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or minor bleeding during therapy can usually be controlled by withdrawing the drug.It should be appreciated that

gastrointestinal or urinary tract bleeding during amlcoagulant therapy may |nd|ca|e the presence of an underlying

occultlesion. Bleeding can occur atany site but certain may be difficult to detect:

(a) Adrenal hemorrhage, with resultant acute adrenal insufficiency, has occurred during anticoagulant therapy.

Therefore, such treatment should be discontinued in patients who develop signs and symptoms of acute adrenal

i Initiation of ive therapy should not depend on laboratory confirmation of the

diagnosis, since delay inan acute situation may resultin the patient's death.

(b) Ovarian (corpus luteum) hemorrhage developed in a number of women of reproductive age a receiving short- or

long-te therapy. Thi: if i may be fatal.

(c) Retroperitoneal hemorrhage.

Local Irritation

Local irritation, erythema, mild pain, hematoma or ulceration may follow deep subcutaneous (intrafat) injection of

heparin sodium. These complications are much more common after intramuscular use, and such use is not

recommended.

Hypersensitivity

Generalized hypersensitivity reactions have been reported, with chills, fever and urticaria as the most usual

manifestations, and asthma, rhinitis, lacrimation, headache, nausea and vomiting, and anaphylactoid reactions,

including shock, occurring more rarely. I(ching and burning, especially on the plantar site of the feet, may occur.

Thrombocytopenia has been reported to occur in patients recelvlng heparin sodium wllh a reported incidence of 0 to

30%. While often mild and of bvious by severe

thromboembohc complications such as skin necrosls gangrene of the extremities that may lead to amputation,
rction, p bolis roke and possibly deathCertain episodes of painful, ischemic and

cyanosed Ilmbs have in the pas( been annbu(ed to allerglc vasospastic reacﬂons Whether these are in fact identical

tothe to

Mlscellaneous

Osteoporosis following long-term administration of high-doses of heparin sodium, cutaneous necrosis after systemic

administration, suppression of aldosterone synthesis, delayed transient alopecia, priapism and rebound

hyperlipemia on discontinuation of heparin sodium have also been reported. Significant evaluations of

aminotransferase (SGOT [S-AST] and SGPT [S-ALT]) levels have occurred in a high percentage of patients (and

healthy subjects) who have received heparin sodium.

OVERDOSE:

Symptoms

Bleeding is the chief sign of heparin sodium overdosage. Nosebleeds, blood in urine or tarry stools may be noted as

the first sign of bleeding. Easy bruising or petechial formations may precede frank bleeding.

Treatment

Neutralization of Heparin Effect: When clinical circumstances (bleeding) require reversal of heparinization,

protamine sulfate (1% solution) by slow infusion will neutralize hepann sodlum No more than 50 mg should be

administered, very slowly, in any 10 minute period. Each mg of 100 USP

Heparin Units. The amount of protamine required decreases over time as hepann is metabolized. Although the

metabolism of heparin is complex, it may, for the purpose of choosing a protamine dose, be assumed to have a half-

life of about 1/2 hour after intravenous injection.

Administration of protamine sulfate can cause severe hypotensive and anaphylactoid reactions. Because fatal

reac(lons often resembling anaphylaxis have been reported, the drug should be given only when resuscitation
and treatmentof: id shock dily available.

DRUG INTERACTIONS:

a. Drugs Enhancing Heparin Effect:

Oral anticoagulants: Heparin sodium may prolong the one-stage prothrombin time. Therefore, when heparin sodium

is given with dicumarol or warfarin sodlum a period of atleast 5 hours after the lastintravenous dose or 24 hours after

the last dose fore blood is drawn if a valid prothrombin time is to be obtained.

Platelet inhibitors: Drugs such as acetylsallcyllc acid, dextran, phenylbutazone, ibuprofen, indomethacin,

dipyridamole, hydroxychloroquine and others that interfere with platelet-aggregation reactions (the main hemostatic

defense of heparinized patients) may induce bleeding and should be used with caution in patients receiving heparin

sodium.

