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Replacement therapy in adults, children and adolescents (0 to 18 years) in:

. Primary immunodeficiency syndromes (PID) with impaired antibody production
(see section 4.4).
. Secondary immunodeficiencies (SID) in patients who suffer from severe or recurrent

infections, ineffective antimicrobial treatment and either proven specific antibody failure
(PSAF)* or serum IgG level of <4 g/L.

*PSAF = failure to mount at least a 2-fold rise in IgG antibody titre to pneumococcal
polysaccharide and polypeptide antigen vaccines.

Immunomodulatory therapy in adults, children, and adolescents (0 to 18 years) in:

. Chronic inflammatory demyelinating polyradiculoneuropathy (CIDP) as maintenance
therapy after stabilisation with IVIg.
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4.1 Therapeutic indications

Replacement therapy in adults, children and adolescents (0 to 18 years) in:

o Primary immunodeficiency syndromes (PID) with impaired antibody production
(see section 4.4).

infections, ineffective antimicrobial treatment and either proven specific antibody failure
(PSAF)* or serum IgG level of <4 g/L.

*PSAF = failure to mount at least a 2-fold rise in IgG antibody titre to pneumococcal
polysaccharide and polypeptide antigen vaccines.

Immunomodulatory therapy in adults, children, and adolescents (0 to 18 years) in:

° Chronic inflammatory demyelinating polyradiculoneuropathy (CIDP) as maintenance
therapy after stabilisation with IVIg.

4.2 Posology and method of administration

Posology

Replacement therapy in SID

The recommended dose is 0.2 to 0.4 g/kg every 3 to 4 weeks.

IgG trough levels should be measured and assessed in conjunction with the incidence of infection.
Dose should be adjusted as necessary to achieve optimal protection against infections, an increase
may be necessary in patients with persisting infection; a dose decrease can be considered when the
patient remains infection free.

Immunomodulatory therapy in CIDP

Before initiating therapy, the weekly equivalent dose should be calculated by dividing the planned
dose by the planned dose interval in weeks. The typical dosing interval range for HyQvia is

3 -to 4 - weeks. The recommended subcutaneous dose is 0.3 to 2.4 g/kg body weight per month
administered in 1-or 2-sessions over 1-or 2-days.

The patient’s clinical response should be the primary consideration in dose adjustment. The dose
may need to be adapted to achieve the desired clinical response. In clinical deterioration, the dose
may be increased to the recommended maximum of 2.4 g/ke monthly. If the patient is clinically
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stable, periodic dose reductions may be needed to observe whether the patient still needs I1G
therapy.

A titration schedule that permits gradual dose increase over time (ramp-up) is recommended to
ensure the patient’s tolerability until the full dose is reached. During the titration schedule, the
calculated HyQvia dose and recommended dose intervals must be followed for the first and second
infusions. Depending on the treating physician's discretion, in patients who tolerate the first 2
infusions well, subsequent infusions may be administered by gradually increasing doses and dose
intervals, considering the volume and total infusion time. An accelerated titration schedule may be

considered if the patient tolerates the SC infusion volumes and the first 2 infusions. Doses less

than or equal to 0.4 g/kg may be administered without a titration schedule, provided acceptable
patient tolerance.

Patients must be on stable doses* of IVIg. Before initiating therapy with the medicinal product, the
weekly equivalent dose should be calculated by dividing the last IVIg dose by the IVIg dose

interval in weeks. The starting dose and dosing frequency are the same as the patient’s previous
IVIg treatment. The typical dosing interval for HyQvia is 4-weeks. For patients with less frequent
IVIg dosing (greater than 4-weeks), the dosing interval can be converted to 4-weeks while

maintaining the same monthly equivalent IgG dose.

As shown in the table below, the calculated one-week dose (1% infusion) should be administered

2 - weeks after the last IVIg infusion. One week after the first dose, the next weekly equivalent

dose (2™ infusion) should be administered. A titration schedule can take up to 9-weeks (Table 1),

depending on the dosing interval and tolerability.

*(Variations in the dosing interval of up to £7 days or monthly equivalent dose amount of up to
+20% between the subject’s IgG infusions are considered a stable dose.)
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Table 1: Recommended IVIg to HyOvia infusion dose titration schedule

Week* Infusion number Dose interval Example for 100 g every 4-weeks
1 No infusion

2 1%t infusion 1-week-dose 25g

3 2" infusion 1-week-dose 25g

4 3 infusion 2-week-dose 50g

5 No infusion

6 4% infusion 3-week-dose 75g

7 No infusion

8 No infusion

9 5t infusion 4-week-dose 100 g (Full dose reached)

* 15 infusion starts 2-weeks after the last |VIg dose.

On a given infusion day, the maximum infusion volume should not exceed 1200 mL for patients

weighing > 40 ke or 600 mL for <40 kg. Suppose the maximum daily dose limit is exceeded or

the patient cannot tolerate the infusion volume. In that case, the dose may be administered over

multiple days in divided doses with 48-to 72-hours between doses to allow absorption of infusion

fluid at the infusion site(s). The dose can be administered up to 3 infusion sites with a maximum

infusion volume of 600 mL per site (or as tolerated). If using three sites, the maximum is 400 mL

per site.

Immunomodulatory therapy

The dosing schedule for children and adolescents (0 to 18 years) is the same as for adults. The

dosing is based on the calculated weekly equivalent dose and adjusted to the clinical outcome.

Currently, available data are described in sections 4.8, 5.1 and 5.2.

