term or permanent paralysis. The sk of theso events s higher wih the use of
Rosk-operative Indweling epidural cafheters or by the concomiiant use of dditonal drugs affecting hemostasis such as
NSAIDs [see WARNINGS, ADVERSE REACTION! ISR INTERACTIONS].

in sodium i th geriali (265 years) was siilar (o that seen i younger patients (<65 years).The rsk

of enoxaparin sodium associated bleeding increased with age. Serious adverse events increased with age for patients

receiving enoxaparin sodium. There is no additional diferences in the safety of enoxaparin sodium between geriafric and

younger patients. Careful attention to dosing intervals edications) is

Javised. Enoxaparin sodium should be used with care in geriairc pailents who may show delayed imination of enoxaparin

sodium. Monioring of geiatic patients with ow ody weight (<45 k) and those predizposed o decreased renal function stouid
e considere

In treatment of Acute ST-segment elevation myocardial infarction, the incidence of bleeding complications was higher in 65
years of age as compared to younger patients (<65 years).

Hepatic Impairment:
Caution should be exercised when administering enoxaparin sodium to patients with hepatic impairment.

Renal impairment:
Treatment with

Low-Weight Patients:

An increase n exposure of enoxaparin sodium with prophylacic dasages (non-weight adjusted) has been observed in low-

me\g&\lwomen (<45 kg) and low-weight men (<57 kg). All such patients should be observed carefully for signs and symptoms of
leedin

has been with of

in patients with renal impairment.

Obese Patients:
Obese patients are at higher risk for thromboembolism. The safety and efficacy of prophylactic doses of Enoxaparin Sodium
Injection in obese patients (BVI >30kg Hz)fhas not been fully determined and there is no consensus for dose adjustment.

Intorchangeabilty with Othr Hoparins:
Lonopin'" cannot be used inferchangeably (unit for unit) with heparin o other ow molecular welght heparins as they difer in
manufacturing process, molecular weig ti-Xa and anti-lla activities, units, and dosage. Each of these

foruse

. Pantone Process Black C

Size: LxH =160 x 160 mm

. 50% Pantone Process Black C

Paper : 60 gsm, Maplitho White
Outline & Cutting marks not to print

Artwork Code No.
Back to Back Printing

1 Vertical & 3 Horizontal Folds

INO45TDZP2LL



	Page 1
	Page 2

