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1. PRODUCT NAME

TachoComb

2. QUALITATIVE COMPOSITION (ref. 1,2,3,4)

1 cm? of 0.5 cm-thick TachoComb-fleece contains:

collagen from horse tendons 1.3 -20 mg

coated with:

human fibrinogen 43 - 6.7 mg

bovine thrombin 1.5 -25 LU

bovine aprotinin 0.055 - 0.087 Ph.Eur.U.
riboflavine (yellow colour 7.0 -26.0 pg

as marker of coated area)

3. PHARMACEUTICAL FORM

Coated dry foam fleece.

4. CLINICAL PARTICULARS
4.1. THERAPEUTIC INDICATIONS (ref. 1, 3)

TachoComb is indicated for hemostasis and tissue sealing, in particular for surgical
interventions on parenchymatous organs, such as liver, spleen, pancreas, kidneys, lungs,
adrenal glands, thyroid gland and lymph nodes. It can also be used to achieve haemostasis
during surgical interventions in the ear, nose and throat region, in gynecological, urological,
vascular, bone (e.g. spongiosa resection), and emergency surgery.

TachoComb can also be applied to treat lymphatic, biliary and CSF (cerebrospinal fluid)
fistulae. Air leaks during pulmonary surgery can also be sealed with TachoComb.

TachoComb should be applied when bleeding, or lymphatic, biliary and cerebrospinal leakage
cannot be controlled by conventional methods or when the results expected by these methods
are insufficient.

4.2 POSOLOGY AND METHODS OF ADMINISTRATION (ref. 3, 4)

Form of application
To be applied on surgical wound areas.
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Instructions for use

TachoComb should be used immidiately after opening the inner sterile cover and must be used
soon after the outer aluminium cover has been opened. The outer package should be opened in
a non-sterile operating area. The inner package should be opened in a sterile operating room
area. Prior to application of TachoComb, the wound area should be cleansed from blood,
disinfectants and other fluids.

When applied to sufficiently moistened wounds TachoComb does not need any additional
moistening. When applied to dry wound surfaces TachoComb should be pre-moistened with
physiological saline solution after removal from the sterile package. A moistened TachoComb
patch must be applied immidiately (within 1 minute). The yellow, active side of the patch is
applied to the wound area and held against it with a gentle pressure for 3-5 minutes. Pressure is
applied with moistened gloves or a moist pad. Due to the strong affinity of collagen to blood,
TachoComb may also stick to surgical instruments or gloves covered with blood. This can be
avoided by pre-moistening surgical instruments and gloves with physiological saline solution.
After having pressed TachoComb to the wound, the glove or the pad must be removed
carefully. To avoid the patch from being pulled loose it may be held in place at one end, e.g.
with a pair of forceps. If, exceptionally, a TachoComb patch does not adhere to the wound
surface in some areas, it has to be removed and a new patch must be applied. Generally, there
will then be good adhesion.

Dosage
Dosage depends on the size of the wound. TachoComb should extend at least 1 cm beyond the

wound margins. If more than one fleece of TachoComb are required to cover the wound area
they must overlap. TachoComb can be cut with sterile scissors to the required shape and size.
Rests of the fleece not used should be discarded.

4.3 CONTRAINDICATIONS (ref. 4)

Known hypersensitivity to the constituents of the product.

4.4 SPECTAL WARNINGS AND SPECIAL PRECAUTIONS FOR USE (ref. 1, 3, 4)
As with any protein product, allergic type hypersensitivity reactions are possible, more likely
with repeated administration and high dose exposure. If signs of hypersensitivity reactions

occur during administration, it should be discontinued immidiately.

TachoComb comes in sterile packages and must be handled accordingly. Use only flawless
packages. Post-sterilization is not possible.

Version 1.0 Published Date 3 Jun 2004
€00002056 Published Page 27 of 46

91

Page 3 of § 1 1



TachoComb 19 April 2002 Page 4 of 5
Company Core Safety Information

4.5 INTERACTIONS WITH OTHER MEDICAMENTS AND OTHER FORMS OF
INTERACTION (ref. 1)

None known.

4.6 PREGNANCY AND LACTATION (ref. 1, 4)

Use in pregnancy
The safety of TachoComb during pregnancy has not been established.

Use during lactation
The safety of TachoComb during lactation has not been established.

4.7 EFFECTS ON ABILITY TO DRIVE VEHICLES AND OPERATE MACHINERY

No influence.

4.8 UNDESIRABLE EFFECTS (ref. 1, 2, 3, 4, 5)

Disorders of the immune system

Formation of antibodies against bovine thrombin has been demonstrated after application of
different bovine thrombin-containing products, especially after repeated and high-dose
exposure. Very rarely such cases may be associated with coagulation disturbances.

Hypersensitivity reactions (including eosinophilia and fever) may occur rarely.

4.9 OVERDOSE (ref. 4)

Overdose has not been reported. The active ingredients are used in very small quantities.

5. PHARMACOLOGICAL PROPERTIES
5.1 PHARMACODYNAMIC PROPERTIES (ref. 1, 3, 4)

TacboComb mimics the last step of the coagulation cascade. A mixture of fibrinogen, thrombin
and aprotinin forms a fixed solid layer on the surface of the collagen carrier. Upon contact with
fluid, e.g. a bleeding surface, body fluids or physiological saline solution, the components of
the layer dissolve and diffuse into the cavities of the wound.
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Thrombin converts fibrinogen to fibrin by splitting off fibrinopeptides A and B in the presence
of factor XIII and ionised calcium. Fibrin monomers polymerise spontaneously into fibrin
strands forming a viscous and elastic clot, which glues the collagen patch to the wound surface.
The polymerisation process produces a strong adhesion between wound surface and collagen
patch. Sufficient hemostatic action is gradually built up as fibrin cross-linking proceeds.
Experience shows that this takes approximately 5 minutes. During this time close contact has to
be ensured between the TachoComb fleece and the wound by pressing it onto the wound
surface for 3-5 minutes.

The main hemostatic properties of the collagen carrier substance are due to collagen-induced
platelet aggregation, the induction of platelet release reaction, which in turn stimulates clotting
factor XII, and the mechanical stability of the material, which allows tamponage of the wound.
The collagen fleece holds the coagulation components in place, in case the wound is profusely
bleeding. '

Aprotinin prevents premature dissolution of the fibrin clot by inhibiting the fibrinolytic
enzyme plasmin. '

5.2 PHARMACOKINETIC PROPERTIES (ref. 1, 2, 3, 4)

The components of TachoComb are degraded enzymatically in the body within 3 - 6 weeks and
eventually replaced by connective tissue. Animal studies indicate that the fibrin clot.is partly
dissolved by proteolytic fibrinolysis, and partly by cellular phagocytosis. The collagen patch is
degraded layer by layer by absorptive granulation tissue followed by conversion into a pseudo-
capsule consisting of endogenous connective tissue.

Special production and sterilization processes assure maximum viral and bacterial safety
according to the state of the art at the time of issue.

5.3 PRECLINICAL SAFETY DATA (ref. 4)

None of the components of TachoComb is known to have an effect on reproduction or to
possess mutagenic or carcinogenic potential.

No toxicologic signs and effects other than occasional connective tissue adhesions in the area
of application (such as are observed with other collagen preparations as well) have been
observed.
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