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Kovaltry 250 I1U 250 IU no'mwaip

Kovaltry 500 IU 500 IU ~o'maup

Kovaltry 1000 IlU 1000 1U "ho'7xaip

Kovaltry 2000 IlU 2000 IU "ho'xaigp

Powder and Solvent for Solution for Injection
Recombinant Human Coagulation Factor VIII (octocog alfa).
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Treatment and prophylaxis of bleeding in patients with haemophilia A (congenital factor VIII
deficiency). Kovaltry can be used for all age groups.
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4.4 Special warnings and precautions for use

Inhibitors

The formation of neutralising antibodies (inhibitors) to factor VIII is a known complication in the
management of individuals with haemophilia A. These inhibitors are usually IgG immunoglobulins
directed against the factor VIII procoagulant activity, which are quantified in Bethesda Units (BU)
per mL of plasma using the modified assay. The risk of developing inhibitors is correlated to the
severity of the disease as well as the exposure to factor VIII, this risk being highest within the first 50

20 exposure days. Rarely;-inhibiters-may-develop-after-the first S0-exposure-days but continues

throughout life although the risk is uncommon.

Cardiovascular events

In patients with existing cardlovascular risk factors substltutlon therapy with FVIH may increase the
cardlovascular risk Ha vatien h encac M o o

Catheter related complications

If a central venous access device (CVAD) is required, risk of CVAD related complications including
local infections, bacteraemia and catheter site thrombosis should be considered. These-complications
have not beenassociated - with-the productitself
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It is strongly recommended that every time that Kovaltry is administered to a patient, the name and
batch number of the product are recorded in order to maintain a link between the patient and the batch
of the medicinal product.

Sodium content

Ltion { T 3 59 .

This medicinal product contains less than 1 mmol sodium (23 mg) per dose, i.e. essentially ‘sodium
free’.

4.8 Undesirable effects

Tabulated list of adverse reactions

The table presented below is according to the MedDRA system organ classification (SOC and
Preferred Term Level). Frequencies have been evaluated according to the following convention: very
common (> 1/10), common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100) , rare (=1/10,000 to
<1/1,000); very rare (<1/10,000).

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
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Table 2: Frequency of adverse drug reactions in clinical trials

MedDRA standard Adverse reactions Frequency
System Organ Class
Blood and lymphatic system disorders Lymphadenopathy common
FVIII inhibition very common (PUPs)*
uncommon (PTPs)*
Immune system disorders Hypersensitivity uncommon
Psychiatric disorders Insomnia common
Nervous system disorders Headache, dizziness common
Dysgeusia uncommon
Cardiac disorders Palpitation, sinus common
tachycardia
Vascular disorders Flushing uncommon
Gastrointestinal disorders Abdominal pain, common
abdominal discomfort,
dyspepsia
Skin and subcutaneous tissue disorders Pruritus, rash*** common
dermatitis allergic
Urticaria uncommon
General disorders and administration site Pyrexia, chest discomfort, | common
conditions injection site reactions **
} Jisord 0 —
Dysgeusia uncommon
Psychiatrie disord i -
Skin-and-subeutaneous-tissue-disorders ek g common
4’—1! i allorai R
Usticaria HREOMMOR
Vascular disorders Flushing unRcommon

* Frequency is based on studies with all FVIII products which included patients with severe
haemophilia A. PTPs = previously-treated patients, PUPs = previously-untreated patients
** includes injection site extravasation, hematoma, infusion site pain, pruritus, swelling

*%* rash, rash erythematous, rash pruritic
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Description of selected adverse reactions

The most frequently reported adverse reactions in PTPs were related to potential hypersensitivity
reactions, including headache, pyrexia, pruritus, rash, and abdominal discomfort.

Immunogenicity

The immunogenicity of Kovaltry was evaluated in previously treated patients (PTPs).

During clinical trials with Kovaltry in approximately 200 pediatric and adult patients diagnosed with
severe hemophilia A (FVIIL:C < 1%) with previous exposure to factor VIII concentrates > 50 ED, one
case of transient low titer inhibitor occurred in the ongoing LEOPOLD Kids Part A extension study.

Paediatric population
In completed clinical studies with 71 paediatric previously treated patients, the frequency, type and
severity of adverse reactions in children were found to be similar to those in adults

5.1 Pharmacodynamic properties

Paediatric population <12 years

The paediatric trial enrolled 51 PTPs with severe haemophilia A, 26 subjects in the age group 6-

12 years and 25 subjects in the age group <6 years having accumulated a median number of 73 EDs
(range: 37 to 103 EDs). Subjects were treated with 2 or 3 injections per week or up to every other day at
a dose of 25 to 50 IU/kg. Consumption for prophylaxis and treatment of bleeds, annualised bleed rates
and success rate for bleed treatment are presented in Table 3
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	Cardiovascular events
	In patients with existing cardiovascular risk factors, substitution therapy with FVIII may increase the cardiovascular risk Haemophilic patients with cardiovascular risk factors or diseases may be at the same risk to develop cardiovascular events as n...
	Catheter related complications
	If a central venous access device (CVAD) is required, risk of CVAD related complications including local infections, bacteraemia and catheter site thrombosis should be considered. These complications have not been associated with the product itself.
	It is strongly recommended that every time that Kovaltry is administered to a patient, the name and batch number of the product are recorded in order to maintain a link between the patient and the batch of the medicinal product.
	Sodium content
	For 250/500/1000 IU strength
	After reconstitution this medicinal product contains 0.081 mmol sodium per vial of reconstituted solution (corresponding to 1.86 mg per vial). This medicinal product contains less than 1 mmol sodium (23 mg) per dose, i.e. essentially ‘sodium free’.
	For 2000/3000 IU strength
	After reconstitution this medicinal product contains 0.156 mmol sodium per vial of reconstituted solution (corresponding to 3.59 mg per vial).
	This medicinal product contains less than 1 mmol sodium (23 mg) per dose, i.e. essentially ‘sodium free’.
	4.8 Undesirable effects
	5.1 Pharmacodynamic properties