4.8 Undesirable effects

Table 2: Frequency of Adverse drug reactions (ADR) per infusion reported in patients treated

with HyQvia in clinical studies (160602, 160603, 160902,161101, 161403 Epoch 1 and 161505)

and post-marketing surveillance, reporting rate per patient or per infusion.
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Frequency Frequency
MedDRA System . - . .
Adverse drug reactions per patient per infusion
Organ Class (SOC)
N=228 N=7,287
Infections and o . Not Known Not Known
- Meningitis aseptic*
Infestations
Immune System Hypersensitivity* Not Known Not Known
disorders
Headache Very Common | Common
Dizziness Common Uncommon
Migraine Common Uncommon
Nervous system Paraesthesia Common Uncommon
disorders
Burning sensation Common Uncommon
Tremor Common Rare Yneommeon
Cerebrovascular accident and
- Uncommon Rare
Ischaemic stroke
Cardiac disorders | Sinus tachycardia and Tachycardia Common Uncommon
Blood pressure-increased-and
Hypertension and Blood pressure Very Common | Uncommon
Vascular increased
disorders
Rare
Hypotension Common
Laeermen
Respiratory,
thoracic and
. Dyspnoea Common Rare
mediastinal e =
disorders
Nausea Very Common Common
. . Abdominal pain, Abdominal pain
Gastrointestinal . . Commen
. lower, Abdominal pain upper and Very Common
disorders . Uncommon
Abdominal tenderness
Diarrhoea Very Common Uncommon
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Frequency Frequency
MedDRA System . - . .
Adverse drug reactions per patient per infusion
Organ Class (SOC)
N=228 N=7,287
Vomiting Very Common Uncommon
Abdominal distension Common Uncommon
Common
Erythema Common
Uncommon
Pruritus Common Uncommon
Skin and
Rash, Rash erythematous, ¥Rash
subcutaneous
. . macular, Rash maculo-papular and Common Uncommon
tissue disorders
Rash papular
Urticaria Common Uncommon
Hyperhidrosis Common Rare
Myalgia Common Uncommon
Arthralgia Very Common | Uncommon
Limb discomfort and Pain in extremity | Common Uncommon
Musculoskeletal
and connective Back pain Common Uncommon
tissue disorders
Joint stiffness Uncommon Uncommon
Musculoskeletal chest pain Common Uncommon
Groin pain Common Rare
Renal and urinary .
. Haemosiderinuria Common Rare
disorders
Local reactions (Total) Very Common | Very Common
] -_Infusion site discomfort, Infusion Veri comman | common
General disorders site pain, Injection site pain, ¥
and Puncture site pain and Tenderness
administration - Infusion site erythema and Very Common Common
site conditions Iniect.ion s.ite erythema _ ‘
- Infusion site oedema, Injection site
oedema, Infusion site swelling, Very Common | Common
Injection site swelling and
Swelling (local)
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and Skin oedema

Frequency Frequency
MedDRA System . - . .
Adverse drug reactions per patient per infusion
Organ Class (SOC)
N=228 N=7,287
- Infusion site pruritus, Injection site
. . . Very Common Common
pruritus, Puncture site pruritus and
Vulvovaginal pruritus
. . mmon
- Infusion related reaction L out iz Uncommon
- Infusion site bruising, Injection site
bruising, Infusion site haematoma,
. . . Common Uncommon
Injection site haematoma, Infusion | =
site haemorrhage and Vessel
puncture site bruise
- Infusion site reaction, Injection site | Common Uncommon
reaction and Puncture site reaction
- Infusion site mass, Injection site Common Uncommon
mass and Infusion site nodule
- Infusion site discoloration L Uncommon
- Infusion site rash and Injection site | Common Uncommon
rash
- Infusion site induration and Common Uncommon
Injection site induration
. . mmon Rar
- Infusion site warmth EmEn nare
- Infusion site paraesthesia and Common Rare
Injection site paraesthesia
. L . mmon Rar
- Infusion site inflammation S nare
- Infusion site leakage* Not Known Not Known
Feeling hot and Pyrexia Very Common | Common
Influenza-like illness* Not Known Not Known
Asthenia, Fatigue, Lethargy and
. Very Common | Common
Malaise
Chills Common Uncommon
Oedema, Oedema peripheral and
. . Common Uncommon
Swelling (systemic)
Localised oedema, Peripheral swelling
Common Uncommon
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Frequency Frequency
MedDRA System . . . .
Adverse drug reactions per patient per infusion
Organ Class (SOC)
N=228 N=7,287
Gravitational oedema, Oedema
genital, Scrotal swelling and Common Uncommon
Vulvovaginal swelling
Buraingsensatien Unesrren Uacemraen
Herzerhideesis SerreR Pare
o Coombs direct test positive and
Investigations — Common Rare
Coombs test positive - -

* Adverse events from post-marketing surveillance.

Description of selected adverse reactions

Leeal-The most common local reactions observed during the pivotal clinical stadystudies include
mid-swelinginfusion site pain, infusion site erythema and infusion site oedema. Most of the site

diseemfort—Only-twoP 1D studies, 2 instances of local adverse reactions were severes- (infusion site
pain and infusion site swelling—Fhere) and in the CIDP studies 4 instances were twesevere
(infusion site extravasation, infusion site inflammation, infusion site pruritus and infusion site
reaction). In the PID studies, there were 2 instances of transient genital oedema, one considered
severe, that resulted from diffusion of the medicinal product from the infusion site in the abdomen.
In the CIDP studies there was one mild instance of genital oedema (penile swelling). No skin
changes were observed that did not resolve during the clinical study.

6.4 Special precautions for storage
Store in a refrigerator (2°C — 8°C).
The product may be stored at temperatures above +8°C and below +25°C for up to 3 months. Do

not refrigerate after storing at room temperature. Discard after 3 months or after the expiry date is
reached whichever occurs sooner.

The date of removal from the refrigerator should be recorded on the outer carton.
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