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Takhzyro is indicated for routine prevention of recurrent attacks of hereditary
angioedema (HAE) in patients aged 2 years and older.

Lanadelumab 150 mg/ml :''yo 2 n
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2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One unit (pre-filled syringe) contains 150 mg of lanadelumab® in 1 ml solution.

One unit (walerpre-filled syringe or vial) contains 300 mg of lanadelumab™ in 2 saE-ml solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

TAKHZYRO is indicated for routine prevention of recurrent attacks of hereditary angioedema (HAE)
in patients aged 12-2 years and older.

4.2 Posology and method of administration

This medicinal product should be initiated under the supervision of a physician experienced in the
management of patients with hereditary angioedema (HAE).

Posology

Adults
The recommended starting dose 1s 300 mg lanadelumab every 2 weeks. In patients who are stably

attack free on treatment, a dose reduction efto 300 mg lanadelymab every 4 weeks may be
considered, especially in patients with low weight.

Adolescents 12 to less than 18 vears of age

The recommended starting dose 1s 300 mg lanadelumab every 2 weeks. In patients who are stably
attack free on treatment, a dose reduction to 300 mg every 4 weeks may be considered,
especially in patients with low weight.

Children 6 to less than 12 vears of age

The recommended starting dose 1s 150 mg lanadelumab every 2 weeks In patients who are stably
attack free on treatment, a dose reduction to 150 m; every 4 weeks, may be considered.
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Children 2 to less than 6 vears of age
The recommended dose is 150 mg lanadelumab every 4 weeks.

TAKHZYRO is not intended for treatment of acute HAE attacks (see section 4.4)

Missed doses

If a dose of TAKHZYRO is missed. the patient or caregiver should be instructed to administer the

dose as soon as possible. The subsequent dosing schedule may need adjustment according to the
intended dosing frequency to ensure

. at least 10 days between doses for patients on every 2 weeks dosing regimen.
. at least 24 days between doses for patients on every 4 weeks dosing regimen.
Paediatric population

The safety and efficacy of TAKHZYRO in children aged less than 127 years have not been
established. No data are available.

Method of administration

For adults and adolescents (12 to less than 18 vears of age) TAKHZYRO may be self-administered or
administered by a caregiver only after training on subcutaneousSE injection technique by a healthcare
professional.

For children (2 to less than 12 yvears of age), TAKHZYRO should only be administered by a caregiver
after iraiming on subcutaneous mmjection techmque by a healthcare professional.
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4.8 Undesirable effects

Safetv data available from the HELP study extension are consistent with the safety data from the
HELP study (descnibed in Table 1).

Paediatric population

The safety of TAKHZYRO 300 mg/2 ml was evaluated 1n a subgroup of 23 subjects aged-12 to <less

than 18 years of age in the HELP and HELP studv exiensioneld. Resuls-efthesuboroup-analysiswere
consistent with overall study results for all subjeets[n the SPRING study, the safety of TAKHZYEO
was also evaluated at 150 mg/1 ml in 21 subjects 2 to less than 12 vears of age (see section 5.1). No
subject below the age of 3.5 years was recerving lanadelumab in the study. No new adverse reactions
were identified. Safety and tolerability results for paediatric subjects were consistent with overall
study results for all subjects.

5.1 Pharmacodynamic properties

Pharmacodvnamic effects

In adult and adolescent (12 to less than 18 vears of age) patients__cConcentration-dependent inhibition

of plasma kallikrein, measured as reduction of ¢HMWE levels, was demonstrated after subcutancous
SC administration of TAKHZYRO 150 mg every 4 weeks, 300 mg every 4 weeks or 300 mg every
2 weeks in subjects with HAE.

The PK-PD relationship between TAKHZYRO and cHMWE is described by an indirect exposure-
response pharmacological model. The gHMWE formation rate was maximally reduced by 53.7% with
an ICsp of 5705 ng/ml.

For children aged 2 to less than 6 vears (150 mg every 4 weeks) and 6 to less than 12 years (150 mg
every 2 weeks), the observed mean percent change from baseline 1n levels was similar to
that observed in adult and adolescent (12 to less than 18 vears of age) patients.
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HELP study extension

Long-term safety and efficacy, pharmacokinetics (PK). and impact on health-related gualitv of life
(HEOoL) of TAKHZYRO for prophylaxis to prevent HAE attacks wereas evaluated in an open-label
uncontrolled HELP study extension.

