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

e Primary immunodeficiency syndromes (PID) with impaired antibody production.

e 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/1.

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

Immunomodulation in adults, and children and adolescents (0-18 years) in:

e Primary immune thrombocytopenia (ITP), in patients at high risk of bleeding or prior to
surgery to correct the platelet count.

e Guillain Barré syndrome.

o Kawasaki disease (in conjunction with acetylsalicylic acid; see 4.2).

e Chronic inflammatory demyelinating polyradiculoneuropathy (CIDP).

:‘2'%wan a'nn
Human Normal Immunoglobulin 100mg/1ml

[nI0N LRYINY DOPD 71N [AIDA DY LDOHL 'WINN [17V2 DIP'UN DMWY DDA XD TNV
AINND WATIA NINNN DINNRN DOPD ,A4RHR-BY-BHFR DOPL]

JINM2N TIWN INKAY NIDNNN 1INAA 1YY @ ,q011 UTNY

:DIYNMN 2V1% N9 NIVXANRA [17VUN 7W 09TIN pnyn 22p7 |N3,2 12

03-3733140 :"70 ,n1pN-NNa, 25 2uax 'n1,n"va 28w nTpL

,N1N1a

211 INTY7 [I'D
namn nnpn
n"va 78w nTpo

Takeda Israel Ltd.
25 Efal st., P.O.B 4140, Petach-Tikva 4951125
Tel:+972-3-3733140 Fax (local) : + 972-3-3733150



:02'N X997 [17V2 0MIp'Vn DRI2TYN

4.1 Therapeutic indications

Reacement therapy in dults, and children and adolescents (0-18 years) in:

5 O p d-below

e e Primary immunodeficiency syndromes-{ (PID)}) with impaired antibody production (see

section4- 4.4).

myeloma patients-whe-havefattledSecondary immunodeficiencies (SID) in patients who
suffer from severe or recurrent infections, ineffective antimicrobial treatment and either
proven specific antibody failure (PSAF)* or serum IeG level of <4 g/I.

*PSAF = failure to respendmount at least a 2-fold rise in [gG antibody titre to pneumococcal

cChildrepandadoleconr e O R eith copeenin 200 and recrsrentboeterial

infeetions-polypeptide antigen vaccines

Immunomodulation in adults, and children and adolescents (0-18 vyears) in:

e Primary immune thrombocytopenia (ITP), in patients at high risk of bleeding or prior to
surgery to correct the platelet count.

e QGuillain- Barré syndrome.

e Kawasaki disease- (in conjunction with acetylsalicylic acid; see 4.2).

e Chronic inflammatory demyelinating polyradiculoneuropathy (CIDP).

4.2 Posology and method of administration

Posology

The dose and dose regimen are-is dependent on the indication.

In replacement therapy the dose may need to be individualised for each patient dependent on the
pharmacokinetic and clinical response. Dose based on bodyweight may require adjustment in
underweight or overweight patients.

The following dose regimens are given as a guideline.

Takeda Israel Ltd.
25 Efal st., P.O.B 4140, Petach-Tikva 4951125
Tel:+972-3-3733140 Fax (local) : + 972-3-3733150



Secondary immunodeficiencies (as defined in 4.1.)

The recommended dose is 0.2-0.4 g/kg every three to four weeks.

e

1gG 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.

Primary immune thrombocytopenia

There are two alternative treatment schedules:
. 0.8-1-g/kg given on day one; this dose may be repeated once within 3 days
. 0.4 g/kg given daily for two to five days.

The treatment can be repeated if relapse occurs.

Guillain-Barré syndrome

0.4- g/kg/day over- 5- days- (possible repeat of dosing in case of relapse).

O-4-g/ketday-overSdays:

Kawasaki Disease

+6-2 -g/kg should be administered in-divided-doses-overtwo-tofive-daysor2-0-gfkeas a single

dose. Patients should receive concomitant treatment with acetylsalicylic acid.

Chronic inflammatory demvelinating polyneuropathy (CIDP)

Starting dose: 2 g/ke divided over 2 -5 consecutive days

Maintenance doses:

1 e/kg over 1-2 consecutive days every 3 weeks.

The treatment effect should be evaluated after each cycle; if no treatment effect is seen after 6
months, the treatment should be discontinued.

If the treatment is effective long term treatment should be subject to the physicians discretion
based upon the patient response and maintenance response. The dosing and intervals may have to
be adapted according to the individual course of the disease.

The dose recommendations are summarised in the following table:

| Indication | Dose | Frequency of injections
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Replacement therapy in primary

—starting dose:

immunodeficiency 0.4—0.8 g/kg
maintenance dose: | every 3—4 weeks to obtain IgG
thereafter: trough level of at least 5—6 g/l
0.2—0.8 g/kg
Loplesmoni o eenndoes B s e T
Children-and-adoleseentswith-A DS every3—dwecks
e
e e
Replacement therapy in secondary 0.2-0.4 g/kg every 3-4 weeks to obtain IgG
immunodeficiency trough level of at least 5-6 g/1
Immunomodulation:
Primary immune thrombocytopenia 0.8-1 g/kg on day 1, possibly repeated once
within 3 days
or
0.4 g/kg/d for 2-5 days
Guillain-Barré syndrome 0.4 g/kg/d for 5 days
Kawasaki disease 2 g/kg in one dose in association with

acetylsalicylic acid

Chronic inflammatory demyelinating
polyradiculoneuropathy (CIDP)

starting dose

In divided doses over 2-5 days

2g/kg

maintenance dose:

every 3 weeks over 1-2 days

Lgkg
hin 3.d
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O-dpieoid for2—S-davs
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or
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Paediatric population

The posology in children and adolescents (0-18 years) is not different to that of adults as the
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posology for each indication is given by body weight and adjusted to the clinical outcome of the
above mentioned conditions.

Hepatic impairment

No evidence is available to require a dose adjustment.

Renal impairment

No dose adjustment unless clinically warranted, see section 4.4.

Elderly

No dose adjustment unless clinically warranted, see section 4.4.
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