The anticoagulant effect of heparin is enhanced by concurrent treatment with antithrombin 111 (human) in patients

with hereditary antithrombin Il deficiency. Thus in order to avoid bleeding, reduced dosage of heparin is

recommended during treatment with antithrombin IIl (human).

b. Drugs Decreasing Heparin Effect:

Digitalis, tetracyclines, nicotine, or

may partially the achon of hepann

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

5000 1U/5 ml
25000 1U/5 mi

For IV/SC use only

K
Heparin Injection BP
CAPRIN'

Composition:

Each ml contains:

Heparin Sodium BP 1000 U
(Derived from Porcing Intestinal Mucosa)

‘Composition:

Each ml contains:

Heparin Sodium BP

(Derived from Porcine Intestinal Mucosa)

5000 1U

1% viv

Benzyl Alcohol BP Benzyl Alcohol BP 1% v

(As preservative) (As preservative)

Water for Injections BP Q5. iectit

DESCRIPTION: Water for Injections BP qs.
Heparin is a group of straight-chain anionic called

having anticoagulant properties.
CLINICALPHARMACOLOGY:
Heparin inhibits reactions that lead to the clotting of blood and the formation of fibrin clots both in vitro and in vivo.
Heparin acts at multiple sites in the normal coagulation system. Small amounts of heparin in combination with
anmhrombm n (hepann colactor) can inhibit thrombosis by |nac1|vatmg activated Factor X and inhibiting the
. Once active loped, larger amounts of heparin can inhibit
further coagulauon by inactivating thrombin and preventing Ihe conversion of fibrinogen to fibrin. Heparin also
prevents the formation of a stable fibrin clot by inhibiting the activation of the fibrin stabilizing factor.Bleeding time is
usually unaffected by heparin. Clotting time is prolonged by full therapeutic doses of heparin; in most cases, it is not
measurably affected by low doses of heparin. Loglinear plots of heparin plasma concentrations with time, for a wide
range of dose levels, are linear, whlch suggests the absence of zero order processes. Liver and the reticulo-
endothelial system are the sites of Thebi curve, arapidly declining alpha phase
(t2=10min), and after the age of 40 a slower beta phase, indicates uptake in organs. The absence of a relationship
between i half-life and alf-life may reflect factors such as protein binding of
heparin.Patients over 60 years of age, followmg similar doses of heparin, may have higher plasma levels of heparin
and longer activated partial times (APTTs) with patients under 60 years of age.Heparin
does not have fibrinolytic activity; therefore, it will not lyse existing clots.
THERAPEUTIC INDICATIONS:
CAPRIN is |nd|ca(ed for anllwagulanl therapy il in propylaxis and treatment of venous thrombosis and its extension
(inal gi for pi of e deep venous and pulmonary embolism in patients
undergoing major abdomlno(horaclc surgery or who, for other reasons,are at risk of developing thromboembolic
disease for prophylaxis and treatment of pulmonary embolism, for alrlal flbrlllallon wnh embolization; for dlagnosls
and treatment of acute and chronic for

prevention of clotting in arterial and heart surgery; for is and treatment of arterial

an anti in bl i i and dialysis and in blood samples for
laboratory purposes.

DOSAGE & ADMINISTRATION:

Parenteral drug products should bei isually for pi matter and di prior t

whenever solution and container permit. Slight dlscoloratlon does notal!er potency.

When heparin sodium is added to an infusion solution for the container

should be inverted at least six times to insure adequate mixing and prevent pooling of the heparin sodium in the

solution.

Heparin sodium is not effective by oral administration and should be given by intermittent intravenous injection,

|n(ravenous infusion or deep subcutaneous (intrafat, i.e., above the iliac crest or abdominal fat layer) injection. The
route should be avoided because of the frequent occurrence of hematoma

atthe injection site.

sodium. Heparin Sodium Injection should not be mixed wuh , or The dosage of heparin sodlum should be adjusted according to lhe patient's coagulation (esl results. When heparin
since ithas been reported that these drug: inanda mayform sodiumis given by infusion, the tlme should every
STORAGE: four hours in the early stages of treatment. When the drug is i i by i injection
Store at a temperature not exceeding 30°C. coagulation tests should be performed before each injection during the early stages of treatment and at appropriate
PRESENTATION: intervals thereafter. Dosage is considered adequate when the activated partial thromboplastin time (APTT)is 1.5to 2
Caprin 5000IU - 10 vials of Caprin (Heparin Injection BP 50001U/5ml) in a box. times normal or when the whole blood clotting time is elevated approximately 2.5 to 3 times the control value. After
Caprin 250001U - 10 vials of Caprin (Heparin Injection BP 250001U/5ml) in a box. deep subcutaneous (intrafat) injections tests for adequacy of dosage are best performed on samples drawn four to
Manutactured by: six hours after the injections.
Periodic platelet counts, hematocrits and tests ior oocult blood in stool are recommended during the entire course of

é ?rml;IH - heparin therapy, f the route of

IFE sclen N N N N 2 Heparin Sodium Injection should not be mixed with droperidol, in, or since it
:’:J"Ra'r:ﬁa':?juf R';‘::Sg‘(:!eé::n \(-\‘:/d)h"l;‘::rr\i:a%l)ﬁa ‘I:gl :05 - India. K has been reported that these drugs are incompatible with heparin and a precipitate may form.
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