A total of 212 adult and adolescent (= 12 vears) subjects with symptomatic type [ or [l HAE received
at least one dose of lanadelumab, 300 mg every 2 weeks in this study, including 109 subjects who
entered as rollover subjects from the HELP study. Eollover subjects, regardless of randomisation

oup in the HELP Study, received a single dose of 300 mg at study entry and did not
recerve additional treatment until the occurrence of an HAFE attack. After the first HAFE attack_all
subjects recerved open-label treatment with lanadelumab 300 mg every 2 weeks. and The study also
mcluded 103 new or non-rollover subjects (including 19 subjects from Phaselb study) who had an
historical baseline attack rate of =1 attack per 12 weeks. The non-rollover subjects received
lanadelumab 300 mg every 2 weeks at study entry. Subjects were allowed to initiate
self-administration after receiving the first 2 doses ﬁom a health care professmna.l n clinic and
completing appropriate training Interism ana indicates that 4 -assustained vp-to-one
eftreatment.

The majority of subjects (173/212; 81.6%) who were treated in this study completed at least

30 months of treatment (either as a rollover or non-rollover subjects). The mean (SD) time in the
HELP study extension was 29.6 (8.20) months. The majority of subjects self-administered
lanadelumab (60.6% of 8.018 injections).

There was a sustained reduction in attack rates compared to baseline during the HELP study extension

with a similar response to TAKHZYRO observed in both rollover (92.4%) and non-rollover groups
{82.0%) and an overall reduction rate of 87 4%_ Though the magnitude of the attack rate reduction in
the HELP studv limited the potential for further reductions in the HELP extension study, mean attack
rates for the rollover subjects decreased further at the time of the final analvsis and ranged from

0.08 to 0.26 attacks per month. In addition, the mean (8D percentage of attack-free days was

97.7 (6.01% and the mean (SD) duration of the attack-free period was 415.0 (346.1) davs. The
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proportion of patients with a maximum attack-free peniod of 6 months or more or 12 months or more
was 81.8% and 68.9%_ respectively.

Paediatric population

SPRING stu
The safety and efficacy of TAKHZYR.O for prophylaxis to prevent HAE attacks in children were
evaluated 1n an open-label 1 Phase 3 SPRING study. Dosing regimens were based on the

following pre-defined age sroups: children from 2 to less than 6 years of age were to receive

150 mg every 4 weeks and children from 6 o less than 12 years of age were to receive
lanadelumab 150 mg every 2 weeks. The overall treatment period was 52 weeks, equally divided into
Treatment Period A and B. The studv enrolled 21 paediatric subjects who had a baseline attack rate of
=1 attack per 3 months (12 weeks) and a confirmed diagnosis of type [ or I HAE.

In Treatment Penod A_ subjecis aged 2 to < 6 vears (n=4) and 6 to < 12 vears (n=17) received
lanadelumab 150 mg every 4 weeks and 150 mg every 2 weeks, respectively. The voungest patient

included in the studv was 3.5 vears old.

In Treatment Period B, subjects recerving lanadelumab 150 mg every 2 weeks (1.e.. subjects 6 to less
than 12 vears of age) could reduce dosing to 150 mg every 4 weeks if they were well-controlled (e.g.,
attack free) for 26 weeks with lanadelumab treatment. Seven subjects in the 6 to less than 12 vears age
group switched to 150 mg every 4 weeks during Treatment Period B, and one subject (enrolled in the
2 to less than 6 vears age group) turned 6 vears of age duning Treatment Pennod A and swiiched to

150 mg every 2 weeks duning Treatment Peniod B afier expeniencing recurrent aitacks.

The total exposure was 5.5 patient-vears in the “every 4 weeks™- dosing regimen group (age range 3.5-
10.4 vears) and 14.47 patient-vears in the “every 2 weeks -dosing regimen group (age range 6-

10.9 years).

The TAKHZYRO dose regimen in both age sroups produced reduction in mean HAE attack rate
compared to baseline and an increased percentage of attack-free subjects in Treatment Period A

(Table 5). Sumilar results were observed for the overall, 52-week treatment period.

Table 5. Resulis of efficacy measures

TAKHZYRO
Criteria 150 mg 150 mg T
every 4 weeks? every 2 weeks® -4
Treatment Period A (26 weeks

N 4 17 21
Baseline attack rate. mean (SD) 1.9(1.0) 1.8(1.6) 1.8(1.5)
Attack rate (attacks/month®)

(sD) 02(03) 01002 0.1 (0.2}
Attack-free subjects N (%) 3 (75.0) 14 (82.4) 17 (81.0)

2The actual treatment received durmpe the given study penod.
b Month 15 defined as 28 days. Calculated over the 26-week treatment period.

Immunogenicity

Anti-drug antibodies (ADA) were very commonly detected. No evidence of ADA impact on
pharmacokinetics, efficacy or safety was observed.
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5.2 Pharmacokinetic properties

Special populations

No dedicated studies have been conducted to evaluate the pharmacokinetics of lanadelumab in special

patient populations including gender, age. or pregnant women-erthe presence ef renal or bepatie
L sgsm s

InapPopulation pharmacokinetic analvsesanalysis, afier showed that age_ gender and race did not
meanmgﬁ:llly influence the pharmacokmetlcs of Ianad;hm]ab correcting for bBody weight; e

& Was 1den‘t:1ﬁed as an important

Paediatric population

Following subcutaneous administration of 150 mg every 4 weeks (2 to less than 6 vears of age) and
150 mg every 2 weeks (6 to less than 12 vears of age), the overall exposure (1e Cgooo) to
lanadelumab was similar compared with adult and adolescent {12 to less than 18 years of ape) patients
who recerved TAKHZYR.O 300 mg every 2 weeks (ratio to adults ranged from 0.8 to 1.11).
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6.4 Special precautions for storage

Store 1n a refrigerator (2°C to 8°C).

Do not freeze.

Keep the solution (s=alespre-filled syringe or vial) in the outer carton in order to protect from light.
The solution (=al-espre-filled syringe or vial) may be stored below 25°C for a single peniod of 14
days. but not beyond the expiry date. Do not return TAKHZYRO to refrigerated storage after storage

at room temperature.

When one pre-filled syringe from a multi-pack is removed from refrigeration, return the remaining
pre-filled syringes to the refrigerator until future use when needed.

For storage conditions after first opening of the product in vial, see section 6.3.
6.5 Nature and contents of container

TAKHZYRO 150 mg solution for injection in pre-filled syringe

1 ml of solution in pre-filed syringe with a bromobuty] stopper. 27G x 13 mm staked needle and rigid
needle cap. TAKHZYRO is available as unit packs containing 1 or 2 pre-filled syringes and in

multipacks containing 6 (3 packs of 2) pre-filled syringes.

TAKHZYRO 300 mg solution for injection in pre-filled svringe

2 ml of solution in pre-filled syringe with a bromobutyl stopper. 27G x 13 mm staked needle and rigid
needle cap. TAKHZYRO 1s available as unit packs containing 1 or 2 pre-filled syringes and in

multipacks containing 6 (3 packs of 2) pre-filled syringes.

TAKHZYRO 300 mg solution for injection 1in v¥aal:

6.6 Special precautions for disposal and other handling
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Administration steps

TAKHZYRO 150 mg solution for injection in pre-filled syringe

After removing the single use pre-filled syringe from the refriserator, wait 15 minutes before injecting
to allow the solution to reach room temperature. Caregiver should inject TAKHZYRO subcutaneously
mnto the abdomen_ thigh_ or upper arm (see section 4.2).

TAKHZYRO 300 mg solution for injection in pre-filled syringe

After removing the single use pre-filled syringe from the refrigerator, wait 15-386- minutes before
injecting to allow the solution to reach room temperature. Inject TAKHZYRO subcutaneously into the
abdomen, thigh, or upper arm (see section 4.2).

Each pre-filled syringe is for single use only. Discard the pre-filled syringe after injection is
completed.

Any unused medicinal product or waste material should be disposed of 1n accordance with local
requirements.

All needles and syringes should be disposed of in a sharps container.

TAKHZYRQO 300 mg solution for imnjection 1 vial
Using aseptic technique, withdraw the prescribed dose of TAKHZYRO from the vial into the syringe
using an 18 gauge needle.

Change the needle on the syringe to a 27 pauge needle or other needle suitable for subcutaneous

mjection. Inject TAKHZYRO subcutaneously into the abdomen, thigh. or upper arm (see section 4.2).

Discard the vial with any unused contents.
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